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The present status of treatment of subacute bacterial
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HICBIR AJAN, BAKTERISIDAL ETKIiSi NE KADAR BUYUK OLURSA OLSUN
BiRKAC GUN iCiNDE VEJETASYONUN DERINLIKLERINDEKi KOKLARI
TEMIZLEYEMEZ.

Yuksek doz penisilin kisa sure; hizli nuks

30 giinliik kesintisiz ama guinliik uygun doz; YETERLI

Bloomfield 1950
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Dogal ve Protez Kapak IE’de ESC 2015 ve ESC 2023 Rehberlerine Gére
Tedavi Sureleri

Clinical scenario / pathogen

ESC 2015 ESC 2023
group
L. NVE usually 2-6 weeks; PVE usually >6 weeks (lLonger than
General principle NVE usually 2-6 weeks; PVE usually =6 weeks. ) .
NVE in most scenarios).
Viridans streptococci / Streptococcus NVE: 4 weeks standard; 2 weeks possible in selected NVE: 4 weeks standard; 2 weeks possible in selected
gallolyticus uncomplicated NVE. uncomplicated NVE.
(penicillin-susceptible) PVE: 6 weeks. PVE: 6 weeks.
Staphyl lase-
= y ococeus aureu‘s or coagutase NVE: 4-6 weeks. NVE: 4-6 weeks.
negative staphylococci
PVE: =26 weeks. PVE: >6 weeks.
(MSSA-focused, duration only)
MRSA endocarditis NVE: generally 6 weeks. NVE: generally 6 weeks.
(duration only) PVE: 26 weeks. PVE: >6 weeks.
NVE: 4-6 weeks depending on regimen and symptom NVE: 4-6 weeks depending on regimen and complexity; 6
Ervarseere e e e 12 duration; 6 weeks in many cases. weeks in many cases.
PVE: 6 weeks. PVE: 6 weeks (or longer in complex disease).
NVE: 4 weeks. NVE: 4 weeks.
HACEK organisms
PVE: 6 weeks. PVE: 6 weeks.
Duration depends on clinical setting, valve type, and Duration depends on timing, prior antibiotics, and
Culture-negative IE suspected pathogen; PVE generally treated longer than suspected pathogen; PVE generally treated longer than

NVE. NVE.




Tablo 19. Streptokoksik Infektif Endokarditin Antimikrobik Tedavisi (3,65,207)

Mikroorganizma
Penisilin G MIC
<0.125 pg/ml
olan viridans
streptokoklar ve
SGG

Penisilin G MIC
>0.125 ve <0.5
pg/ml arasinda
olan viridans
streptokoklar ve
SGG

Penisilin G MIC
20.5 ve <2 pg/

ml arasinda

olan viridans
streptokoklar, SGG,
Abiotrophia spp.,
Granulicatella spp.
ve Gemella spp.
Penisilin G MIC >2
pg/ml olan direncli
streptokoklar veya

[F I PN PPN P
—

Antimikrobik
Penisilin G veya
Seftriakson* +
Gentamisin'

Penisilin G veya
Seftriakson*

Penisilin G veya
Seftriakson* +
Gentamisin’

Penisilin G veya
Ampisilin veya
Seftriakson* +
Gentamisin’

Vankomisin' veya
Teikoplanin®

Siire (Hafta)

Simsek-Yavuz S. [Diagnosis, treatment and prevention of infective endocarditis: Turkish consensus report]. Klimik Derg. 2019; 32(Suppl. 1): 2-116. Turkish.

Tablo 20. Enterokoksik Infektif Endokarditin Antimikrobik Tedavisi (3,65,207)

Mikroorganizma
Penisilin ve gentamisine
direncli olmayan
enterokoklar

Penisiline direncli ve
gentamisine yuksek
duzeyde direngli
olmayan enterokoklar
veya B-laktam alerjisi
Penisiline duyarh ve
gentamisine yiksek
duzeyde direncli

olan enterokoklar
{gentamisin MIC >500
pg/ml, streptomisin MIC
<2000 pg/ml)

Penisiline duyarl

ve gemamism ve
streptomisine yuksek
duzeyde direngli

olan enterokoklar
(gentamisin MIC >500
pg/ml, streptomisin MIC

Antimikrobik
Ampisilin veya
Penisilin G +
Gentamisin

Ampisilin +
Seftriskson*
Vankomisin veya
Teikoplanin +
Gentamisin

Ampisilin +
Streptomisin

Ampisilin +
Seftriakson”

>2000 pg/ml)

Penisiline, Linezolid veya
aminoglikozidlere ve Daptomisin +
vankomisine direncli Ampisilin
enterokoklar

AIC Minicwim inhihitar baneantracunn

6gr, 6
4gr2
30 mg/y
10 mg/¥
3 mg/kg

200 mg|
15 mg/q

Ggr,edl
4 gr, 2 d|

1200 m
10-12 m
12¢gr, 6

Mikroorganizma
Metisiline duyarh
stafilokoklar*

Metisiline direncli
vankomisine duyarh
(MIC =2 pg/ml)
stafilokoklar

Metisiline duyarh
stafilokoklar
(IVDU'da sag kalp
endokarditi)**

Antimikrobik
Nafsilin veya

Flukloksasilin veya
Sefazolin'

.

