INFEKTIF ENDOKARDIT

VE DIGER KARDIYOVASKULER INFEKSIYONLARDA
TARTISMALI KONULAR: MULTIDiISIPLINER YAKLASIMLAR

Ankara Universitesi ibn-i Sina Hastanesi
Hasan Ali Yiicel Salonu, Ankara

B IECG

KLIMIK DERNEGI INFEKTIF ENDOKARDIT VE DIGER
KARDIYOVASKULER INFEKSIYONLAR GALISMA GRUBU

SOL TARAFLI iE’de ARDISIK ORAL
TEDAVI
KANIT???

Yasemin TEZER TEKCE

Ed IECG




Sunum Plani

IE antimikrobiyal tedavisinde genel 6zellikler
Oral tedavi mimkin ma?

Guncel kanitlarda neler var? (Kronolojik sira ile...)
Hangi hastalara?

Hangi ajanlarile?

Ardisik oral tedavinin tek yer aldigi uzlasi raporu ne diyor?
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IE Tedavinin Genel llkeler
Ulusal Uzlasi Raporu Ne Diyor?

« 25. Infektif endokardit tedavisinin genel prensipleri nelerdir ve
tedavi sureleri nasil belirlenir?

 |E’in antimikrobik tedavisinde genel ilkeler tedavinin sidal
ajanlarla, parenteral yoldan ve uzun sureli kullanilmasidir.
Tedavi suresi, etkene, yabanci cisim varligina ve yakinmalarin
siresine gore belirlenir. Bu siire dogal kapak
endokarditlerinde genellikle 4-6 hafta, yapay kapak

endokarditlerinde ise 26 haftadir.

infektif Endokarditin Tanisi, Tedavisi ve Onlenmesi: Ulusal
Uzlas1 Raporu

Diagnosis, Treatment and Prevention of Infective Endocarditis: Turkish Consensus Report




Sol Kalp Infektif Endokarditinde

ESC ve AHA klavuzlari dogrultusunda 6 haftalik tedavi

Endokarditli hastalarda tani ve tedavinin ilk asamasinda yakin

takip ve yogun bakim gerekebilmekte

Patojen ve komplikasyonlara bagli olarak hastane mortalitesi

%15-45

Hastalarin yarisinda cerrahi gerekmekte



Sol Kalp Infektif Endokarditinde

* Komplikasyonlarin cogu, mortalite de dahil olmak Gzere

hospitalizasyonun baslangic kisminda

e Uzun sure hospitalizasyonun sebebi intravenoz (1V) tedavinin
tamamlanmasi, kardiyak komplikasyonlarin ve

komorbiditelerin takip ve tedavisi.



Uzun Sure Hospitalizasyonun

Sakincalari

e Uzun sureli yatistan kaynaklanan artmis komplikasyon riski

(HAI, katetere bagl filebit, ekstravasazyon yaralanmalari,

tromboz...)

* Diger hastalarin tedavisindeki negatif etki (hastalara bulas,

lojistik...)

e Saghk bakimi ile iliskili maliyeti artis

-&F-PLOS | meoicine

ESSAY

AnNn Unsupported Preference for Intravenous
Antibiotics

Ho Kwong Li', Ambrose Agweyu?, Mike English??, Philip Bejon®3-%=
——




Hospitalizasyonu nasil azaltiriz?

e Parenteral tedavi suresini kisaltarak

(2 haftalik tedavi) (Sol kalp IEX])

 APAT ile ( siklikla ABD’de uygulanmakta)

ANCAK lojistik, hasta ve personel egitimi, etkinlik ve advers olaylarin
izlemindeki monitorizasyon sorunu, paramedikal ve sosyal destek

ihtiyaci, ugulanabilirligini KISITLAMAKTA!



Sol Kalp Infektif Endokarditinde
Oral Tedavi Alternatif Olabilir mi?

e Sadece oral tedavi ile?

e Guvenilirlik ve etkinligi icin klinik kanit cok kisitl ancak
parenteral tedavi ile baslanip klinik stabilizasyonu sonrasi oral

tedaviye gecis yeniden gundemde...

Ardisik Oral Tedavi (PE=» PO gecilerek)






ORIGINAL ARTICLE INFECTIOUS DISEASES

How do physicians cope with controversial topics in existing guidelines for
the management of infective endocarditis? Results of an international
survey

G. Béraud "™*, C. Pulcini*®, J. R. Pafio-Pardo®, B. Hoen”?, B. Beovic’ and D. Nathwani'’, on behalf of ESGAP
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e Klavuzlarda yer almamasina ragmen ardisik oral tedavi
katilimcilarin %31.4’G uygulamakta
* En az uygulayan %26 ile enfeksiyon hastaliklari uzmanlari,
en fazla uygulayanlar kardiyologlar ve klinik mikrobiyologlar

y

Qinical Microbiology and Infection, Volume 22 Number 2, February 2016




Open Forum Infectious Diseases E&1IISA
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Practice patterns of infectious diseases physicians in
transitioning from intravenous to oral therapy in
patients with bacteremia &

Duane R Hospenthal == &5, C Dustin Waters, Susan E Beekmann, Philip M Polgreen

Open Forum Infectious Diseases, ofz386, https://doi.org/10.1093/ofid/ofz386
Published: 30 August 2019 Article history =

/- Katilimcilarin %88’i PO ardisik tedaviyi GN bakteriyemilerde
* GP bakteriyemilerde ise %71’i
* %12’si hicbir sekilde oral tedavi desteklememekte
* >%75'| Enterobactericea, pseudomonas ve S. pneumoniae
oral tedavi guvenli
* <%20S. aureus ve endokarditlerde oral tedaviyi
desteklemekte!!!

/




Disponible en ligne sur Elsevier Masson France
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Original article
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idit of antibiotic therapy used in 66 cases of endocarditis™

de I guecilite de anribiorherapie clhiez 66 pparfierits cavarri? urte ertdocardire irifeciieuse

l pmchy 2. P. Dellamonica a.b_ P N1 Rogcra~b- E. Bernard 2, E. Cua?_ . Pulcini 2-*-b

/ e 2007-2009 yilinda Fransa’da tek merkezde retrospektif yapilan
calismada 66 IE olgusununun %29 (n:19) parenteral baslanan
tedaviden sonra ardisik oral tedaviye gecilmis
* PE tedaviden 18 giin sonra PO
Cogu komplike IE (n:15) ve/veya 12 sol kalp IE;
« 8 MSSA, 4 MRSA
* 6’de monoterapi (3- FQ, 3- LZD)
 6’da ikili tedavi (FQ+RIiF, FQ+ klindamisin)
7 streptokokal IE’de ardisik tedavi uygulanmis (4’G amoksisilin
monoterapisi; amoksisilin+ RiF; Amoksisilin+ klindamisin)
* Ardisik tedavi uygulananlar, %79 gibi yuksek oranlarda komplike ve
%63’ sol kalp IE olmasina ragmen iyi sonuc!




AlFOmari et al. BMC Infectious Diseases 2014, 14:140
http v/ www.biomedcentral.com/1471-2334/14/140

BMC
Infectious Diseases

RESEARCH ARTICLE Open Access

Oral antibiotic therapy for the treatment of
infective endocarditis: a systematic review

* 6 gozlemsel, 2 klinik calisma

Raporlanmis yayinlarda oral tedavi ile kiir oranlari %77-100

* AB’lerin basarisi; m.o.’nin duyarhligina, AB’in farmokokinetik
Ozelliklerine (biyoyararlanim, dagilim ve vegetasyonda etkili
konsantrasyonuna), uygun tedavi siiresine bagl bulunmus

4




Gozlemsel calismalarin ikisinde sol kalp

IE

Table 1 Observational studies of oral antibiotic therapy for infective endocarditis

