IE’de Oral Antibiyotik Tedavisi:
Olabilir mi?

Yasemin Tezer Tekce




Sunum Plani

IE’de antimikrobik tedavi igin genel dneriler

IE hastanede mi tedavi edilmeli, hospitalizasyonu neden
ve nasil azaltiriz?

IE’de parenteral (PE) tedavi gerekli mi, sakincalari var
mi?

Ne zaman oral tedaviden bahsedebiliriz? Hangi
ajanlarla?

Parenteral baslanmis IE tedavisi oral tedavi ile
tamamlanabilir mi?



|E tedavisinde genel gorisler

4-6 hafta sure ile hastanede
Parenteral tedavi

Hastane ici mortalite gelismis ulkelerde %20, S.
aureus’da %?22;

Turkiye'de %27, S. aureus’da %38

1 yillik mortalite gelismis ulkelerde %30, yapay kapak ve
S. aureus IE’de %50

IE olgularinin %25-50 akut dénemde, %20-40'na
konvelesan donemde cerrahi gerekmektedir.

Gunluk vizitlerle, yakin takip; 7/24/4-6 hafta



|IE’de Antimikrobik Tedavi

Zor , belli kurallar...

Vejetasyonda bakteri savunmasi yetersiz ve bakteri
yogunlugu ¢ok yuksek

Vegetasyon icindeki m.o. metabolik aktivitesi yavas
Cerrahi gereksinimi?

Etken izolasyonu, tir diizeyinde tanimlanmasi, MIK degerinin
belirlenmesi, hasta yakinmalarinin suresi, tutulan kapagin
ozellikleri

GENEL ILKELER; sidal ajanlarla, parenteral yoldan ve uzun
sureli

Serap Simsek-Yavuz Klimik Dergisi 2015;28(2):46-67
Holland TL et al Nat Rev Dis Primers 2017 March
Habib G et al European Heart Journal 2015 August 1-54



IE neden hastanede tedavi
edilmeli?

* 9%20-40 oranlarinda gorulen mortalite hizlarini azaltmak
« Kardiyak komplikasyonlarinin takip ve tedavisi
-Kapaktaki lezyonda kotulesme

-Apse

-Kalp yetmezligi

-Aritmi, iletim defekti

-Perikardit, miyokardit

« Cerrahi intiyacini ve zamanlamasini belirlemek



IE neden hastanede tedavi
edilimeli?

« Beraberinde olusan diger enfeksiyonlarin ve
komorbiditelerin tedavisi

* Olusabilecek kardiyak digi komplikasyonlari azaltmak ya
da tedavi etmek

-Tedavi basarisizhg!

-Norolojik komplikasyonlar (emboli..)

-Akut bobrek yetmezligi

-Dalak apsesi

-Tedauvi iligkili komplikasyonlar (ila¢ atesi...)



Hastanede kalis suresi azaltiimali
mi?

* Uzun sureli yatistan kaynaklanan artmis
komplikasyon riski

* Diger hastalarin tedavisindeki pozitif katki
« Saglik bakimi ile iligkili maliyeti azaltmak

-@&-PLOS | meoicine

ESSAY

AnN Unsupported Preference for Intravenous
Antibiotics

Ho Kwong Li', Ambrose Agweyuz, Mike English?®Z, Philip Bejon™3%=



Hospitalizasyonu nasil azaltiriz?

» Parenteral tedavi suresini kisaltarak
(2 haftalik tedavi)

o APAT lle

« Sadece oral tedavi ile?

 PE=>PO gecilerek



PE (IV) tedavi gerekli mi?

IV tedavi sonrasi hizlica tepe degerine ulasan AB
konsantrasyonu en onemli sebep

ANCAK; beta-laktamlar, glikopeptidler ve makrolidler gibi
antimikrobiyaller icin tepe degerinden ¢cok MIK degerinin
uzerinde gecen sure

AYRICA; yiksek dozlarda IV verilse bile, MIK degerinin
Uzerinde gecen sure, biyoyararlanimi iyi olan AB’lerin PO
benzer

Tepe konsantrasyon degerleri onemli olan
aminoglikozidler ve kinolonlar icin ise; AG oral absorbe
olamadigindan, kinolonlar PO’da etkili konsantrasyonlara
ulastigindan

Li HK et al PLOS Medicine 2015 May 1-7



PE (IV) tedavi gerekli mi?