Gentamisin

*

Rifampisin®

Daptomisin® veya
Vankomisin

Vankomisin

Gentamisin® (duyarliysa)

+

Rifampisin (duyarhysa)

Daptomisin'
Nafsilin veya

Flukloksasilin

Siprofloksasin
+

Rifampisin

Gunlik Doz, Doz Arahgs,
Uygulama Yolu
12 gr, 6 dozda, IV

12 gr, 6 dozda, IV
6 gr, 3 dozda, IV

3 mg/kg, tek dozda, IV

900 mg, tek dozda, oral/IlV

8-12 mg/kg, tek dozda, IV
30 mg/kg, 2 dozda, IV

30 mg/kg, 2 dozda, IV

3 mg/kg, tek dozda, IV

900 mg, 3 dozda, oralV
8-12 mg/kg, tek dozda, IV

12 gr, 6 dozda, IV
12 gr, 6 dozda, IV

1500 mg, 2 dozda, oral

600 mg, 2 dozda, oral

Kapak Yorum

Sire (Hafta)
Dogal Yapay
Kapak
46 26
4-6 =6
4-6 =6
Verilmez 2
Verilmez =6
46 26
46 26
4.6 6
Verilmez 2
Verilmez =6
46
2
2
2
2

Ulkemizde nafsilin
ve flukloksasilin
bulunamamaktadir.

Sadece f-laktamlan
tolere edemeyen

veya fi-laktam alerjisi
olan hastalarda
kullaniimalichr.

Kardiyak veya
ekstrakardiyak tim apse
odaklan uygun cerrahi
girigsimlerle kontrol
altina alinmalidir.

Ulkemizde nafsilin
ve flukloksasilin
bulunamamaktadir.

Hastanede
yatinlamayan komplike
olmami$ olgularda
susun her iki ajana

da duyarh oldugu
gosterilmeli ve hasta
uyumu yakindan
izlenmelidir.




IE Tedavi Siiresi

Kanitlar
RKC ?
Standard sure vs.

kisaltilmis tedavi suresi
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The relationship between the initiation of

antimicrobial therapy and the incidence of stroke in
infective endocarditis: an analysis from the ICE

Prospective Cohort Study (ICE-PCS)

Ve ey AT 23005 | o BMC infectious Diseases
STUDY PROTOCOL 0 Access

Short-course antibiotic regimen compared 9_
to conventional antibiotic treatment for
gram-positive cocci infective endocarditis:
randomized clinical trial (SATIE)

'f

PLOS ONE

FESEANOY ANDOLE

Four weeks versus six weeks of ampicillin plus

ceftriaxone in Enterococcus faecalis native

valve endocarditis: A prospective cohort study

Arfonio Ramos-Martinez o' ™ *_ Juan Mansel Pericin ™, Ans Fernandes-Cruz. "
Patricia Metox' *, Maricels Valerio', Martha Kestier', Miguel Montejo®, M.

Carmen Faridas”, Dolores Sousa ", Formando Dominguez”, Gullermo Omde-Bungos™
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Clirical Tial

Treatment of streptococcal endocarditis with a single

European Joumal of Osical Microbiclogy & Indectious Diseases 2024] 4395104
Hetps/Idolony/10.1007 /3 1009600 3-04 20467

ORIGINAL ARTICLE

Prognosis of prosthetic valve infective endocarditis due
to Streptococcus spp., a retrospective multi-site study to assess
the impact of antibiotic treatment duration

or

S. 8. Gressens' 0 . B, Souhail’ - B. Pilmis” - J, Lourtet-Hascodt’ - | Podglajen* - A. Fiore® . V. Fihman®" .
J.L Mainardi'* - R. Lepeule®® - D. Lebeaux'* - M. Dubert™*

Treatment of Streptococcal Endocarditis
With a Single Daily Dose of
Ceftriaxone Sodium for 4 Weeks

Efficacy and Outpatient Treatment Feasibility

Patrck Frarcacl, WE Siedrme Eserra, MO ol Hosgre, D
Jean-Pama Trep, MO Andesid Giertas, MO

Effectiveness of Cloxacillin with and without Gentamicin in
Short-Term Therapy for Right-Sided Staphylococcus aureus
Endocarditis
A Randomized, Controlled Trial