Reference Cases Design Case definition Micobiology Assessment Therapy Cure
of antibiotic
susceptibility
Colli et al, italy [9] 12 NVIE and 2 Retms?ective By Duke criteria MRSA 60%) Yes Nvamul:hy;is'l for 100%
PVIE requiring Mean follow- . S
acute valve upwas 208 + S viridans (30%) followed by oral
replacement(all 7 months Enterococcus linezolid for
Ie&-sidecﬂ P (“m) 3 weeks
Dworkin et al, USA [10] 13 VDUs with Prospective. 22 paositive blood S ausus (100%) Yes IV ciprofioxadn and 77%
NVIE (all right-sided 4-week follow-up cultures AND any of oral rifampin for 1
with no systemic the following: Vegetations week followed by
metastasis) on echocardiogram oral ciprofloxadn
(definite — 3 cases) OR and oral rifampin
pulmonary infiltrates’ for 3 weeks
effusion or tricuspid
insufficiency murmur
(probable — 6 cases)
OR no other identifiable
source for the infection
(possible - 1 case)
Chetty et al, South 15 NVIE (right-sided Prospective. Characteristics clinical Streptococcus Yes High dose oral 87%
Africa [11]) vs. left-sided not 3-year follow-up features AND any of . (60%) amoxydillin for
spedfied, all ases the following: Pasitive B 6 weeks (@7%
were considered blood cun.rgs OR Culture negative (40%) also recened
uncomplicated) vegetations on probenecid)
echocardiogram
Pinchas et al, krael [12] 11 NVIE (all left-sided, Prospective. Fever AND pre-existing S viridans Yes High dose oral 0%
considered Follow-up varied valwular heart disease {(100%6) ampidliin for 6
uncomplicated) from 3 months AND muiltiple positive weeks with
to 12 years blood cultures probenecid for
the first 4 weeks.
IM streptomycin
for the first 2 weeks
Phillips et al, UK [13] 13 NVIE (right-sided Retrospective. Pre-existing valvular S viridans $2%) Yes IV therapy for < 2 10056
vs. left-sided not Follow-up varied disease AND characteristic Stap hyloco ccus weeks 929% <3 dayg)
spedfied) - all from 1-15 years clinical features AND positive p. (23%) followed by oral
children blood cultures ) penicillin V, ampidgliin,
Other streptococc cloxacillin, fudaxacillin
or Entemcoccus sp. (15%) or erythromycin for
6-8 weeks
Grayet al, UK [14] 13 NVIE (right-sided Retrospective. Not spedfied S viridans. Yes Oral ampidllin or 92%
vs. left-sided not 3-month 62%) propidliin fwith or
spedfied) follow-up without probenedd)
E foecals (1% for 6 weeks
Culture
negative (37%)

AlOmari et al BMC Infectious Diseases 2014, 14140



Klinik calismalarin birinde sol kalp IE

Table 2 Clinical trials of oral antibiotic therapy for infective endocarditis

Reference Cases Design Case definition Microbiology Therapy Results

Heldmanetal 85IVDUswithNVIE  Prospective, - 22 paositive blood MRSA (5%) Oral dprofioxacin Cure rate: 90% foral

USA [18) (all ight-sded with  randomized, cultures AND any of MSSA 89%)  and rifampin for 4 therapy) vs. 91% (V
no systemic open label  the following: Vavular CoNS %) weeks vs. N oxadlin -+ therapy) p =09

metastases) 40 in I-month tions on or vancomycin (V .

the oral therapy follow-up mrdogm definite - gentanicin)(br the first Treatment toxcity:

arm and 45 in the 15 cases) OR evidence 5 days) for 4 weeks 3% (onal ﬁ‘fhm)’)

IV therapy arm of pulmonary emboli vs. 62% (M therapy),
on chest X-ray or tricuspid p <000
insufficiency murmur
(probable - 26 cases) OR
no other identifiable source
for the infection (passible -

44 cases)

Stamboulian 30 NVIE (all left-sided), Prospective, - 22 positive blood cultures S viridans Vor M ceftrixone  Cure rate: 100%

et al, Argentine 15 in each arm randomized, AND any of the following: (50%) for 2 weeks followed  in both arms.

(19) open label 3 New or changing regurgitant . by high dose oral Treatment toxicity
to 6-motnh  murmur OR predispasing éo‘:)“s amoxicillin for 2 weeks not reported
follow-up  heart disease OR vascular va V or M ceftriaxone

1991 phenomena OR valvular for 4 weeks
vegetation on echocardiogram

AlOmari et al BMC Infectious Diseases 2014, 14140



Clinical Microbiology and Infection 22 (2016) 607—612

Contents lists available at ScienceDirect ' M I

Clinical Microbiology and Infection ATty
AND INFECTION

journal homepage: www.clinicalmicrobiologyandinfection.com 38¢ ESCMID ZEnT5e

Original article

Switch to oral antibiotics in the treatment of infective endocarditis is
not associated with increased risk of mortality in non—severely ill
patients™

A. Mzabi "“, S. Kernéis "% 7, C. Richaud " * 7, L. Podglajen "% 7,
M.-P. Fernandez-Gerlinger % 2, J-L. Mainardi %> %~

e 2000-2012 yillari arasinda retrospektif kohort
e 426 IE olgusu; %87 kesin, %13 olasi
* Enaz 7 gunlik PE tedavi sonrasi PO tedavi ile devam edilen
e Gunluk; hastanin genel durumu, klinigi, ates kontrolt, CRP
degerlerinde diusme, kan kiltirlerinde Greme olmamasi,
|6kositoz ve cre degerlerinin normalizasyonun takibi sonrasi



Characeristic Oral antibiotic switch (n — 214) Exdusively intravenous routs (n — 212) ”
Definite endocarditis 179 (849) 190 (90) 009
Men 149 (70) 142 (67) 080
Age, years 65(7-98) 64(12-93) 062
Previous episode of IE 20(9) 17(8) 073
Cong emnital heart disease 20(9) 15(7) 048
Left heart endocarditis 161 (75) 174 (82) 010
Right heart endocarditis 15(7) 12(6) 069
endocarditis 33(15) 19(9) 00s

Intracardiac device 5(2) 7(3) as7
Native valve endocarditis 125 (58) 137 (65) 020
Prosthetic valve endocarditis 51(24) 49(23) 091
Diabetes 15(7) 30(14) 002
Chromnic renal failure 17(8) 29(14) 006
Cirrhasis 4(2) 12(6) o004
m nosupp 25(12) 34(16) 020
Temperature >38C 183 (86) 183 (86) 089
Acute heart Gilure 60(28) 94(44) <104
Shodk 9(4q) 36(17) <104
Cerebral embali 27(13) 42(20) 00s
CRP_ mgil. 81(10-512) 88(10-525) 006
Serum aeatinine > 100 pmal/fL 76(36) 110 (52) <10~
Surgery 120 (56) 126 (59) 049
Streptococa 91(43) 80(38) 032
Coagul xe-negative staphylococa 26(12) 22(10) 084
Enterocoai 23(11) 26(12) 08sS
Sep hylococcus aureus 28(13) 53(25) ooa2
Susceptibil ity 012
Methial in-susceptible € aureus 26(12) 41(19)
Methiallin-resistant S, cureus 2(1) 12(6)
Na. of deaths/Na. of patients followed up Jfter diagnosis

Day 10 o214 18212

Day 30 1188 257200

Day 90 4n4a4 20170

-

Hastalarin 335’i (%79) sol kalp iE
Toplam hastalarin 214’de (%50) de PO tedaviye gecis
Sol kalp IE olgularinin; 161 PO; 174 IV tedavi kollarinda

J

A. Mzubi et al [ Ginical Micobiology and Infection 22 (2016) 607612
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Original article

Switch to oral antibiotics in the treatment of infective endocarditis is
not associated with increased risk of mortality in non—severely ill
patients™

A. Mzabi "“, S. Kernéis "% 7, C. Richaud " * 7, L. Podglajen "% 7,
M.-P. Fernandez-Gerlinger 22, J-L. Mainardi %> %~

PO grupta daha az S. aureus etkenli
* PO grupta daha az komorbidite, ve ciddi seyir (kalp yetmezligi, sok,
serebral emboli gibi)

* Ortalama PO tedaviye gecis stresi 21 glin
*streptokoklar icin 14 glin, S. aureus icin 28 gun, enterokoklar icin 28
gin , diger m.o/lar icin 21 glin sonra PO gecis
* PO gecis yapilanlarin %50’'ne amoksisilin, digerleri amoksisilin

ve/veya rifampisin ile klindamisin ya da kinolon kombinasyonu
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Original article

Switch to oral antibiotics in the treatment of infective endocarditis is

not associated with increased risk of mortality in non—severely ill
patients™

A. Mzabi "“, S. Kernéis "% 7, C. Richaud " * 7, I. Podglajen "% 7,
M.-P. Fernandez-Gerlinger " “ 2, J-L. Mainardi "% =%~

* PO tedaviye gecis yapilanlarla, PE tedavisi devam edilenlerin

mortalite oranlarinda anlamli fark YOK

* Takiplerde PO grupta relaps ve reinfeksiyon oranlarinda

artmis risk YOK
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Letter to the Editor

Efficacy of thhe switch to oral antibiotics in thhe treatment of nmnon-Srtaphyvlococcus
aureus infective endocarditis in non-severely ill patients

/ e 13 yillik retrospektif stirec, klavuz ve standart tedavi
degisikliklerinin getirdigi, bilgi kaybinin olabilecegi olasi yanllik
e 2015 ESC klavuzunda zaten varolan MSSA bagh sag kalp IE PO
 PE tedavi kolunda daha fazla S. aureus IE (daha agresif ve
mortalite orani daha yiksek)
* PE tedavi kolunun daha agir ve daha fazla komorbiditesinin
olmasi secimde yanliliga sebep olabilir. O yuzden daha az agir
olan hastalar her iki kolda da karsilastirilmaliydi.
e Tedavi stresi median 21 glin; ESC klavuzu 4 hafta onerisi

gdzonune alindiginda yeterli olabilir mi? /




The N E W ENGL AND FJO U R I A L of M

ORIGINAIL  ARTICLE

Partctial Oral versus Intravenous Antibiortic
Treatment of Endocarditcis

asper Iversen, M ._D., D.M_Sc., Nikolaj thlemann, M. D., Ph.D

| M._D., Ph.D., Trine Madsen, M._D Ph.D.. Hanne Elming. M.D., Ph.D.
<aare T. Jensen, M.D Ph.D Niels E. Bruun, M ._D

an E. Hofsten, M _D._., Ph.D., Kurt Fursted, M_D. =
n, M. D., D.M.Sc., Martin Schult=, Mm.D Christine <lein, M_D.