- lyi absorbe olan oral AB’den;
Amoksisilin biyoyararlanimi>%75
Klindamisin biyoyararlanimi %90
Doksisiklin biyoyararlanimi %95
Dokularda etkin konsantrasyona ulasmakta

« Pekcok infeksiyon hastaligi icin randomize kapsamli calisma
olmamasina ragmen; klinisyenlerin elini guclu tutma isteqi,
malpraktis ve dava cekincesi, geri odeme sorunlari nedeniyle
oral tedavi tercih edilebilecekken PE tedavi kullaniimakta

Li HK et al PLOS Medicine 2015 May 1-



Journal of Antimicrobial Chemotherapy Advance Access published April 27, 2016

Journal of
J Antimicrob Chemother AntlmlcrOblal
doi:10.1093/jac/dkw129 Chemotherapy

What prevents the intravenous to oral antibiotic switch?
A qualitative study of hospital doctors’ accounts of what
influences their clinical practice

Jennifer Broom12, Alex Broom3, Kate Adams* and Stefanie Plage3*

Results: Decisions around the choice of iv over oral antibiotics were influenced by three key Issues: (1) cansumer-

jsm, i.e. participants were concerned about the risk of litigation or complaints if patient expectations were not
met; (i) hrerarchy of the medical team structure limited opportunities for de-escalation of antibiotics; and
i) iv antibiotics were perceived as more potent and having significant mythical quaties, which participants
acknowledged were not necessarily evidence based.




PE (IV) Tedavinin sakincalari??

* Filebit, ekstravasazyon yaralanmalari,
tromboz, lokal ya da sistemik infeksiyon

(bakteriyemi)

» Hospitalizasyon suresini dolayisi ile
finansal ve hastane bakim iligkili maliyeti
artirmakta

©-PLOS | mepicine

ESSAY

An Unsupported Preference for Intravenous
Antibiotics

Ho Kwong Li', Ambrose Agweyu?®, Mike English®?, Philip Bejon'-2*



PE (IV) Tedavinin sakincalari??

« Bakteriyemi riski;

IV periferal %0.1;PICC %2.4; SVK %4.4

« Uzamis hospitalizasyon nedeniyle maliyet
4500 £/gun

« APAT ile maliyet 1800 £/gun

« Gunluk tek doz PE olarak secilebilecek
antibiyotikler genis spektrumlu=>»Direncg

» |E’de kateter kullanimi prognoz ile iligkil

PLOS Medicine | DOI:10.1371/journal.pmed.1001825 May 19,2015
F.Z. Ahmed et al. / Journal of Hospital Infection 83 (2013) 46—50



Hangi Durumlarda Oral Tedavi?

* Uzun sureli venoz yol giriginin istenmedigi
durumlar (damardan ilac kullanimi olan
hastalar gibi)

* Venoz yol girisi igin uygun olmayan
hastalar (hastanin kabul etmemesi gibi..)



When are Oral Antibiotics a Safe and Effective Choice for Bacterial
Bloodstream Infections? An Evidence-Based Narrative Review

Andrew J. Hale, MD'#, Graham M. Snyder, MD, SM**, John W. Ahern, PharmD*#, George Eliopoulos, MD?4,
Daniel N. Ricotta, MD*7, W. Kemper Alston, MD, MPH'2

/

« Gugclu Kklinik calismalar YOK;
* uzman gorusleri
* Kaynak kontrolu
* Patojen ve antimikrobiyal iligkili
faktorler
* Hasta ile iligkili faktorler

4

Journal of Hospital Medicine Published Online February 2018




TABLE 3. Checklist for Using an Oral Antibiotic
for Bloodstream Infection

Bacterial/Antimicrobial Factors

[ ]

Spedation and susceptibilities are available

Susceptibilities indicate an oral antibiotic is effective against the pathogen
Oral agent is highly bioavailable

Oral agent has a low aoquired-resistance potential fior the given pathogen

Oral agent is well-tolerated and has an acceptable safety profile for the pa

/.

Mo serious drug—dnug interadions between the seleded agent and other n

Patient Factors

Mo allengies or intolerances to the salected agent
Mo imipaired gastnointestinal absorption
Hemodynamically stable

Minimal compliance concerns

Patient has received appropriate education and demonstrated understandil
importance of comipliance

Diietary interactions considered (Table 2)
Uinderiying source of bloodstream infedtion identified and controlled

Upon discharge, patient has access to the oral agent
= The pharmacy has the agent available
= The patient is able to get medication from pharmacy before the next dy
= Medication copay at the pharmacy is affordable

\

N

Etken m.o.'nin duyarhlik ve MIK
degerleri bilinmel
Yuksek biyoyararlanimi olan AB
AB kazaniimis diren¢ potansiyeli
dusuk
lyi tolere edilebilen, absorbe olan,
guvenli
Ciddi ilag-ilac etkilesimi olmayan/

-

FAoailable for follow-up

Allerji, intolerans,GIS absorbsiyon
problemi olmayan
HEMODINAMIK olarak STABIL
* Diyet etkilegsimi
« AB temini ve sonrasinda takip

problemi olmayan

« Kaynak kontrolu??




ABLE 1. Penetration of Select Oral Antimicrobials to Tissue Sites™**
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IE’de ?7?



Phase of

Oral tedavide kriterler
APATa benzer mi?