Esschan Ribera, MD;, Sose Odence-Jimencs, MDD, Emilia Cortes, MID; Oscar del Valie, MD;,

daily dose of ceftriaxone and netilmicin for 14 days: a Ans Plancs, MD; M. Tevesa Gonuales- Abas. MD; Beiss Alesiranse, MD: frama Ocada, MD:

prospective multicenter study

and Albert Pahima, MD
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393 patients screened based on
microbiological documentation

155 patients with streptococcal
PVIE

34 patients excluded:
2 patients with valvuloplasty
1 patient with homograft valve
13 patients who died while receiving antibiotics
12 patients who received antibiotics for more than 49 days
6 patients with follow-up duration < 42 days B

121 patients included

40 patients with short-duration 81 patients with long-duration
treatment (28 + 7 days) treatment (42 +7 days)




Characteristics of the current episode of Total (N=115) Antibiotic duration p-value Characteristics of the current episode of Total (W=115)  Antibiotic duration p-value
infective endocarditis infective endocarditis
e . Short (28+7d) Long (42+7d) Short (28£7d) Long (42£7d)
(N=40) (N=75) (N=40) (N=T75)
Intensive care unit stay > 3 days 20 (17%) 3 (8%) 17 (21%) 0.105 Species involved (n=121) 0.244
Initial left ventricular flow ejection (n=116) 0.072 S. mitis/oralis group 28(23%) 12/(30%) 16 (20%)
= 50% 92 (?gﬁ; ) 26 UJ 156} & [Ejt"ll: ) S. g(l”’)l}"it'll& gmup .’.8 (23"{ ) l | (28'1 ) l7 (er: )
30-50% 23 (20%) 12 (39%) 11 (14%) S. sangwinis 18 (15%) 2 (5%) 16 (20%)
<30% 1 (1%) 0 (0%) 1(1%) S. gordonii 8 (7%) 2(5%) 6 (8%)
é I Endocarditis side (n=121) 0.02 S. muans 7 (6%) 4 (10%) 3(4%)
Right 21 (17%) 12 (30%) 9 (11%) S. anginosus 6(5%) 2 (5%) 3(4%)
Left 100 (83%) 28 (70%) 72 (89%) S. agalactiae 5(4%) 3(8%) 2 (3%)
. _ ' Point of entry (n=121) 0.849
Main valve involved (n=121) 0.023 : :
Aortic 85 (70%) 21 (52%) 64 (79%) Non-oral GI 32 (26%) 11 (28%) 21 (26%)
. - ! et ’ Oral 45 (37%) 16 (40%) 29 (36%)
Mitral 15 (12%) T (18%) 8 (10%) § $
(ther 1 (1% 0 (0%, 1 (1%
Pulmonary 19 (17%) 11 (28%) 8] (109)
T . ” (2% | (2% L (1% Unknown 43 (36%) 13 (32%) 30 (37%)
- ”“"_SF; e - =), Lo, L, — B-lactam MIC (mg/L.) (n=85) 0.597
ype of the involved valve (=121) _ » - 022 <0.125 68 (75%) 22 (76%) 46 (74%)
Surgically inserted bioprosthesis 64 (53%) 17 (42%) 47 (58%) [0.125 :0.25] 4(4%) 2 (%) 2 (3%)
1 T & g Y Y SO 3 y D RO i
Surgically insened mechanical prosthesis 27 (22%) 12 (307%) 15 (19%) 0.25: 0.50) 10 (11%) 4(14%) 6 (10%)
Percutancous inserted bioprosthesis 30 (25%) 11 (28%) 19 (23%)
Detectable blood stream infection (r=121) 118 (985%) 39 (98%) 79 (98%) |
Duwration (days) 30 [1.0;4.0] 30 [1.0;60] 20 [2.0;40] 0,669
Boromine e lvomd e WS i s X I |

Gressens, S. European journal of clinical microbiology & infectious diseases. 2024