Fosbsll, mMmi_D Ph.D., Flermming Rosenvinge
Scheonheyder, M. D., D.M_.Sc., Lars Kaber, N
orp-Pedersen, M.D., D.M.Sc annik Helweg-Larsen

Niels Tonder, M_D., D - aus Moser, M._D

 Danimarka, cok merkezli, randomize, kor olmayan
noninferiority calismasi
* Hipotez: Klinigi stabil sol taraf endokarditinde parenteral
tedaviden oral tedaviye gecis, etkinlik ve givenilirlik acisindan
karsilastirildiginda benzer



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Partial Oral versus Intravenous Antibiotic
Treatment of Endocarditis

e 2011 ve 2017 yillari arasinda
* 1954 sol kalp IE’li (Duke kriterleri+) vakadan 400’ (%20)
calismaya dahil edilmis
e 199°u 1V, 201’i PO gruba randomize
 Dislanan hastalar; konfirme olmayan IE(522), onam
alamamak (%16), diger bakteriyel enfeksiyonlar (%9)



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Partial Oral versus Intravenous Antibiotic
Treatment of Endocarditis

*HANGI HASTALAR?
e >18y
* Modifiye Duke kriterlerine gére tani almis sol nativ ya da
protez kapak endokarditi
e Kan kulttirunde streptokok, Enterococcus faecalis,
Staphylococcus aureus ve KoNS udremeleri pozitif



Hangi Hastalar?

Enterococcus faecalis or Coagulase-negative Staphylococci?

IE due to Streptococci spp., Staphylococcus aureus, /' 4 bakteriden biri KK

uremisse
1 ves « Enaz10gin, cerrahi
IE treated intravenously with appropriate antibiotics for =10 ge§iren|erde 7 gun PE
days and =7 days in case of heart surgery during present IE? tedavi almlssa
L ves « Tedaviye klinik cevap;
Satisfactory response to treatment; Afebrile >2 days, CRP * 2 gundur ate§S|Zl CRP
<25% of peak level or <20 mg/l and Leucocytes <15 x 10°/L7? %25 aza|ma’ 15000
l — _ altinda I8kosit
. .
Echocardiography (TOE) performed <2 days without abscess TOE da apseve Cerrahl
formation or presence of other indications for surgery? gere ktirecek patoloji
l olmamasi
Yes L) .
Other indications for prolonged intravenous antibiotics, * PE tedavi IhtlyaCI
suspected reduced gastro-intestinal uptake or BMI >407? olmamasi (azalmis GIS
l y uptake ve BMI >40...)
o
) ) — e AB duyarllik testinde
Have bacterial susceptible examinations identified two . .
different classes of orally administered antibiotics? blyoya rarlanimi yu ksek
PO verilebilecek 2 tane
l Yes

AB varhgi
Consider shifting to oral therapy (2 antibiotics) and consider
discharge to outpatient treatment®




The NWEW ENGLAND JOURNAL of MEDICINE

‘ ORIGINAL ARTICLE |

Partial Oral versus Intravenous Antibiotic
Treatment of Endocarditis

* Oral tedavi alan grup haftada 2-3 kere plk den takip
e Taburculuk sonrasi ilk hafta,1,3 ve 6 ayda kontrol

e ORAL gruba, farmakokinetik 6zellikleri ve MIK degerleri
gozetilerek, etki mekanizmasi ve metobolizmasi farkl (W
GIS absorbsiyon ve hizli metabolize), ayri gruptan 2 AB

 PE gruba ESC ve Danimarka klavuzlari dogrultusunda tedavi

* Her iki grupta da AB’lerin plazma seviyeleri yiksek basingli
likit kromatografi ile takip



Table 1. Characteristics of the Patients at Baseline.™
Intravenous Oral
Treatment Treatment
Characteristic (N—199) (N -201)
Mean age —yr &7 3=120 67.6+£12.6
Female sex— no. (%) 50 (25.1) 42 (20.9)
Body temperature — "C 369=0.45 37.0:044
Coexisting condition or risk factor —
no. (36)
Diabetes 36 (15.1) 31 (15.4)
Renal failure 25 (12.6) 21 (10.4)
Dialbysis 13 (6.5) 15 (7.5)
COPD 17 (3.5) 9 (4.5)
Liver disease 7 (35) 6 (3.0
Cancer 14 (7 O) 18 (5.0)
Intravenous drug use 3 (1.5) 2 (1.0

/- Her iki grup dagilimi

benzer ozellikler

* Hastalarin %77 erkek
* Ortalama yas 67
e 139 hasta (%35) en az bir
komorbidite

Randomizasyon sirasinda

kan

Pathogen — no. S
Streptoco,
Enterocy
Staphy,

Coagu
Laboraton
Hemo
Leuko

Careac

Creatir

Preexisting

Prosth
Pacem
Other

Cardiac in
no

Mitral-
Aortic:

Mitral
o

Endoc

Pacem

Vegeta

e Aort, mitral ya da aort+mitral kapak

tutulumlarari

* Nativ/protez dagilimi
* Randomizasyon 6ncesi kapak cerrahisi

uygulananlar

ARALARINDA ANLAMLI FARK YOK!
(Subgruplar homojen ve birbirleriyle etkilesimleri
anlamli DEGIL!)

r (CRP

en
kapak
'sinde
1k
2/400
<apak

D

_/

Moderate or severe vanwe regurgitanon 1y (¥3)
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NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Partial Oral versus Intravenous Antibiotic

Treatment of Endocarditis

* Endokardit tanisi ile randomizasyon arasi medyan
sire IV grp’ta 17 guin (13-23); PO grp’ta 17 glin (12-
24)
* Rand. Sonrasi tedavi sureleri IV grp’ta 19 glin (14-
25), PO grp’ta 17 giin (14-25)
* Oral tedavi kolunda 160 hasta(%80) kismen ya da
tamamen tedavi ayaktan tamamlamis
* Rand. sonrasi hastanede kalis suresi IV kolda 19

glin, PO grp’ta 3 glin /




The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Partial Oral versus Intravenous Antibiotic
Treatment of Endocarditis

e 4 hasta oral tedavi grubundan PE’e gecis (1 bulanti, 1
farkli mo ile bakteriyemi ve 2 kisisel tercih)
 Randomizasyon sonrasi PE grupta 43 (%22) hasta, PO
grupta 24 (%12) hasta farkli AB protokolleri ile takip



Hangi AB ‘ler?
Hangi Kombinasyonlar?

Penisilin ve metisilin Duyarh S aureus ve
CoNS’ler icin;
(Pen S MSSA :27; MSCoNS:7)

J

1)
2)
3)

4)

Amoxicillin 1 g x 4 and fusidic acid 0.75 g x 2
Amoxicillin 1 g x 4 and rifampicin 0.6 g x 2

Linezolid 0.6 g x 2 and fusidic acid 0.75 g x 2

Linezolid 0.6 g x 2 and rifampicin 0.6 g x 2




1)
2)
3)

4)

Hangi AB ‘ler?
Hangi Kombinasyonlar?

(
MSSA ve CoNS’ler igin,
(CoNS 15:S; MSSA 87:S)
),
Dicloxacillin 1 g x 4 and fusidic acid 0.75 g x 2

Dicloxacillin 1 g x 4 and rifampicin 0.6 g x 2
Linezolid 0.6 g x 2 and fucidic acid 0.75g x 2

Linezolid 0.6 g x 2 and rifampicin 0.6 g x 2



Hangi AB ‘ler?
Hangi Kombinasyonlar?