Guidelines for use

treatment

Critical phase = Complications ocour during this phase
(weeks 0—2) = Preferred inpatient treatment during this phase
= Consider OPAT if: oral streptococci or
Streprococcus bovis,* native valve,” patient stable,
no complications
Continuation = Consider OPAT if medically smable
phase = Do not consider OPAT if: HE concerning
(beyond week 2) echocardiographic features, neurclogical signs, or
renal impairment
Essential for = Educate patient and staff
OPAT = Regular post-discharge evaluation (nurses |/day,
physician® in charge | or 2hweek)®
= Prefer physician-directed programme, not home-
infusion mMmodel
R s s

@ -2 o Bg BN ESa  ssussicdleaeliTne=s Ffaoar dThae rraarnaasseerraaeerende
a»f EirnfFfeatiwvwve e=racllaaccac—arcdidci=

T e W aasllac FFaoprae Ffaor thhe Flarmnmnmazgsaserasaerat «>F Imnmffeactive Ermcdaccmanrcditis «<>F thae
EFEaasrcrgre=mmrs Sacrciety «F €« _—mwcdicaalcaassy (E=S<")»



European Heart Journal Addvance Access published August 29, 2015

@ European Heart Journal ESC GUIDELINES
nnnnnnnn doi:10.1093/eurheartj/ehvi19

EOCIETY OF
e

@ 2015 ESC Guidelines for the management
of infective endocarditis

T he Taslk Force for the Management of Infective Endocarditis of the
European Society of Cardiology (ESC)

Table 1 5 Predictors of poor outcorme in patients with
imnfective endocarditis

Patient chharacteristics
—- -

LIy

Microorgamnisrm

= Sraphfylflococcus aureus

= Fungi

= MNon-HACEK. Gram-negartive bacilli

Echocardiographic fimndings

= Periannular complications

Sewvere left-sided walwe regurgitation

Loww left wventricular ejection fraction

Pulmonary hypertension

Large wvegetations

Severe prosthetic wvalve dysfunction

Premature mit-al valwve closure and other signs of elevated diastolic
pressures




European Heart Journal Addvance Access published August 29, 2015

@ European Heart Journa L ESC GUIDELINES

e doi:10.1093/eurheartj/ehvi19

EOCIETY
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@ 2015 ESC Guidelines for the management
of infective endocarditis

T he Taslc Force for the Management of Infective Endocarditis of the
European Society of Cardioclogy (ESC)

Table 19 Antibiotic treatment of blood culture-negative infective endocarditis (adapted from Brouqui et al.193)

Pathogens Proposed therapy* Treatment outcome
Brucella spp. Doxycycline (200 mg/24 h) Treatment success defined as an antibody titre <1:60.
plus cotrimoxazole (960 mg/12 h) Some authors recommend adding gentamicin for the
plus rifampin (300-600/24 h) first 3 weeks.
for 23-6 months® orally
C. burnetii Doxycycline (200 mg/24 h) Treatment success defined as anti-phase | IgG titre
(agent of Q fever) plus hydroxychloroquine (200-600 mg/24 h)° orally <1:200,and IgA and IgM titres <I:50.

(>18 months of treatment)

Bartonella spp.’ Doxycycline 100 mg/I2 h orally for 4 weeks Treatment success expected in 290%.
plus gentamicin (3 mg/24 h) iv.for 2 weeks

Legionella spp. Levofloxacin (500 mg/12 h) i.v. or orally for 26 weeks Optimal treatment unknown.
or clarithromycin (500 mg/12 h) iv.for 2 weeks, then

orally for 4 weeks
plus rifampin (3001200 mg/24 h)

Mycoplasma spp. Levofloxacin (500 mg/12 h) i.v.or orally for 26 months*Optimal treatment unknown.
T whipplei Doxycycline (200 mg/24 h) Long-term treatment, optimal duration unknown.
(agent of Whipple's disease) plus hydroxychloroquine (200-600 mg/24 h)° orally for

>[8 months




Oral Ajanlarla Tedavi

« Klavuzlarda verilerin azhgi ve etkinlikteki kaygilar
nedeniyle klavuzlarda nadiren bahsedilmektedir.

« QOral tedavi ile yer degistirme de onerilmemektedir.

« Ancak damar yolu ile ilac kullananlarda oral tedavinin
guvenli bir segenek olabileceginden bahsedilmektedir.

« OQOral tedavinin uygunlugu, kullanilacak antimikrobiyalin
biyoyararlanimi ve hastaya iliskin faktorlere baghdir.

« Damar yolu ile verildigine yakin, biyoyararlanimi yuksek
olan, hastanin tolere edebildigi, GIS absorbsiyonu sorun
olmayan ajanlar kullanilabilir.

« Siprofloksasin, linezolid, rifampisin gibi...