I
Streptokoksik PVE IE: 4w vs. 6w

" . — ' . &5 e . .
European Journal of Clinical Microbiology & Infectious Diseases (2024) 4395104 7| Table4 Outcome based on antibiotics duration among a retrospective
Table 3 Treatment modalitics among a retrospective cohort of 121 streptococcal PYE cohort of 115 ﬁtl‘:ph‘fﬂtﬁﬂl PVE
Treatment modalites Total (N=121) Antibaodic duration pevalue - - — )
Short (2R27d) (N=20) _ Long (42270) (N=51) Patients” outcome Total (N=121) Antibiotic duration p-value
Ul of ;|r|1|.|1||g|}c\c'n.|-;k' BQ (T4 28 (TN 61 (T5%) LR 55
Azzncagied with amaxicillin T4 {BI%) T OO 47 (SR%) S th Lﬂng
Associated with third generation cephalosporin 10 11%) 0 10 (12%) ':_2 Hi_l'rd_] i_‘lzi_l'rd_]
Duration of aminoglycoside (days) S.001.0; 14) 300 14] TO[1LE: 14] 0185 I:-Jh.?:dﬂ.] LJ?\.?:E 1 _]
Use of aminoglycoside > 5 days 33(44%) 15 (38%) 38 (4T%D 0.347
urgical Indication (following ESC guidelines) IT(23%) TIIE%) 300(3THD 0.047 B .
Indication type 0.240 Mortality at 12 71 (6%) 4 {10%) 3 (4%) 0.344
Hemodynamic instability 1{1%) O {05} 1{1%) m':ll-.lthf'i
Infiection control 0 (IT%) 2(5%) 18 (22%)
Mechanical valvular failure 16 (13%) 5(12%) 11 (14%) Owverall mortality 41 (34%) 10 (25%) 31 (38%) 0.151
Surgery effectvely done 28 (23%) T{18%) 21 (26%) 0421 . . 7 o .
Reinfection T (6%) 2 (5%) 5 (7%) 0.855
Categorical variables an: expressed as number of events (%)
Relapse 3 (3%) 1{(2%) 2 (2%) |
Categorical variables are expressed as number of events (%)
Mortalite analizi 43. gunde;

kisa tedavi grubu 4-6 haftalari arasinda 4 ex

Gressens, S. European journal of clinical microbiology & infectious diseases. 2024
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STUDY PROTOCOL Dpen Access

Short-course antibiotic regimen compared :’
to conventional antibiotic treatment for
gram-positive cocci infective endocarditis:
randomized clinical trial (SATIE)

anda Lépez-Picado’, Vicente Peral®, Luis Maroto” and J. Alberto 5an Romidn

Dizayn: Cok merkezli, randomize, prospektif, acik etiketli, kontrollu, faz 4
Amacg: 2 hafta vs. 4-6 hafta standard tedavi (ESC)

Hasta popﬁlﬂasyomkola%:ﬂﬁ M?A@Wﬁﬂﬁkg{@aeﬂﬁg lselligle 10 gun IV ve/v.eya
post-op 27 g (R URKLY FELpitkaEa Shbh'E ROMBLIR SV Resta dahil

edilmesi planlanmis

Primer sonlanim: Tum nedenlere bagli mortalite + planlanmamis kardiyak
cerrahi + semptomatik emboli + dahil edildikten sonra 6 ay icinde relaps
Durum: 2020 Mayis—> Hasta dahil etme



? PLoOS One. 2020 Aug 3;15(8):e0237011. doi: 10.1371/journal.pone.0237011. eCollection 2020.

Four weeks versus six weeks of ampicillin plus
ceftriaxone in Enterococcus faecalis native valve
endocarditis: A prospective cohort study

Antonio Ramos-Martinez 1 ¢, Juan Manuel Pericas ¢, Ana Ferndndez-Cruz 1, Patricia Mufioz 4 2,

Maricela Valerio 4, Martha Kestler 4, Miguel Montejo &, M Carmen Farifias 7, Dolores Sousa &,
Fernando Dominguez 2, Guillermo Ojeda-Burgos 10, Antonio Plata 11, Laura Vidal 12,

José Maria Miré 13; Grupo de Apoyo al Manejo de la Endocarditis Infecciosa en Espafia (GAMES)

Dizayn: Cok merkezli, prospektif, kohort calismasi

Amag: 4 hafta vs. 6 hafta AMPISILIN+SEFTRIAKSON tedavi
kiyaslamasi

Hasta populasyonu: E. faecalis NVE

Primer sonlanim: Tum nedenlere bagli mortalite



Patients with definite native valve infectious endocarditis
n= 1978

V4 N

Other etiology n= 1583 Enterococcus faecalis n= 322

‘ Ampicillin plus gentamicin n=73

i Other treatment n= 66

—p * Ampicillin plus cefiriaxone (AC) n= 183

mmmm) “* AC 4 weeksn=39

mmmmp " AC 6 weeksn=70

* Mora than 50% of the duration of treatmant
* Patients axclusvaly treated with AC

mmmm) | * AC, different regimes n=74

Ramos-Martinez, A, Miro, J. M., & Grupo de Apoyo al Manejo de la Endocarditis Infecciosa
en Espana (GAMES) (2020). PloS one,



to the duration of antibiotic treatment.