MRCoNS’ler icin,
( 8:R)

1) Linezolid 0.6 g x 2 and fusidic acid

2) Linezolid 0.6 g x 2 and rifampicin 0.6 g x2




Hangi AB ‘ler?
Hangi Kombinasyonlar?

(
Enterococcus faecalis icin
(Amp MIC<4; 96:9)
(Amp MIC>4 1:R)
J
1) Amoxicillin 1 g x 4 and rifampicin 0.6 g x 2
2) Amoxicillin 1 g x 4 and moxifloxacin 0.4 gx 1
3) Linezolid 0.6 g x 2 and rifampicin 0.6 g x 2

4)

Linezolid 0.6 g x 2 and moxifloxacin 0.4 g x 1




Hangi AB ‘ler?
Hangi Kombinasyonlar?

(

Penisilin MiK<1 mg/L Streptokoklar icin
(194:S)

-

1) Amoxicillin 1 g x4 and rifampicin 0.6 g x 2

2) Linezolid 0.6 g x 2 and rifampicin 0.6 g x 2

3) Linezolid 0.6 g x 2 and moxifloxacin 0.4 g x1

J




Hangi AB ‘ler?
Hangi Kombinasyonlar?

[

Penisilin MiK>1 mg/L Streptokoklar icin
(2:R)

1) Linezolid 0,6 g x2 and rifampicin 0.6 g x 2
2) Moxifloxacin 0.4 g x 1 and rifampicin 0.6 g x 2

3) Moxifloxacin 0.4 g x 1 and clindamycin 06 g x3




POET Calismasi
400 Hasta
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POET Calisma Sonuclar

Table 2. Distribution of the Four Components of the Primary Composite Outcome.*®

Intravenous Oral

Treatment Treatment Hazard Ratio
Component (N=199) (N=201) Difference (9526 CI)

percentage points
number (percent) (95%6 Cl)

All-cause mortality 13 (6.5) 7 (3.5) 3.0 (-1.4to0 7.7) 0.53 (0.21 to 1.32)
Unplanned cardiac surgery 6 (3.0) 6 (3.0) 0 (-3.3to 3.4) 0.99 (0.32 to 3.07)
Embolic event 3 (1.5) 3 (1.5) 0 (-2.4t0 2.4) 0.97 (0.20 to 4.82)
Relapse of the positive blood culturey 5 (2.5) 5 (2.5) 0 (-3.1to0 3.1) 0.97 (0.28 to 3.33)
Six patients, three in each group, had two outcomes.

* Embolik ataklar, planlanmamis kalp cerrahisi, bakteriyemi

relapsi her iki grp’da da benzer.

* PO grp’da 6lum daha az!



POET calismasi
Primer Sonlanim noktasinin bakteri
tirlerine gore analizi

Bacteria
Streptococci 10/104 (9.6) 8/92 (8.7) |—05—|
Enterococcus faecalis ~ 7/46 (15.2) 4/51(7.8) ———
Staphylococcus aureus ~ 3/40 (7.5) 3/47 (6.4) f 3:
Coagulase-negative /10 (40.0) @23y e
staphylococci i
Surgical treatment i
Yes 6/75 (8.0) ymey  He———
No 18/124(145) 15124 (120)  b—e—ri
Type of valve |
Prosthetic heart valve 11/53 (20.3) 6/54 (11.1) H—%—l
Native heartvalve ~ 13/146 (8.9) 12/146 (8.2) —e—
Involved valve i
Aortic valve 16109 (147) 117109 (10.])  ———
Mitra valve 6/65 (92) A I e e—

0.0 1.0 20 30 40 5.0

Oral Treatment Better Intravenous Treatment Better

baglanmis.

0.90 (0.33-2.37)
047 (0.12-1.69)
0.84 (0.15-4.78)
045 (0.07-2.72)

047 (0.10-1.84)
081 (0.39-1.69)

048 (0.15-137)
0.92 (0.40-2.09)

0,65 (0.28-1.47)
0.73 (0.20-2.56)

0.94

0.50

0.35

0.56

Brealkdown of hacterialspecies for each ofthe elements of the composte outcome

Unplarned cardiac ~ Embolic event
sungery

IV Oral v Onl N Onl

Alkcause mortalty

freatment treatment treatment treatment treatment treatment treatment treatment

(=TI 1= N = S = = B =)

Septoed TSN S0 263 466 26 26M
Ps 1% 1 0 0 0 0
Swes 1Ym0 3 1My 0 0
O5 BN LMW LMY L 1R 1Y

Relapse of positve
blood culture
N O

I =)
0 0
360k 3(60%)
2(0%  L{20%
0 L0

* Primer sonlanim noktasi 4 bakteri tipinde de benzer.

 KNS’lerde primer sonlanim hizinin fazla olmasi, tanisal
gecikme ile yasl hastalar ve beraberindeki komorbiditelere

J




ALTGRUPLARA GORE

Subgroup

All patients
Age
=65.5yr
>65.5yr
Sex
Female
Male
Diabetes
Yes
No
Renal disease
Yes
No
Bacteria
Streptococci
Enterococcus faecalis
Staphylococcus aureus
Coagulase-negative
staphylococci
Surgical treatment
Yes
No
Type of valve
Prosthetic heart valve
Native heart valve
Involved valve
Aortic valve
Mitral valve

Intravenous
Treatment

no. of eventsftotal no. (96)

24/199 (12.1)

9/83 (10.3)
15/116 (12.9)

5/50 (10.0)
19/149 (12.8)

8/36 (22.2)
16/163 (9.8)

5/25 (20.0)
19/174 (10.9)

10/104 (9.6)
7/46 (15.2)
3/40 (7.5)
4/10 (40.0)

6/75 (2.0)
18/124 (14.5)

11/53 (20.8)
13/146 (3.9)

16/109 (14.7)
6/65 (9.2)

6.0

Oral

Treatment Odds Ratio (95% ClI)

18/201 (9.0) .
I

7/91 (7.7) ———
11/110 (10.0) —e—t——

6/42 (14.3) — e i
12/159 (7.5) —o—

432 (12.5) e
14/169 (8.3) e

5/21 (23.8) b ' o
13/180 (7.2) Coe

8/92 (8.7) e |

451 (7.8) —o—

3/47 (6.4) b - i

3/13 (23.1) —e— i

i

3/77 (3.9) —e—L—
15/124 (12.1) F—e—+—

6/54 (11.1) e
12/146 (8.2) Soe
11/109 (10.1) —e—t—

5/72 (6.9) Poe .

0.0 1.0 2.0 3.0 4.0 5.0 '
Oral Treatment Better Intravenous Treatment Better

0.72 (0.37-1.36)

0.68 (0.23-1.93)
0.75 (0.32-1.70)

1.50 (0.42-5.59)
0.56 (0.26-1.18)

0.50 (0.12-1.78)
0.83 (0.39-1.76)

1.25 (0.31-5.24)
0.64 (0.30-1.32)

0.90 (0.33-2.37)
0.47 (0.12-1.69)
0.84 (0.15-4.78)
0.45 (0.07-2.72)

0.47 (0.10-1.34)
0.81 (0.39-1.69)

0.48 (0.15-1.37)
0.92 (0.40-2.09)

0.65 (0.28-1.47)
0.73 (0.20-2.56)

P Value for
Interaction

0.34

0.159

0.51

0.40

0.94

0.50

0.35

0.56

Figure 3. Rates of the Primary Outcome in Prespecified Subgroups.




POET Tartisma
Hangi antibiyotikler

e Subterapotik seviyelerde kalma riski (GIS uptake azalmasi,
farmakokinetik varyasyonlari elimine edebilmek icin PO AB’ler
farkh siniflarda, farkh etki mekanizmasi ve farkli metabolize

olanlardan secilmis.

* Yine de farmokokinetik dlcimler yapilmis ancak hicbir hastada

bunlarin sonucuna gore degisiklik yapilmasi gerekmemis.

* O nedenle dikkatli secilmis AB’ler kullanilirsa farmokokinetik

Olcim yapmaya gerek olmayabilir??



Biyoyararlanimi ve doku gecisi iyi olan antibiyotikler

ABLE 1. Penetration of Select Oral Antimicrobials to Tissue Sites’#*

2]
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Farmokokinetik olcumlerdeki sorunlar

PO grp’ta 7 hastada uygulanan 2 AB’den 1’i efektif plazma
seviyesi saglanamamis (Tepe degeri ve MIK Uzerinde gecen

sire ele alindiginda)
Rifampin alan 3 hasta, MXF alan 2 hasta, ve LZD alan 1 hasta
Bu hastalarda primer sonlanim olmamis

Farmokokinetik sonuclar nedeniyle AB degisikligi yapiimamis.