Journal of _
J Antirmicrob Chemother 2012; 67: 269 289 Ant.m.crc,blal
doi:10.1093/jac/dkr4 50 Adwvance Access publication 14 Novermber 2011 Chemotherapy

Guidelines for the diagnosis and antibiotic treatment of endocarditis
in adults: a report of thhe Working Party of thhe British Society
for Antimicrobial Chemotherapy

F. Kate Gould®*, Dawvid W. Denning?, Tom 5S. J. Elliott?, Juliet Foweraker®, John D. Perryl, Bernard D. Prendergast=s,
Jonathamn A. T. Sandoe®, Michael J. Spry®?* and Richard W. Watkin?



Oral Ajanlarla Tedavi

Son klavuzlardaki ortak gorus; Oral ajanlarin etkinligi ve
guvenirliligi konusunda yeterli bilgi yok

Parenteral baslanmis ilaclarin belli bir stre sonra orale
gecilmesi konusunda bazi calismalar olmakla birlikte....

Tedavi suresi genelde 4-6 hafta

Ancak viridans streptokoklar ve MSSA'nin neden oldugu
sa§ kalp dogal kapak IE’de 2 haftalik kombinasyon
tedavisi

Komplike seyir izleyen, yakinmalari 3 aydan uzun suren
olgularda, yapay kapak varliginda kisa sureli tedavi
onerilmez.



Table 1 Observational studies of oral antibiotic therapy for infective endocarditis

Reference

Colli et al, laly [91

2007

Dworkin et al, USA [10]

Chetty et al, South
Africa [11]

Cases

12 MVIE and 2
PVIE requiring
acute valve
replacerment{al
|eft-sided)

13 IVDUs with

MVIE (all right-sided
with no gystemic
rmetastasly)

15 NVIE (right-siced
vs, left-sided not
specified, all cases
were onsidered
uncarmplicated)

Design

Retrospective,
Mean folow-

Upwas 208 £
7 months

Prospective,
daweek follow-up

Praspedive.
3year follow-up

Case definition

MRSA (60%)
5. viridans (30%

By Duke criteria

Enterococcus
5o (10%)

22 pasitive blood 5. aureus (100%)
cultures AND any of

the following: Vegetations
o echocardiegram
(definite - 3 cases) OR
pulmonary infiltrates/
effusion or tricuspid
insufficiency murmur
(probable - 6 casey)

0OR no other identifiable
source for the infection
(possible - 1 case)

Characteristics clinical Streptococcus
features AND any of 5p. (60%)

the following: Positive
blood cultures OR
vegetations on
echocardiogram

Microbiology

Culture negative [40%)

Assessment
of antibiotic
susceptibility

IV vancomycin for
53+ 34days
followed by oral
linezolid for

3 weeks

IV ciprofloxacin and
oral rifampin for 1
week followed by
oral ciprofloxacin
and oral rifampin
for 3 weeks

High dase oral
amoxycilin for
6 weeks (4/%

also received
probenacid)

AOmar o al. BMC Infactiows Disagses 2014, 14:140 I




Table 1 Observational studies of oral antibiotic therapy for infective endocarditis
Reference Cases Design Case definition

Assessment
of antibiotic
susceptibility

Microbiology

Pinchas ef al, lsrael [12]

1983

Phillips et al, UK[13]

1977

Gray et al, UK [14]

1964 ~

11 NVE (all left-dded,

consdered
uncomplicated)

13 NVIE {right-sided
vs. left-sided not
speciied) - al
chilcren

13 NVIE {right-sicied
v, left-sided not
spechied)

Progpective.
Follow-up varied
from 3 months
1o 12 years

Retrospective.
Follow-up varied

from 1-15 years

Retrospective.
34month
follow-up

Fever AND pre-existing
valular hear disease
AND multple positive
blood cultures

Pre-gdsting valvular

disease AND characteristic
clinical features AND podtive
blood cultures

Not specified

5. viricdans
(100%)

5, virtdans (62%)
Staphylococcus
sp (3%

Other stieptococel
or Enterococeus sp. (15%)

5. viridans,
(62%)

£ faecalls (1%)

Culture
negative (37%)

High dase oral
ampicilin for &
weeks with
probenecid for

the first 4 weels
IM streptormycin

for the first 2 weeks

IV therapy for < 2 100%
weeks (9% <3 days)

followed by oral

penicilin V, ampicilln,

cleacllin, fudoxacillin

or erythromydn for

6-8 weeks

Ordl ampleillin or 9%
propidllin (with o

without probenecid)

for 6 weeks

AOmar o al. BMC Infactiows Disagses 2014, 14:140 I




Table 1 Observational studies of oral antibiotic therapy for infective endocarditis

Reference

(Carmpeau et al, Canada [15]

1963

Friedberg et al USA[16]

1952

Schen et al, USA [17]

)