4 weeks (n = 39)

6 weeks (N = 70 r

Site of infection

Mitral 22 (56.4) 48 (68.6) 020

Aortic 17 (43.6) 33 (47.1) 0.721

Tricuspid 1(26) 5(7.1) 0.417

Pulmonary 0 0

: e i e

Septic shock 2(5.1} 41(57) 0.922
Persistent bacteremia 6(15.4) 10(14.7) 0925
CNS vascular events 5(12.8) 12 (17.1) 0.551
Embolism & (20.5) 16 (22.9) 0.717
Heart failure 18 (46.2) 34 (48.6) 0809
Mew or worsening renal insufficiency 10 (25.6) 20 (28.6) 0.743
Echocardiographic findings

Vepetation M (87.1) 62 (88.6) 0.925

- = RS SjpSminns e

Perivalvular abscess 0 & (8.5) 0.060

Valve perforation or rupture 4(10.3) 17 (24.3) 0.060

P‘s.nl:inam:ur!,ﬁm 1{26) 3i(4.3) 0549

Intracardiac fistula 0 0
Surpical indication 17 {43.6) 45 (64.3) 0.085
Surgery performed 14 (35.9) 34 (48.6) 0,201
Duration of antibiotic treatment 32 (28-42) 42 (42-45) <0.01
Treatment with ampicillin (days) 2 (28-32) 42 (41-45) <001
Treatment with cefiriaxone (days) 29 (28-30) 43 (41-45) <001
Haospital stay (days) 40 (27-54) 51 (44-68) 0,001
3 i 1

In -hnﬁPilnl mnrlnl:it:,'

One-year mortality

4(10.3)
7(17.9)

8(11.4)
15 (21.4)

(.851
0,682

CM5: central nervous system. (Quantitative variables are reported with median and interquartile range.

'See text for relapses.

Ramos-Martinez, A, Miro, J. M., & Grupo de Apoyo al Manejo de la Endocarditis Infecciosa

en Espana (GAMES) (2020). PloS one,




Survival Functions

o e

Tani 6ncesi 3 Aydan uzun siredir - e wesks
semptomatik olanlar ==
Perivalvuler abse, kapak perforasyonu gibi N 3
komplikasyonu olan hastalar uzun sure =
tedavi koluna dahil edilmis “§ o

s

=

E 04 =

g0

2

o

o2 o  LOG-rank p=0.712

0.0 =

I I | T I I I
0 2 4 & 8 10 12

Time of Follow-up (months)
Patients at Risk

4 weeks 39 37 35 34 33 33 32
6 weeks 70 67 62 60 39 58 55

Fig X Ome-vear survival according to duration of the treatment in a series of EFIE.

Ramos-Martinez, A, Miro, J. M., & Grupo de Apoyo al Manejo de la Endocarditis Infecciosa
en Espana (GAMES) (2020). PloS one,
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Outcome of Enterococcus faecalis infective
endocarditis according to the length of antibiotic
therapy: Preliminary data from a cohort of 78
patients

. - vl 5 g T - s 5 4
Juan M Pericas 1, Carlos Cervera ¢, Asuncién Moreno 1, Cristina Garcia-de-la-Maria 1,

Manel Almela 3, Carles Falces 4, Eduard Quintana 2, Barbara Vidal 4, Jaume Llopis ©, David Fuster T,
Carlos A Mestres ® 8, Francesc Marco ?, Jose M Miré 1; Hospital Clinic Endocarditis Study Group

Dizayn: Retrospektif

Amac: Amp-CRO 4w vs 6w ve Amp-Genta 4w vs 6w

Hasta popiilasyonu: 78 EFIE hastasi-dogal ya da yapay
kapak

Primer sonlanim: Hastane i¢ci mortalite, 1 yillk mortalite ve
relaps



Table 2. Clinical profile and outcome of 78 patients with EFIE.

A+G (N =32) A+C (N = 46) P
awk(N=9) | 6wk(N=23) awk(N=14) | 6wk(N=32)
Type of endocarditis 0.001
—ative VEITE SO0y e iy e m A ey
Prosthetic valve 0 9 (39%) 0 18 (56%)
Duration of symptoms in days, median (IQR) 2(2-15) 30 (11-60) 7(3-15) 10(3-30) 0.055
= Eriorardingrapiic fearures
Presence of vegetations 7 (78%) 9 (B7%) 20 (64%) 22 (69%) 0.373
3 ¥ TSy oy ey i) Ty
| Periannular complications 0 & (26%) ] 4 (13%) 0.065
Clinical complications
Heart failure (Killip >>3) ] 10/ (44%) 1(7%) 14 (44%) 0.008
Renal failure 5 (56%) 15 (65%) 5 (36%) 10 (31%) 0.067
Major embaoli 0 7 (30%) 0 13 (41%) 0.007
Persistent bacteremia 1{11%) 1 (4%) 3(21%) 1 (3%) 0.143
Adverse effects related to antibiotic treatment
Vestibular toxicity and ototoxicity 2 (22%) 1 (4%) ] 1] 0,023
Mpyelotoxicity 0 0 1(7%) 0 0.295
Skin rash 0 1(4%) 1(7%) 1 (3%) 1.000
(.'._d:ff,l‘?:ﬁe diarrhea ] ] ] 2(6%) 0.499
Superinfection due to betalactam-resistant agents 0 1] 1] 2 (6%) 0.499
Discontinuation of antibiotic therapy 2(22%) 9 (39%) 1(7%) 1(3%) 0,003
—Lrrarcalrenraent 22205 S ey 20 el 285
Mortality
In-hospital mortality 3(33%) 6 (26%) 2(14%) 8 (25%) 0.759
One-year mortality 3 (33%) 7 (30%) 3(21%) 8 (25%) 0.901
Relapses® 1/6 (17%) 1/17 (6%) 2/12 (17%) 0/24 (0%) 0.170