POET Advers Etki

-

Randomizasyon sonrasi toplam 22 (%6) hastada; p=0.66
12 (%6) IV kol
10 (%5) PO kol

En sik gdzlenen advers etki allerji (%50), Ki supresyonu (%27),
GIS yakinmalari (%14)

Side effects Intravenous treatment Oral treatment
n=12 n=10
Gastro-intestinal symptoms, n (%) 0 (0) 3 (30.0)
Renal failure, n (%) 0 (0) 1(10.0)
Hepatic failure, n (%) 0 (0) 1(10.0)
Bone marrow suppression, n (%) 2(16.7) 4 (40.0)

Allergy, n (%) 10 (83.3) 1(10.0)




POET Calismasinin Kisithliklari

* Sol kalp IE ele alinmis ancak beraberinde CIED ve sag kalp IE

olanlar calismadan cikarilmamis

 Sadece belli bakteri tirleri ile gelisen IE’ler calismaya dahil
edilmis. Kalan %25-30 diger etken IE ya da kultir negatifler

calismaya dahil edilmemis.

« Batida yaygin IE sebebi olan damardan ilac bagimlilarinda

gelisen IE vakalari bu calismada sadece 5 hastada



POET Calismasinin Kisithliklari

 Dahil edilen hastalarin sadece %22 ‘si S. aureus,

hic MRSA YOK!!!

SORUN MU????



Archives of Cardiovascular Disease (2016) 109, 542549
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CLINICAL RESEARCH

Comparison of prognoses of Staphylococcus (!)c sssss "
aureus left-sided prosthetic endocarditis

and proj?_eﬂ_gen_dacaj:d_‘_n&czu_lsed_bgl_nj:b_er—

pathoge

e S.aur
multi

e 4yill

Tablo 12. Infektif Endokarditli Hastalarda Koti Prognoz
Belirtecleri

Etken Mikroorganizma _/

Staphylococcus auraus

HACEK disi Gram-negatif comaklar
Mantarlar

Tedavi secenekleri kisith!!!!
/,/shepsis

ve gec cerrahi etkili.

ksek.

J




POET Calismasinin Kisithliklari
AB Direnci Yuksek Yerlerde??

* Yazarlar AB direnci yuksek olan yerlerde de ardisik oral

tedavinin uygulanabilecegini dlisinmekte.
e Cunkd AB duyarhligina gore AB seciminin yapildigini 6ne
surmekteler.

* Ancak yuksek direng gorulen bolgelerde AB secenekleri cok

kisith olabilir



» Daptomisin
m Tigesiklin

“ Linezolid

u Teikoplanin
= Vankomisin
® Rifampisin
= TMP-SMX
m Siprofloksasin
u Gentamisin
m Klindamisin
® Eritromisin

-

2004-20111 yillari HUTF
Kan kultlirunde Greyen 147 MRSA susu
Rif duyarlihgi %5
Cip duyarliligi %5
Klindamisin duyarlihgi %26

/

Mikrobiyol Bul 2014; 48(4): 523-537



Table 3 Prevalence of resistance rates of 397 MRSA isolates
Antibiotics Number of isolate (26)

Resistance Intermediate Susceptibility

rates resistance rates rates
Erythromycin 225 (56.7) 64 (16.1) 108 (27.2)
Lincomycin 168 (42 .3) 66 (16.6) 163 (41.1)
Tetracyclin 350 (88.2) O 47 (11.8)
Ciprofloxacin 366 (92.2) 4 (1) 27 (6,8)
Kanamycin 363(91.4) 1 (0.3) 33 (8.3)
Gentamycin 358 (90.2) 5 (1.3) 34 (8.5)
Fusidic Acid 32 (8.1) O 365 (©91.9)
Linezolid O O 397 (100)
Vancomycin O O 397 (100)

12 merkezin katilimiyla
397 MRSA
Fusidik asit duyarlihg %91.8
Cip. Duyarliligi %6.8

J

Yildiz et al. Annals of Clinical Microbiology and Antimicrobials 2014, 13:44



Turkiye MRSA Direnc Profili

Journal of Global Antimicobial Resistance 6 (2016) 44-49
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Molecular characteristics

The aimof thisstudy was toinvestigate the epidemiological and molecular features of clinical meticillin-
resistant Staphylococaus aureus (MRSA) isolates in Turkey. MRSA isolates were collected from six regions
of Turkey. The meod and nuc genes were detec ted by PCR. Antimic robial suscep tibilities were determined
by the disk diffusion method. Staphylococcal cassette chromosome mec (SCCmec) and staphylococcal
protein A (spa) typing were perfe d by the seq ing method for 270 randomly selected MRSA
isolates The US Centers for Disease Control and Prevention (CDC) definition was used for
epidemiological diagnosis of commu nity-associated MRSA (CA-MRSA). Resistance rates of MRSA to
ciprofloxacin, gentamicin, clindamycin, erythromycin, rifampicin, trimethoprim/sulfamet hoxazole and
tetracycline were 93.4% 812%, 385% 57.8% 93.9%, 1.1% and 93.1X respectively. The most frequent
SCCmec type was SCCmecl11(91.1% ). SCCmec type IV was found in 52% of the isolates The most frequent
spatype was t030 (81.1%).Five isolates were CA-MRSA if only the e pidemiological defin ition was used (5/
725; 0.7%). Two isolates were defined as CA-MRSA both by epidemiological features and SCCmec typing
(2/270; a7%). Of 14 SCCmec type 1V isolates, 12 were not defined as CA-MRSA by epidemiodlogical
features. In conclusion, this is the most comprehensive multicentre study in Turkey investigating MRSA
using both epidemiolagical and genotypic features. The CA-MRSA rate islow in Turkey. Combined use of
epidemiological and genotypic methods is the most accurate approach for the diagnosis of CA-MRSA.
© 2016 International Society for Chemotherapy of Infection and Cancer. Published by Elsevier Ltd. All

rights reserved.

Toplum kdkenli MRSA
az
* CiproR
orani;%93.4
 Klindamisin R;
%38.5
* Eritromisin R;
%57.8
e Rifampisin
:%93.9
* SXTR; %1.1
e Tetrasiklin R;%93y




NEW MICROBIOLOGICA, 34, 187-193, 2011

Erythromycin and penicillin resistance
mechanisms among viridans group streptococci
isolated from blood cultures of adult patients
with underlying diseases

Alper Ergin!, Ozgen Késeoglu Eser?, Giilsen Hascelik?

!Hacettepe University, School of Health Services, Medical Laboratory Programme, Ankara, Turkey;
2Hacettepe University, Faculty of Medicine, Departiment of Medical Microbiology, Ankara, Turkey

/

Kan kiltlirinde Ureyen 50 Streptococcus viridans
Cogu altta yatan maligniteli hasta, 1 tane IE
e %22 Pen S, %48 Pen |, %30 Pen R
* %40 Tetrasiklin R
* %30 Klindamisin R
* %20 sefotaksim R
* Van, Kloramfenikol, LVX, LZD %100 S




Le Infezioni in Medicina, n. 3, 190-193, 2016

ORIGINAL ARTICLE

Antimicrobial susceptibility against
penicillin, ampicillin and vancomycin
of viridans group Streptococcus

in oral microbiota of patients at risk
of infective endocarditis

Serap suzuk’', Banu Kaskatepe? Mustafa cetin3

[ IE riski olan 49 hasta
Penicillin Ampicillin

Group name No. (%) Not susceptible* |  Susceptible No. | Not susceptible* Susceptible
No. (%) (%) No. (%) No. (%)
S. mitis Group 16 (32.65%) 8 (50.00) 8 (50.00) 4 (25.00) 12 (75.00)
S. anginosus Group 16 (32.65%) 9 (54.25) 7 (43.75) 11 (68.75) 5(31,25)
S. sanguinis Group 8 (16.33%) 6 (75.00) 2(25.00) 6 (75.00) 2(25.00)
S. mutans Group 6 (12.24%) 4 (66.67) 2(33.33) 3 (50.00) 3(50.00)

S. salivarius Group 3(6.12%) 3(100.00) 0(0) 3 (100.00) 0(0)

Le Infezioni in Medicina, n. 3, 190-193, 2016



(POET)Tablodaki Yanlis/lar??
Zorluklar?

Dikloksasilin?
Eksternal

Tabls S10

Antibiotic regimens in the POET trial

Sreicegemen- — . g
e ::’;';E'j.:':;::_‘:;s;ﬁ:‘: validite??