10 NVIE {Fight-slded
vs, left-sided not

11 NVIE {Fight-slded
Vs, left-sided not

81 NVIE [right-side
vs, left-sided not

Design

Retrospective.
Follow-up varled
from 6-30
frionths

Retrospective.
Follow-up nat
specified

Retrospective.
Follow-p varleg
from 2-8 years

Case definition

Pre-existing valvular
disease AND Characteritic
clinical features AND 22
positive blood cultures

Pre-gxisting rheumatic
valvular disease AND

Unexplained fever for
221 weeks

Not specified

5. viridans (60%
E. faecals (30%)

Anaerobic
biacterla (10%)

5. viridans (55%
E. faecali (18%)

Cufture
negative (27%)

Streptococeus
sp. (4

5. aureus (1%)

EnteracoccLs
sp.(1%)

H influenza (4%)

Assessment
of antibiotic
susceptibility

Not speciied

Therapy

Ord phenithicllin for ~— 80%
46 weeks (IM

streptomycin for

the first 2 weeks in

b cases, concomitant

probenecid in 2 cases)

Oral Aureomycin for 3%

58 wesks -

Ord suffonarmides 10%
(sulfanilamide,
sufapyridine,

sufathiazole or -

sulfadiazine) for
10 dys-14 weeks

AOmar o al. BMC Infactiows Disagses 2014, 14:140 I




Table 2 Clinical trials of oral antibiotic therapy for infective endocarditis
Reference  Cas Design Case definition Microbiol ogy

Feldman et d, BSNVDUswithMVE  Prspective. - 22 positive blood MIRSA (%)
LEA (18] dll night-gided with  randomized,  cultures AND any of WESA (B

Resu fts

Cue rafe 90 foral
feepy) vi 91%(V

Therapy

and eitaimpin fiy 4

i) Systemic
metastaes] 40 in
the ol therapy
am and 45 in e

IV theragy am

1996 E:>

Starmboulan

30 KVIE (il lef-sicked),

& & Argenting 15 In eadh aim

1

1991 £>>

open label
T-manth

followi-up

Prsgective
randomizd,

160 G-t

followi-up

the follwing Vakuar

venetafions on
echocadogram (defnite -
15 canes) OR evickerce

of pumanary embol

on chest X-@y or icuspid
isufficiency murmur
\protable - 26 cxes) OR
iy e iertifiakle source
for the infecion {posble -
M e

- 27 positive blood cultues
AND any of the fllowing
New of changing equigitant
s OR predsposng
hea deease OR vasoular
phenomena O vahalar

veetation on echocadionram

Cole (6k)

5. iritdans
(5%

5. bovis
(5%

weeks v IV coaciin
O vancommycn iV

gentamicn for the &g
5 clays) for 4 wesks

W of I cefriaone
for 2 weeels followed

by high dse ol
ATCHOCHT 0 3 Reks

Y IV Of OV cefriaone
for 4 weels

mespy), p= 09

Trsatmeant ﬁ.
T a0y

Ve 6% BV therapy)
g < 000

Cu rate 100%
in Doth ams.

Treatrment tonicity
s B

[ A-Omari ef al BMC Infectious Disegses 2014, 14140




AlOmar et al. BMC Infectiouws Diseases 200 4, 1 .4:140
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BMC
Infectious Diseases

RESEARCH ARTICLE Open Access

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

Raporlanmis yayinlarda oral tedavi ile kur oranlar1 %77-100
« Kisitl kanitlara ragmen, ku¢uk bir klinik aragstirmada PO Cip+Rif
tedavisi, komplike olmayan, IVDU daki S. aureus etkenli sag kalp
|E’de konvansiyel PE tedavi kadar etkin ve daha az yan etki
« APB’lerin basarisi; m.o.’nin duyarliligina, AB’in farmokokinetik
ozelliklerine (biyoyararlanim, dagilim ve vegetasyonda etkili
konsantrasyonuna), uygun AB tedavi suresine bagli bulunmus

4
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httpy Awnenew. bio medcentral.oomy 1471 -2 334,17 4,1 40

BMC
Infectious Diseases

RESEARCH ARTICLE Open Access

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

« PO ampisilin farmokokinetik profili suboptimal olmasina ragmen
cevap alinmasi, ¢alismanin yapildigi donemlerde streptokoklarin
beta laktamlara yuksek duyarlilik gostermesi ve yuksek dozlarin

probenesid ile desteklenmesi
« PO amoksisislin >%90 biyoyararlanimi, dusuk serum Pro.
baglanma%17, dokuya iyi penetrasyon

* Amoksisiline probenesid eklenmesi tepe ve vadi

konsantrasyonlarini%30’dan 4 kata kadar artirmakta
« Bir gozlemsel ¢alismada streptokok IE’de amoksisilin ile %80
basari; 1 klinik arastirmada ise, PE tedavi sonrasi 2 haftalik ytk

sek
doz amoksisilin ile tam basari /
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BMC
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RESEARCH ARTICLE

Open Access

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

/- IVDU’larda, S. aureus etkenli sag kalp IE’de kullanilan PO
siprofloksasin;

bakterisidal, %70 biyoyararlanimi, serum proteinlerine
baglanma%30
ANCAK deneysel calismalarda tedavi sirasinda direng¢ problemi
Rifampisin;
S. aureus ic¢in bakterisidal, biyoyararlanimi tam,cok az serum
proteinlerine baglanma
ANCAK tedavi sirasinda kendiliginden direng, direng bariyeri
dusuk
 Tebas P ve ark 1991°de bildirdikleri bir IE olgusunda Rif+ Cip
kombinasyonuna erken direng geligimi /




Baska hangi ajanlar PO tedavide?