Pericas 2018
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o 50 100 150
Time of follow-up (days)
Patients at risk
& weeaks treatment 42 4732 41 35
4 weaaks treatment 17 14 13 13

Sonug olarak iyi secilmis, komplike olmayan IE’ler dahi olsa AMP-CRO 4 haftalik
tedavi suresinin onerilmesi icin daha cok veriye ihtiyac
oldugunu belirtmisler



Effectiveness of Cloxacillin with and without Gentamicin in
Short-Term Therapy for Right-Sided Staphylococcus aureus
Endocarditis

A Randomized, Controlled Trial

Esteban Ribera, MD; Jose Gomez-Jimenez, MD; Emilia Cortes, MD; Oscar del Valle, MD;
Ana Planes, MD; M. Teresa Gonzalez-Alujas, MD; Benito Almirante, MD; Imma Ocana, MD;
and Albert Pahissa, MD

Background: It is often difficult to administer extended short-course therapy with penicillinase-resistant penicillin
antibiotic therapy in the hospital for right-sided Staphylo- alone and therapy with combined regimens are warranted.
coccus aureus endocarditis. Although the effectiveness of
single-drug therapy given for 4 to 6 weeks and that of
two-drug therapy given for 2 weeks have been shown, no

Ann Intern Med. 1996; 125:969-974.

Dizayn: Randomize, kontrollu calisma

Amacgc: Kloksasilin (2 g IV g4hr, 14d) tek basina vs. kloksasilin (14d)
+genta (/d)

Hasta popiilasyonu: 90 IVDU RV IE, MSSA

Primer sonlanim: 2 hafta tedavi sonunda klinik ya da mikrobiyolojik
persistan hastalik, relaps, mortalite



- Table 2. Selected Baseline Characteristics of 74 Patients I -

Table 3. Outcome of All Randomly Assigned Patients
According to Treatment Regimen (Intention-

Evaluable for the Efficacy Analysis*
Characteristic Cloxacillin-Only  Cloxacillin plus
Group (n = 38) Gentamicin Group
(n = 36)
Age, y 265+ 40 271 =34
n 30 (79) 26 72)
Positive for human immunodeficiency
virus, n (96) 35(92) 32 (89)
' T4 =37 78 = 427
Duration of symptoms, d 7.1 60 79+48
Body temperature at hospital
admission, °C 3%30=x09 8711
Dyspnea, n (%) 9(24) 10 (28)
Systolic blood pressure, mm Mg 109 = 15 170 =14
Hemoglobin level, g/l 122 =18 120 = 18
Leukocyte count, X 10°1L 88=x41 10,1 =33
Neutrophil count, X 10°L 69=+35 82=30
CD4 count, x 10°At 318 = 224 341 = 420
Serum creatinine level, wmolll 79 = 25 106 = 126
Serumn albumin level, g/l 316 30=7
Chest radsographic findings, » (%) .
Normal 16 (42) 13 (36)
=2 pulmonary emboli$ 8(21) 10 (28)
) 6(16) 7(19)
Diagnostic criteria, n (%)
Definite endocarditis 19 (50) 20 (56)
Probable endocarditis 13 (34) 12 (33)
Possible endocarditis 6(16) 4(1)
|_Size of vegetation =10 mm, n/n (%6)§ 9719 (47) 1120000) |

* Unless otherwise noted, values are the mean = SD.
1 Values are only from patients with human immunodeficency virus infection
t Two or more puimonaey infiltrates or noduies, with or without cavitation.

§ Values are number of patients with vegetation greater than or equal to 10 mmynumber
of patients in whom the size of vegetation could be determined

to-Treat Analysis)
Outcome Cloxacillin-Only  Cloxacilin plus
Group (n = 45) Gentamicin
Group (n = 45)
Successful therapy, n (%)* 34 (76) 31 (69)
Failed therapy, n (%) 11 (24) 14 (31)
Reasons for modification of therapy
(falure), n
Left-sided or pulmonic valve endo-
carditis 3 4
Streptococcus wiridans endocarditis 1 2
Osteomyelitis 1 0
Allergy to penicllin or infection
with methicillin-resistant Staphy-
lococcus aureys 1 2
Patient left hospital against meds-
cal advice 1 i
Death during treatment 1 2
Active infection at 14 days 3 2
0 1

* P > 0.2 for companson between groups.