Moxifloxacin and rifampicin
Amoxicoiin and fusadic acd
Dicloxacilin and Nusidic acia
Fusidic acod and linezold
Rifampécin and linezola
Peniciin and rifampicin
Amoxiciin and clincamycin

Amosisein ane cincery Beraberinde
ey C. difficile??

Linexolid and clincamycn

Enterococcus Amoxicoiin and moxifioxaan
Joecaons Amoxicin and inezohd I
AmoxicGiin and rifamapicon
Mo xifloxacin and linexolid
Amoxiciin and dprofioxacin o
Streptococcs AmoxicGiin and rifampicn
Amoxicoiin and moxifioxaan
Rifampécin and linezola tablet almak Ve
Mo xifloxacin and linezolid

Amoxicoiin and inezold

e e takip etmek

Ampecillin and nfampicin

Sicmacem ana nosnoacn —— KOLAY DEGIL!

Moxmloxacin and vam ocomycin

Coagulase negative Fusidic acdd and linezold
staphylocoocc Rifampecin and linezoia T
Amoxicoiin and inezokd 1 (=)

Dicloxacilin and rifampicn 1(s]
Mo xifloxacin and linexolia i(s)
Rifampecin and Fusidic acid ifs




Tablodaki Yanlis/lar??
Zorlukl

Oral re!ina\/
Stoph yfococcws Dicloxacilin
Ccwurcus Amoxicoiin a
Mo xifloxacin o

Amoxicn ana; —

llac etkilesimleri ve
advers olaylar
(Rifampin,LZD
/serotonin!!! \
Kinolonlar ve QT
— uzamasl,FDA uyarisi..

Ampecillin and nfampic \
Mo xifloxacin and fusidic o
Mo xifloxacin and linezolia
Linexzolid and clincamycn

Tabls S10

Antibiotic regimens in the POET trial

Dicloxacilin an
Fusidic acod an
Rifampécin and
Pemnsciilin and r
Amoxicoiin anda iy

Enterococcus Amoxiaiin and moxifioxacon
Joccans Amoxiciin and inezoid

2a (=7)
13 (23)

/ A-noixuc:lln-and nf?m:nc:.n 6 (a2
streproce YAZARLARIN YANITLARI:
KC hastaligi olanlarda fusidik asit ve rifampin tercih
edilmemis, Platelet ve |6kosit sayisi dustk olanlarda
LZD tercih edilmemis
Coagulase megative Fusidic SO0 anc nezold S =) /
—— e Ry
e ~ =

Rifampecin and Fusidic acid i(s)




DOI: 10.3310/hta22590 HEALTH TECHNOLOGY ASSESSMENT 2018 VOL. 22 NO. 59

Abstract

Adjunctive rifampicin to reduce early mortality from
Staphylococcus aureus bacteraemia: the ARREST RCT

Guy E Thwwaites, -2 Matthevw Scarborough,? Alexand_er Szubert, 3
i (95% CI)

Placebo Active p-value
nitial active antibiotic (cdass level)
(1) MSSA: penicillin{s)/cephalosporin(s)/carbapenem(s) S4/266 (20.3%) 38/245 (15.5%) —at 0.79 (0.52 to 1.20) 035
(2) MSSA: glycopeptide =(1) 6/52 (11.5%) 8/58 (13.8%) —t——— 1.18 (0.41 to 3.41)
(3) MSSA: (1) and other 5/33 (15.2%) 6/32 (18.8%) > 1.40 (0.43 to 4.58)
(4) MSSA: other 3716 (18.8%) 1/9(11.1%) +«¢ o 0.69 (0.07 to 6.67)
(5) MRSA 321 (14.3%) 926 (34.6%) ——%—)p 274(0.74 to 10.15)
nitial active antibiotic (antibiotic 1)
MSSA: flucloxacillin only 38/191 (19.9%) 16/176 (9.1%) — 0.45 (0.25 to 0.81) 0.01
MSSA: flucloxacillin and vancomycinfother 12/71 (16.9%) 17/67 (25.4%) —f 1.66 (0.79 to 3.47)
MSSA: other penicillin(s)/cephalosporin(s)/carbapenem(s) 7/30 (23.3%) 10/31 (32.3%) 1 159 (0.60 t0 4.18)
MSSA: vancomycin = other 7/56 (12.5%) 9/54 (16.7%) —]*— 136 (0.51 to 3.65)
MSSA: other 4719 (21.1%) 116 (63%) 44— ——— 0.32 (0.04 to 2.89)
MRSA 3/21 (14.3%) 926 (34.6%) ——%—) 274(0.74t0 10.15)
ntravenous catheter/implanted vascular device associated?
No 61/298 (20.5%) 51/289 (17.6%) —— 0.90 (0.62 to 1.30) 0.34
Yes /88 (10.2%)  11/80 (13.8%) _— 1.44 (0.60 to 3.48)
Endocarditis
No endocarditis 66/370 (17.8%) 60/347 (173%) —— 1.02 (0.72 to 1.45) 0.13
Endocarditis S/18 (27.8%) 2R22(9.1%) 4——— 0.30 (0.06 to 1.54)
Foci of infection known
Foci of infection not known 14/66 (21.2%) 17/67 (25.4%) _ 1.31 (0.65 to 2.66) 0.30
Foci of infection known 57/322 (17.7%) 45/302 (14.9%) —-— 0.87 (0.59 to 1.29)
Age at last birthday (years)
18-54 117126 (8.7%) 8125 (6.4%) —_— 0.76 (021 to 1.89) 0.57
>54-72 177126 (12.5%) 13/122 (10.7%) —-— 0.81 (029 to 1.67)
>72 437136 (31.6%) 417123 (333%) —— 1.15 (0.75 to 1.77)
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Active better Placebo better
HR (95% CI)



rug-Drug Interaction Between Rifampin
nd Linezolid: Is It A Big Deal?

Is the drug-drug interaction between rifampin and linezolid worth worrying about? In this article two
infectious diseases pharmacists discuss existing data on the topic.

Authored By: Ryan Stevens, Pharm.D., BCPS, BCIDP and Christina Rivera, Pharm.D., BCPS, AAHIV-M




LZD/Rif Etkilesimi lle llgili Olgu

raporlari

Reference Title Design Case Descriptions Case Outcomes Author Conclusion
Pharmacology. | Decreased linezolid serum Case series | Case 1: 67 y/o with IVC ventriculitis on Case 1: Linezolid C,;, undetectable while on | When linezolid is
2016; 98: 51~ concentration in three [3 cases] CVVHD treated with rifampin 600 mg daily + | rifampin, then increased to 2 pg/mL after used with
55. critically Ill patients: Clinical linezolid IV 600 mg gq12h rifampin stopped rifampin, linezolid

case studies of a potential Case 2: 72 y/o treated for shoulder Case 2: Linezolid C,,;, ranged at 0.6-0.8 levels should be
drug interaction between empyema with rifampin 600 mg q12h + ug/mL despite linezolid dose increases to monitored.
linezolid and rifampicin linezolid 600 mg q12h 1800 mg/24h then 2700 mg/24h
Case 3: 77 y/o with S. epidermidis PJ| treated | Case 3: linezolid C,;, 0.5 - 1.9 pg/dL
linezolid 600 mg g8 + rifampin 450 mg q12h
Journal of Successful treatment of Case report | 79 y/o F with MRSA PJI treated with linezolid | Maintained C,;, within range of 3.7 - 7.2 Monitor linezolid
Infection and methicillin-resistant 600 mg g12h + rifampin 450 mg q12h and ug/mL. Crnin, s at day 3
Chemotherapy. | Sta R R e D e RO R Ol D o D O R R O ) and periodically in
2016; 22(5): patients on
331-4. linezolid and
Linezolid +rifampisin kombi da tedavi
Inezolid +ritampisin KOmplinasyonunda tedavi
Scandinavian Clinical failures
Journal of were attributed to
Infectious linezolid -
Diseases. 2012; 1 1 1 1 rifampin. Monitor
Diseases 20 Kombinasyon te seviyeleri takip fample
. . concentrations
EdllmEH ! when using this
combination.
Pharmacothera Linezolid and
py.2007; 27(3): [Teversina criicany m TIRGA Neck apscess and pacteremiaon. | : o) rifampin lead to
476-478. patient receiving concomitant linezolid 600 mg IV 12 and rifampin 300 mg | 600 mg g8, resulting in a C,,;,=2 pug/dL with, | decreased serum

linezolid and rifampin

Vg8

Cax = 7 ug/dL. After rifampin was
discontinued, linezolid further increased
to Cin=5 pg/dL and C,,,,=12.5 pg/dL

linezolid levels in
a critically ill
patient.