Levofloksasin ve moksifloksasin S. aureus icin
bakterisidal

Siprofloksasinde oldugu gibi in —vivo direng nadir
Deneysel hayvan modelleri ve olgu raporlarinda etkin

PO aureomisin sulfanomid ve eritromisin gecmiste diger
kullanilan ajanlar

Minosiklin ve doksisiklin

TMP-SMX, biyoyararlanimi iyi ancak S. aureus sag kalp
|E PE vankomisinden daha disuk etkinlik



Haemophilus parainfluenzae aortic prosthetic valve endocarditis
(PVE) successfully treated with oral levofloxacin

Burke A. Cunha, MD *"*, Kunal Brahmbhatt, MD?, Muhammad Raza, MBBS?

-~

Beta-Laktam allerjisi nedeniyle, 5 gun levofloksasin IV tedavi

sonrasi PO levofloksasin ile kur!

/

Table 1

BA Cunha et al / Heart & Lung xxx (2015) 14

Oral antibiotic therapy of endocarditis.

Type of Infective Endocarditis (IE) ~ Usual Pathogens  Usual IV antibiotic Equivalent PO antibiotic

Oral bioavailability

Subacute bacterial endocarditis (SBE) Viridans streptococci « Penicillin or Cephalexin 1 g (PO) g6h or

o Cefazolin or Amoxicillin 1 g (PO) g8h or
o Ceftriaxone Levofloxacin 500 mg
Haemophilus sp. ¢ (eftriaxone Levofloxacin 500 mg

Acute bacterial endocarditis (ABE) S. aureus (MSSA) + Nafdllin or Cephalexin 1 g (PO) g6h or

« Cefazolin Linezolid 600 mg (PO) q12h
S. aureus (MRSA) e Daptomycinor Levofloxacin 500 mg or
« Vancomycin or Minocycline 100 mg (PO) q12h or
« Minocyclineor Linezolid 600 mg (PO) q12hor
o Linezolid Levofloxacin 500 mg

9%
90%
100%
100%

99%
100%
100%
100%
95%
100%

Usual MIC ~ Peak serum
of Pathogens concentration
<1 mcg/ml 36 mcg/ml
<1 mcgfml 16 mcg/ml
<1 mcg/ml 5 mcg/ml
<1 mecg/ml 5 mcg/ml
<2mcgfml 36 mcg/ml
<1 mcg/ml 20 mcg/ml
<1 mcgfml 20 mcg/ml
<1 mcg/ml 20 mcg/ml
<1 mcg/ml 4 mcg/ml
<1 mcg/ml 20 mcg/ml
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Nativ mitral kapak endokarditi,
PE(IV) tedaviyl reddeden hasta PO 2x750mg
siprofloksasin ile ...



Linezolid ?

Biyayararlanimi >%99, serum proteinlerine baglanma
orani %30

Ciddi gram pozitif kok enfeksiyonlarda etkili
Diger ajanlara direncli IE etkenlerinde basari %63.6-79

Cerrahi uygulanan 14 |E olgusunda, vankomisin PE
tedavi sonrasi PO linezolid ile basarili sonuclar alinmistir

Ancak vankomisin direncli E. faecalis etkenli IE’de sonug
alinamadigi da raporlanmisgtir.

Vardakas KZ et al Current Drug Metabolism 2009;10:2-12

Colli A et al Ann Thorac Surg 2007;84:87-91
Al-Omari et al BMC Infectious Diseases 2014:14:140
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CASE REPORT

Successful treatment of MRSA nNnative valve

endocarditis with oral linezolid therapy: a case
report

N. Nathani®*, P. lles®, T.S_J. Elliott*<

/- Kronik ciddi astim ataklari nedeniyle son 7 yilda 20 kez
hospitalize
« Ciddi venoz tromboz ve kateter iligkili MRSA bakteriyemi
ataklari vankomisin ile kontrol edilemeyen klinik tablo
 Pulmoner ve trikuspid nativ kapak IE