Ribera, E (1996). Annals of internal medicine



Table 4. Outcome of 74 Patients Evaluable for the
Efficacy Analysis

Qutcome

Cloxacillin-Only  Cloxacllin plus
Group (n = 38) Gentamicin

Group (n = 36)

Relapse, n (%)

Ouiteavme dunnn troatment

| Successful therapy, n (%) 34 (89) 31 (86)
Failed therapy
Death during treatment, n (%) 1(2.5) 21(5.5)
Active infection at 14 days, n (%) 2(5.9)
Positive blood cultures 2 days after the
end of treatment, n 0

1(3)

Table 5. Recurrences of Staphylococcus aureus Bacteremia after the End of Treatment in All Study Patients

Patient Treatment Regemen Crays after Intravenous Drug Onginal Phage Group Phage Group at Diagnosis
Therapy Use Recurrende

1 Cloxacillin 102 Y i [ Reinfectson

2 Cloxacillin plus gentamicin o4 Yies ni a5 Remnfection

3 Claxacillin 19 Yiog 1l I Resnfection

4 Cloxadillin plus gentamicin ;] MO v W Relapse

3 Chowadillin pus gentamicin 39 Yes Reverse phage-Typing 34 *® 1] Reinfection

& Cloxacillin phus gentamicin 173 ¥y il W Retnfection

* Nontypable strain by routine test dilution, 100 = moubne test déution, and heat

—-




In vitro ve hayvan calismalarinda penisilinaz direncli penisilinlerin
AG ile kombinasyonunun 2 haftalik tedavisinin RVE S. aureus
|IE’lerinde etkinligi zaten gosterilmis

Bu calismada da monoterapi ile 2 hafta tedavinin yeterligi oldugu
gosterilmis

Baska calismalarla kisa sureli monoterapi etkinligi
degerlendirilmeli...

Ribera, E (1996). Annals of internal medicine



e NEW ENGLAN D
JOURNAL of MEDICINE

JANUARY 31, 2019

Partial Oral versus Intravenous Antibiotic Treatment
of Endocarditis

Dizayn: Cok merkezli, non-inferiority randomize calisma

Amac: IV antibiyotik vs. IV sonrasi oral tedavi, randomize 1:1

Hasta popiilasyonu: 400 hasta Sol kalp IE, NVE + PVE

(Streptococcus spp, Staphylococcus aureus, or Enterococcus faecalis, KNS)
Primer sonlanim: Randomizasyondan sonraki 6 ayda tum nedenlere bagl
olium+plansiz kardiyak cerrahi+ relaps+ embolizasyon

N: 199:201 (IV vs. oral)



Phases of antibiotic treatment of infective endocarditis

~NO 0 0 :

Early critical phase

Continuation phase with resting bacteria

i Inpatient treatment
i.v.rapid bactericidal
~ combinations
) Cardiac surgery, if
indicated

\J + Removal of infected
S cardiac devices

@ + Draining of abscesses

\ ! ) Complicated cases: continue inpatient i.v. treatment?

or (10
t

o

From Day 10 post-treatment initiation and/or 7 days post-surgery:
consider OPAT or oral antibiotic treatment in stable patients

L @ESc



POET: ORAL TEDAVI REJIMLERI

PEN MSSA/MSKNS MRKNS E.faecalis Streptokok pen Streptokokpen
H+Metisilin H MiK<1 mg/L MiK=1 mg/L
S.aureus/KNS
AMOX 1gx 4 + Dicloxacillin1g LZD 0.6gx?2 AMOX 1 gx4 AMOX 1gx4 LZD 0,6 g x2 and
fusidic acid x 4 and fusidic ~ and fusidic acid andRiIF0.6gx2 andRiIF0.6gx2 RIF0.6gx2
0.75g x 2 acid 0.75gx 2 0.75gx 2
AMOX 1 gx4 Dicloxacillin1g LZD0.6gx2 AMOX 1 gx4 LZD 0.6 g x 2 MOXi 0.4 g x 1
and rifampicin x4 and and rifampicin  and MOXi0.4gx andRIF0.6gx2 andRIF0.6gx?2
0.6gx2 rifampicin0.6g 0.6gx2 1

X2
LZD 0.6 g x 2 LZD 0.6 g x 2 LZD 0.6 g x 2 LZD 0.6 g x 2 MOXI 0.4 g x 1
and fusidic acid and fusidic acid and rifampicin and MOXI10.4gx andKLINO0.6g
0.75gx 2 0.75gx 2 0.6gx2 1 x3
LZD 0.6 g x 2 LZD 0.6 g x 2 LZD 0.6 g x 2
and rifampicin and rifampicin and MOXI 0.4 g x
0.6gx2 0.6gx2 1