LZD /Rif etkilesimi ile ilgili
farmokokinetik calismalar

Reference Title Design Interventions Outcomes Author Conclusion
Journal of In vitro activity of linezolid In vitro Time—kill curves were performed [Linezolid added to gentamicin and | Linezolid plus rifampicin
Antimicrobial alone and in combination time-kill | over 24 h at Staphylococcus vancomycin decreased antibacterial| was the most active
Chemotherapy. | with gentamicin, vancomycin curves aureus inoculum of 5 x 10%- 1 x activity. Linezolid with rifampicin combination tested
51 (4), 857-864. | orrifampicin against 107 cfu/mL. Linezolid was studied |showed synergism for rifampin against Staphylococcus

methicillin-resistant at concentrations of 1x, 4x, 8x susceptible strains and also aureus strains in these
Staphylococcus aureus by MIC, with partner drugs at 8 inhibition of rifampicin-resistant time—kill experiments.
time—kill curve methods xMIC. variants
Clinical Linezolid and rifampin: Drug PK analysis | D1: Single dose 600 mg linezolid IV [D2: Linezolid level decreased to Suggests a Pg-P mediated
Pharmacology & | interaction contrary to [8 healthy | given; D2 Single doses 600 mg 90% at 6h, 80% at 9h, then to 65% | drug interaction between
Therapeutics. expectations? subjects] | linezolid IV + 600 mg rifampin IV [at 12h linezolid and rifampin.

2005; 77.5: 451-
453.

pe

Journal of
Clinical
Pharmacology,
2011; 51: 229-
236.

Zaman- 6lim deneylerinde S. aureus’a karsi en

Rifampisin ile k

disuk!

zolid seviyeleri

Linezolid with rifampin
vas safe and well
olerated. Linezolid
2xposure was decreased
wvhen given with rifampin.

/
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Long-Term Outcomes of Partial Oral Treatment of Endocarditis

) ;‘9’ /- Median izlem siiresi
5 03- 3.5yl
i 071 * Primer birlesik sonlanim
4 Int treatment
£ 2‘; maveml}s-’e—am noktasi IV kolda %38.2,
S 04 e PO kolda %26.4
£ o s Oral retmen * Gruplar arasinda cerrahi,
-g g . . . elaps
£ 0 Ardisik oral tedaviye geciste gec donemde )
. y ok.
’ tedavi basarisizligina rastlanmadi! )
: [Um IV
Years since Randomization
No.at R kolda %27.8, PO
o. at Risk
Intravenous treatment 199 168 126 88 56 33 20 4 kolda%16.4

Oral treatment 200 175 136 99 66 43 25 6

Figure 1. Cumulative Incidence Plot of the Primary Composite Outcome.
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High-dose trimethoprim-sulfamethoxazole and clindamycin for
Staphylococcus aureus endocarditis

Hervé Tissot-Dupont?, Frédérique Gouriet? Leopold Oliver<, Matthieu Jamme9,
Jean-Paul Casalta® Marie-Thérése Jimeno*<, Florent Arregle?, Cécile Lavouteb®,
Sandrine Hubert?, Mary PhilipP?, Héléne Martel?, Alberto Riberif, Gilbert Habib?,
Didier Raoult®*

e 2001-2011/2012-2017 prospektif calisma
e 341S. aqureus IE;
 TMP-SXT&Clindamisin (171) // Kontrol (PE konvansiyonel)
(170)

e TMP-SXT&Clindamisin koluna 7 giin PE yuksek
doz(960/4800;1800/d); 5 hafta std doz TMP_SXT PO
e KK Greme uzun sureli (>48hr), apse ; rifampisin + genta
eklenmis




TEC zroup Commrol growap = oR
=—T71 =—T170

Comorbidities

Pean ape in years (ranse) 644 (13 Sa) So. a4 (19_102) o.oo7

ol 115 (67 3=x) 125 (73 _S%) o=z

Prior 1E 16 (S.<ax) 13 (7-6) o7o . .

Intrawemous drss use 2> (129%) 26 (15 =) o.sa ) H e r I kl ko I d a

HIV = (1.8=) & (3 5%) o 3a

Dizbetes 3| (=2 2x) 30 (17-6X) o _3a

Coronary artery disease 22 (12.9%) 18 (10.6%) o_so

Chroomic bums injusy 1S (9.1x) 18 (10.6=) o613

Chroomic semal failuse 23 (13_5%) =27 (15 9=x) osa

Dialy=i= 7 (41x) = (a7x) o_so

Elewated blood pressuse 61 (35 7x) az (24 7x) o.o3a 1Lagrio= 2 1) d a a O rt Ve

Alcobhol 1S (S==) 11 (6.5%) o.sa

Ay ocardial infarction 20 (11.7x) 18 (10.6X) o_sc

Antoenmone disease 10 (S==) & (3 =x) o_aas

Hizstory of camces 1S ( 10.5%) =3 (1 o.ax .

[ iaf by snph s (o) 7 aax) a_al

Charizon Cormorbadiey Index = (0-10) = 1—s) o7 l I I Itra I ka a k
IE characteristics (noo cxclusiwve)

MNative wakee IE o7 (S6TX) o6 (S 3

Valvular prosthesis 1E a3 (Z5.1%) 34 (20.0x) o3

Casrdiac dewice related IE~ as (ZB_1%) 48 (25 =) 1

Bicizzpid wakere & (= 5=) = (a7x) o.so m

RARSA 21 (12.3X) 19 (131 =) o.s7 tutu u arl
CEnical featmres

Fewer 134 (FE_ax) 152 (S9_ax) o.oo7 O.8S (OS50 0.96)

Acriste Bears Tailuare 3| (=2 2%) a3 (25 3=) os=

Cardiozenic shock 13 (7 Ex) 7 (e 1) az2s

Sepeic =hock 24 (14.0%) 12 (7-1) oos3 benzer

Heart roussmesr 65 (38.0x) ss (sOo=x) o.ozo 076 (060 0.97)

Embolizm =1 (a7.ax) a4 (55 3x) o1

Mojor cerebral bleedinms 14 (S =) =1 (12 ax) o =2

Spondylodisciti= 19 (11.1X) S (===) oo7a

Piycotic amncwarism 4 (z3=) 12 (7-1) o.ca= 033 (011 1.00) [
Echocardiosraphic features O a

Aocrtic 1E S7 (33.3%) s7 (3z sx) 1

PSizral IE S1 (Z9.Bx) &2 (36 5%) o=

Tricu=pad 1= 37 (Z1.6%) 30 (17-6%) o_ax

Casdiac dewice related IE 4as (26.3%) <8 (25 =) o772

Vemetarion = e e

= e S e mortalite ,

Sewere w
Vakvular

.= Her iki kolda da aort ve mitral kapak tutulum hastane

s oranlari %33(29-36) mortalitesi ve

. .
QOutcome Intention-to-treat analysis On-treatment analysis 3 O g u n I u k
Control group  T&L group P Control group T&C group P H H
n=170 (X) n=171(%) n=126 n=138 (%) mortallte Ile
Septic failure 14 (82) 10 (5.8) 0.41 6(35) 3(22) 0.02 h t d
Surgery 114 (67.1) 89 (52.1) 0.006 73 (579) 73 (529) 046
Relapses 22 (1289) 13(7.6) 0.11 13(76) 8 (58) 06 a S a n e e
Mean hospital stay (days) 341 45 296 £ 139 0.14 322+ 44 266 + 4.1 0.06 k I . .
M ital ali 390 +52 298 + 18 0.005 369 + 48 264 + 18 0.0007
h:bm'den? — 31170 (18.2) 17/ 171 (89) 0.03 25[126 (147) 14138 (10.1) 0036 a I§ S u reSI
Sepsis/multi-organ failure 14 (45.2) B (47.1) 1 9(360) 5(357) 1
Other causes 17 (54.8) 9(52.9) 16 (64.0) 9(643) T M P—SXT
Death at day 20 24169 (14.2) 12)169(7.1) 0.05 19/125 (153) 10/136 (74) 005
Sepsi Iti fail 10 (417 5(417 1 6(216 3 (300 1 s ee
Otg::slg:*:orsm e 14 258.3% 7 Es&s; 13( (ss.i] 7 [(709} d a h a d u § u k
Death at day %0 35/165 (21.2)  27]165 (16.4) 0.32 25[122 (205) 20132 (150) 032
Sepsis/multi-organ failure 14 (40.0) 8 (29.6) 0.43 9 (360) 5(250) 0.52
Other causes 21 (60.0) 19 (70.4) 16 (64.0) 15 (75.0)
Global mortality® 51/170 (20.0)  33/171(193) 0.024 37/126 (294) 28138 (203) 0.11
One-year mortality 45/170 NN 0.16 32126 24138 03
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»ECCMID Oral treatment of Infective Endocarditis
wcregransd JEFSONID P Muiioz, V. Gonzalez-Ramallo, M.E. Garcia Leoni, M. Valerio, A. Ferandez-Cruz, B. Pinilla, M. Martinez-Sellés, G. Cuerpo,
’ Genersd Univarstaic A. Vena, E. Bouza on behalf of Grupo de Apoyo a la Endocarditis Infecciosa del Gregorio Maranon (GAME).
Hospital General Universitario Gregorio Marafion

INTRODUCTION ""‘ F'“'d lwma”ﬁd:’m Comparison of patients that received oral versus IV treatment
* Patients that received oral treatment had less comorbidities, received more

B S MridamYirondcatels
* Outpatient Parenteral treatment (OPAT) of IE is being increasingly used, with 8 Groed Socll Ivular surgery and required more hospital re-admissions. (Table 1)
very acceptable rates of hospital readmissions (10-26%) and relapzes. 1§ Bpdermid

* Mortality 3t one-year follow up was similar in both groups.
* However, information on oral treatment of infective endocarditiz (IE), mainly 8 CBumet
left-sided, i very scarce. * Arorrotes _mm-
Fungl Age, median (10R)
* Oral drugs with excellent hioavzilahili i i i ?