« Kateter icin uygun yol bulunamadigindan Linezolid PO ile

3 haftalik tedavi




PE'den PO’e gecis tedavisi
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« 426 IE olgusu; %87 kesin, %13 olas!
« 2000-2012 yillari arasinda retrospektif kohort
 En az 7 gunluk PE tedavi sonrasi PO tedavi ile devam edilen
« Gunluk; hastanin genel durumu, klinigi, ates kontrolu, CRP
degerlerinde dusme, kan kulturlerinde ureme olmamasi, lokositoz
ve cre degerlerinin normalizasyonun takibi sonrasi
« Hastalarin 214°de (%50) de PO tedaviye gegis
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« PO grupta daha az komorbidite, ve ciddi seyir (kalp yetmezligi,
sok, serebral emboli gibi)
« PO grupta daha az S. aureus etkenli
« Ortalama PO tedaviye gecis suresi 21 gun
*streptokoklar icin 14 gun, S. aureus igin 28 gun, enterokoklar igin
28 gun , diger m.o.’lar icin 21 gun 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 7, S. Kernéis " ? 7, C. Richaud " 7, I. Podglajen "~ 7,
M.-P. Fernandez-Gerlinger "% 2, J.-L. Mainardi "2 >%~

« PO tedaviye gecis yapilanlarla PE tedavisi devam edenlerde
mortalite oranlarinda anlamli fark YOK
» Takiplerde PO grupta relaps ve reinfeksiyon oranlarinda artmis
risk YOK
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Partial oral treatment of endocarditis.

lversen K1, Hest N, Bruun NE, Elming H, Pump B, Christensen JJ, Gill S, Rosenvinge F, Wiggers H, Fuursted
, Holst-Hansen C, Korup E, Schenheyder HC, Hassager C, Hafsten D, Larsen JH, Moser C, lhlemann N,
Bundgaard H.

* Noninferiority calismasi
- Nativ ve prostetik sol kalp I1E
 En az 10 gun PE tedavi sonrasi PO
* Oral ya da venoz yoldan verilen AB serum
konsantrasyonlari likit kromotogratfi ile
« Tablet sayilari kontrollu
* Oral tedavi parenteral uygulanan tedavi kadar

etkili ve guvenli /




Partial oral treatment of endocarditis

Kasper Iversen, MD, DMSc.® Nis Hast, MD, PhD, b Niels Eske Bruun, MD, DMSc,“ Hanne Elming, MD, l"l:].[)r,‘1

SAmerican Hear keuamal
Yeolume 155, HRMumber 2

Table 1. Key clinical features for patients treated with oral antibictics for infective endocarditis

Valve(s)/
Microbial material Oral Treatment duration
Gender Age pathogen involved medication (parental/peroral) Surgery

Male 43

Male 75
ml 2 | Tercih edilen AB'ler, IV ve PO formlari esit
degerlerde farmokokinetik ozellik

Female 74

Male 54

Male 78

Mde 67 bed
Female 65 ic biological

sireplococei group C aortic valve

Female 44  Staphylococcus Pacemaker Penicillin and linezolid | 35d/14d Yes, removal of infected
lugdunesis electrode elecirode

Male 47  Salmonella Aortic valve Ciprofloxacin 42d/21 d Yes, prosthetic biclogical

aortic valve

Male Coagulase-negative  Aortfic and mitral \Penicillin 40d/5d Yes, prosthetic biclogical
Staphylococcus valve aortic and mitral valve




Addressing Concerns about Changing the
Route of Antimicrobial Administration from
INntravenous to Oral in Adult Inpatients

Lizanne Baéigue and Rosaermary Zvomnar

Table 1. Comparison of Usual Total Daily Dose* by Intravenous (IV) and Oral Route of Administration
for Selected Antimicrobial Agents2®

Total Daily Dose by Oral Route

Medication Total Daily Dose Administered Reaching Systemic
by IV Route Circulation (Approximate)t

High bioavailability and oral dose

similar to IV dose

Levofloxacin 0.75¢g 0.75¢ 0.75g
Linezolid 1.2g 129

Lower bioavailability that can be
compensated by higher oral dose
Ciprofloxacin 08¢

High bioavailability and oral dose

lower than IV dose

Clindamycin 2.7g
Ampicillin (IV) and amoxicillin (oral)¥ 12g
Cefazolin (IV) and cephalexin (oral)# 6g
Lower bioavailability and oral

dose lower than IV dose

Penicillin

Cefuroxime 45qg
Cloxacillin 129

Can J Hosp Pharm. 2015;68(4):318-26
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"ECCMID KR Oral treatment of Infective Endocarditis
T P Muiioz, V. Gonzalez-Ramallo, M.E. Garcia Leoni, M. Valerio, A. Femandez-Cruz, B. Pinilla, M. Martinez-Sellés, G. Cuerpo,
#M Houpital diumrsd Univarstar A. Vena, E. Bouza on behalf of Grupo de Apoyo a la Endocarditis Infecciosa del Gregorio Maranon (GAME).

Giregora Maranen

| Hospital General Universitario Gregorio Marafion

INTRODUCTION ”‘ F'I“;:“—‘W“‘*'P‘:?:mn | Enmpuimn.nfpatiermﬂutucl:h:d nmlmnﬁl.l'l.l-'tn:umfnt

) — : ; T TaT C——— * [Patients that received oral treatment had less comorbidities, received more
* Dutpatient Parenteral treatment {OPAT] of IE iz being increasingly used, with 3’“ T —— valvular surgery and required mone hospital re-admissions. [Table 1)
wvery acceptable rates of hospital readmissions [10-26%) and relapses. \

w4 Bipermids
* However, information on oral treatment of infective endocarditis [IE], mainky

. ! = Mortality at one-year follow up was similar in both groups.

fesdet, s vy st S— . —— T L

Fungl e, mandian (10

= Oral drugs with excellent bioawzilability ane now available, which, theoretically, oz S [Maks) nm uﬂm
could allow an early discharge of selected IE patients. 5 Bmrumnios Comoibhditis

1 Herl Ballere. BAly LEilE R

M Hypartatiicn 4 04) 8 )

OBJECTIVES 4 e 1451 (1 o WS st Gl . 74, G g o 140 ? S s

s sy b 1 L Mcdderist | darene chioh: fenal daaime BiE L Thtd-]

* Dur goals were to analyse the frequency and the outcome of |E patients who m,-.j e iAoy L€ et & i coimorbidity bk, i (300 18624) BHEE
completed their therapy 2s cutpatients with orl drugs. + Mlast episodes invohved the left heart (sartic 15; 38.1% / mitral 17; 36.6%) Py ——

- Distant septic metastasis were deteciedin 12 [27.3%) patients (4 spleen, & - ot S |
METHODS lung, 3 €N, 2 spondyladiscitis). 1@ i

- Setting: 1,550 bed tertiary care institution attending a population of 750000 et SuTBEry was performed in 29 patients (66%). iy mm

inhabitants in Madrid, Spain. OPAT services available. L] L]
Oral Treatment

* The 435 patients in the HGUGM GAME prospective cohort of Infectious + Medizn durstion of oral outpatient therapy was 19.5 days (IOR 14-91) and 1:“ :Eﬂ'-.
Endocarditis | 2008-2016) were analysed. Information was prospectively cormresponded to 46% of the IE trestment. 1:;11} l[‘qﬁ
recorded in a pre-established clinical form. [E was defined according to the * Most commonly used oral drugs were: guinclones [29; 66%), mainly Sl B3 251}

. _ . . . . LR ELTRE 1]
odified Duke criteria.
i criteia leveflowacin [22), followed by cotrimaxazole (4), linezolid (3], chloroquine- #iEn ey

RESULTS doorycydine (3], azoles (2], cephakosporins (2] and rifampin (. sLe “my
) Thadd)

Overall 10% of the IE episodes (n= 44) completed IE treatment ONLY with ORAL Clinical Cutcome — —
antimicrobials for at least 25% of the therapeutic course 25 outpatients. * Rendmission [after a median of 41 days: |0R 18-83) was required in 15 patients — —

[34%). None was related to failure of therapy: pacemaker implantation (2], B3I e .
General characteristics of patients that received oral therpy of other origin, spondylodiscitis, respiratory insufficiency, Leishmaniasis, == =
* Mean age was 9 years old (S0 21) and 30 patients [E8%] were male. preumanis, bleeding, anticoagulation sdjustment, tachycardia, neoplasia and

+ Etiology: 5. owrews (15; 34%) predominated, followed by 5. wiridons/ heart transplantation (1 each).
Granulicatella spp. (7; 16) [Figure 1). Twa patients had unknawn eticlogy. There were two early relapses [Asporgillus endoearditis and S, viridons ), but CONCLUSIONS
* Infection was mainly community-scquired (27; 61.4%). those patients had left hospital eary, against medical advice. . .
* 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 # :llr m":):ﬂ"‘ﬁ:? :‘::::L‘D:;m o mmp:::: t-n:ihment of
intra-cardiac material (% 20.5%). endocarditis. kected compiex ep outpate EAMES.
RAME Biudy droiip Ervils Bout, Pirics Muaz, At Famindas-Cng, Maricsks Verls, Marcedes Wirin, Jowd Amonks Carcla Rikia, oot A Lopaz ko, # The rate of resdmissions is similar to patients treated with OPAT, and is not
i et Warmile, Coaknn e, Srtirms Dk Mortrs, Vi Gzl Farmalo, M Eugeris Garca L, Winuel Wiz Sebs, Ecuand Vorce related to treatment Eilure.
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Antimicrobial treatment of infective endocarditis caused by viridans
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IE’de oral tedavi pek yakin degil gibi
ama, parenteral tedaviden oral tedaviye
(ilion iy gecis BELKI.... cion o0 ()

First trial
1
0.5
0.25
Second trial ; ) ) ,
0.1 Choosing Wisely

0.25
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