ERESE R B

435 hasta, prospektif kohort,

%34 aort, %38 mitral kapak tutulumu
En sik kullanilan AB;kinolon, SXT, LZD, rifampisin...
Tekrar hastaneye basvuru APAT ile benzer.
Oral tedavi guvenli

Overall 108
antimicrobi

Resdnb sion
One yoor mortality

EREESFSCREGRE ERGRE

General characteristics of patients that received oral therapy of other origin, spondylodiscitis, respiratory insufficiency, Leishmaniasis,
* Mean age was 59 years old (SD 21) and 30 patients (68%) were male. pneumonia, bleeding, anticoagulation adjustment, tachycardia, neoplasia and

* Etiology: S. aureus (15; 34%) predominated, followed by S. vindons/ heart transplantation (1 each).
Granulicatela spp. (7; 16) (Figure 1). Two patients had unknown etiology. + There were two early relapses (Aspergillus endocarditis and S. viridans IE), but CONCLUSIONS
* Infection was mainly community-acquired (27; 61.4%). those patients had left hospital early, against medical advice. 8 L Y
+ Infected sites were: native valves (22, 50%), prosthetic valves (13; 29.5%) and * One-year mortality was 4.5%, but none of the patients died because of the ' i";;:er;:‘l‘;? :o:e':o: ;?;";;ﬁ::;::’:‘:;?: ?ﬁmm N
intra-cardiac material (9; 20.5%). endocarditis. plexep imes.
GAME Study Grougs Eriks Boua, P Mz, Ane Ferminder-Cruz, Markoels Videris, Marcedes Mirin, Joh Aniorks Garcla Retius, Rosa Ava Lipez Jmdnaz, ' The rate of readmiissions is similar to patients treated with OPAT, and is not
Ara Qorzibez Marnile, Citine Rivetn, Artoria Deltjacs Mertas, Victr Genzilez R, M Eugeria Cace L, Mancel Martiz Sabés, Eduards Virde related to treatment failure.
Marens, Plar Vikzquez, Judth Sulls, Gregedo Cusipe, Huge Rodriguaz Absle, Jevier Hortal, Angel Pieto, Deniel Calernin, Bance Pinlia Uorerts, Jevier Bermejo
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ansa, Cok merkezli, randomize, kontrolll, acik uclu
non inferiority
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ORAL GECIS ve APAT karsilastirmasi

Outpatient Oral vs. Parenteral Antimicrobial
Therapy for IE trial (OraPAT-IE trial)

Investigatorinitiated, multicentre, open, non-inferiority randomized clinical trial

End of
IE diagnosis according to N=150 therapy Month 6
modified Duke criteria I OPAT l l

Randomization

N=300 ‘
e ————

> 10 days of IV therapy and/or
>7 days of surgery and IV therapy

>- -4
‘ Oral /

therapy

N=150

Follow-up
period

= I Antibiotic therapy I =




Ulusal Uzlasi Raporu Ne Diyor?

* Sol kapak endokarditlerinde, infeksiyonun mortalite oraninin
yuksekligi ve oral tedavinin Glkemiz kosullarindaki
yapilabilirligi ve etkinligi konusunda soru isaretleri olmasi
nedeniyle tedavinin timinlin parenteral yoldan yapilmasi

tercih edilmelidir.

Simsek-Yaviz $ et af. Infektif Endokardit Ulusal Uziast Raporu
Kiimik Derg 2014; 32(Suppl. 1): 2-116




Ulusal Uzlasi Raporu Ne Diyor?

* |V yol bulunamayan veya APAT yapilamayan, yabanci cisim
veya komplikasyon bulunmayan duyarli viridans streptokok
endokarditlerinde, tedavinin ilk 2 haftasi parenteral yoldan
yapilmis olmak kaydiyla ve uyum ve takip sorunu
yasanmayacagindan emin olunan hastalarda, tim olasi riskleri
de iceren hasta bilgilendirmesi yapilip, onam alindiktan sonra

kalan tedavi stresi oral bir ajanla tamamlanabilir.



Turkiye Uzlasi Raporu Ne Diyor?

 Oral tedaviye gecis karar “Infektif Endokardit Ekibi”nin ortak

karariyla verilmelidir.

Simgek-Yaviz § et o Infektit Endokardit Ulusal Uzlagt Raporu
Kiimik Derg 2014: 32Suppl. 1). 2-116




Oral Idame tedavi
uygulayamayacagimiz hastalar?

® Direncli bakteri infeksiyonlari

* Norolojik komplikasyon, kalp yetmezligi, metastatik septik
odaklarla vb komplike olmus IE olgulari

* Vicut kitle indeksi > 40 olanlar
* |V tedavi gerektiren eslik eden baska infeksiyon varligi
* Bilgilendirilmis onam veremeyenler

Abdominal hastaliklar nedeniyle oral tedavi sirasinda emilimin
azalacagindan kusku duyulanlar. Uyumu yetersiz olanlar

Simsek-Yavz S et &, Infektif Endokardit Ulusal Uzlag! Raporu
Kiimik Derg 2018; 32(Suppl. 1): 2116




Hangi hastalar?

Penisiline duyarl streptokoksik IE’li,
Ozellikle IV yol bulunamayan, APAT yapilamayan,
Hastane yatis sorunlari olan veya

Toksisite veya alerji gibi nedenlerle alternatif bulunamayan

hastalarda,

llgili klinisyenlerin sorumlulugunda olmak tzere ve

hastaya tum riskleri ve yararlari anlatilarak

Simsek-Yavz S et &, Infektif Endokardit Ulusal Uzlag! Raporu
Klimik Derg. 2014: 32(Suppl. 1): 2-116




Hangi Hastalar?

Oral tedavinin suresi, dogal kapaklarda en az 2 hafta, yapay
kapaklarda ise en az 4 hafta olmalidir.

Hastalarin haftada 2- 3 kez poliklinikten muayenesi ve
kontroll saglanmalidir.

Yonetimi “infektif endokardit ekibi” tarafindan yapilmalidir.

Simsek-Yavz S et &, Infektif Endokardit Ulusal Uzlag! Raporu
Kiimik Derg 2018 32(Suppl. 11: 2-116




Oral idame tedaviye gecilebilecek
hastalar

> 18 yas olanlar
Duyarh streptokoksik IE’si olanlar

Toplamda en az 14 glin ve kapak cerrahisi uygulanmis olan
hastalarda, cerrahiden sonra en az 1 hafta olacak sekilde
parenteral uygun antibiyotik tedavisi almis olmak

Vicut sicakhginin en az 2 giindir < 38.0 °C olmasi

IV antimikrobik tedaviyle CRP < 20 mg/I'ye, kan |8kosit
sayisininsa <15.000/ul’ye diismiis olmasi

Oral tedaviye gecmeden 2 giin 6nce yapilmis TOE’'de veya
ameliyat sirasinda apse olmamasi

Simsek-Yavz S et &, Infektif Endokardit Ulusal Uzlag! Raporu
Klimik Derg. 2014: 32(Suppl. 1): 2-116




Hangi Antimikrobiyal?

e En az 14 gunlik IV tedaviyi takiben
e amoksisilin 4X1gr/gin + rifampisin 2X600 mg/glin,

ardisik oral tedavisine gecilmesi dustnulebilir.



Siz sol kalp endokarditi olan hastaniza oral

ardisik tedavi 6nerir miydiniz?




Tesekkdurler...