Table 1. Characteristics of the Patients at Baseline.®

1.0+
0.9+
0.8
0.7+
0.6
0.5+
0.4+
0.3+
0.2+
0.1

Probability of Primary Outcome

G.O___E_s"‘-—:_

0

MNo. at Risk

Intravenous treatment 199
Oral treatment 201

0.15

0.10-

0.05

Intravenous treatment

T T

Oral treatment

0.00

| | | | |
120 150 180 210 240

p— I

30

192
197

T T T T | | |
60 90 120 150 130 210 240

Days since Randomization

186 183 181 176 174 28 0
196 191 188 1834 133 36 0

Intravenous ral
Treatrment Treatrment
Characteristic (M= 199) (M= 201)
Mean age — yr 67.34+12.0 67.6x:12.6
Female sex no., (9%S) 50 (25.1) 42 (20.9)
Body termperature — “C 36.9+0.45 37.0=0.44
Coexisting condition or risk factor no. (%6%)
Diabetes 36 (18.1) 31 (15.4)
Renal failure 25 (12.6) 21 (10.4)
Dialysis 13 (6.5} 15 (7.5}
COPD 17 (8.5) O (4.5)
Liver disease 7 (3.5) 6 (3.0)
Cancer 14 (7.0) 18 (9.0)
Intravenous drug use 3 (1.5) 2 (1.0)
Pathogen — no. (36)7
Strepltococcus 104 (32.3) 92 (45.8)
Emterococcus faecalis 46 (23.1) 51 (25.4)
Staphylococcus aureusy 40 (20.1) 47 (23.4)
Coagulase-negative staphylococci 10 (5.0) 13 (6.5)
Lo et oy TS OIS o T T T S LT
Hemoglobin — mmaoljliter 6.3x1.1 6.5=1.0
Leukocytes — =107 %/liter 7.6=3.6 F.222.6
C-reactive protein — m;_:_l."lit-er 24 318 4 19,9167
creatinine—ymauliter 124112 l41=164
Preexisting prosthesis, implant, or cardiac
disease — no. [9%)
Prosthetic heart valve 53 (26.6) 54 (26.9)
Pacemaker 15 {(7.5) 20 {10.0)
Other known valve disease BZ (41.2) 0 (44.8)
Cardiac involverment at randomization
— no. (363§
Mitral-valve endocarditis 65 (32.7) 72 (35.8)
Aortic-valve endocarditis 109 (54 8) 109 (54.2)
Mitral-valve and aortic-valve 23 (11.6) 20 (10.0)
endocarditis
Endacarditis in other locations§ 2 (1.0) 1]
Pacemaker endocarditis 6 (3.0) B (4.0)
vegetation size =9 mm 7(3.5) 11 {5.5)
Moderate or severe valve regurgitation 19 (9.5) 23 (11.4)
wvalve surgery during current disease 75 (37.7) 77 (3B.3)

Course

Figure 2. Kaplan—Meier Plot of the Probability of the Primary Composite

Outcome.

The primary composite outcome was all-cause mortality, unplanned cardiac
surgery, embolic events, or relapse of bacteremia with the primary pathogen,
from randomization until 6 months after antibiotic treatment was completed.
The oral treatment group shifted from intravenously administered anti-
biotics to orally administered antibiotics at a median of 17 days after the
start of treatment. The inset shows the same data on an enlarged y axis.




POET-1:
*Oral koldaki hastalar, IV tedavinin 17.gununde gecis yapmis

* Alt grup analizlerinde sonuclar benzer (kalp kapagi, etken, cerrahi-cerrahisiz)
» Calisma dizayninda asil endise gastrointestinal biyoyararlanimla ilgili

* Iki ayri mekanizmayla etki eden, farkli gruplardan iki ayri antibiyotik
kombinasyonu

* Tedavi secildikten sonra farmakokinetik sonuclara gore degisiklik yapilmamis

* SONUC OLARAK; SOL KAPAK IE’LERINDE SECILMIS HASTALARDA ORAL
TEDAVIYE GECIS ETKIN VE GUVENLI



> N Engl ) Med. 2019 Apr 4;380(14):1373-1374. doi: 10.1056/NEIMc19020"

6. Epub 2019 Mar 1

Long-Term Outcomes of Partial Oral Treatment of

Endocarditis

1.0+
o
E 09
& 0.8
=
o 0.7
E‘ 0.6 Intravenous treatment
E g
F 0.5 e
5 044 o
g 0.3 ”:;:;4—'_'_’_'_' Oral treatment
B a
E 02 -
,E 01
00 T T T T T T
4] ] Fi k! Ll 5 [ 7
Years since Randomization
Mo, at Risk
Intravenous treatrment 199 168 126 38 56 33 20 4
Oral treatment 201 175 136 9% 1] 43 25 3]

Cumulative Incidence Plot of the

Primary Composite Outcome.

Mortalite IV kolda n:54 (%27) vs.
Oral kol n:33 (%16)
HR 0.57,95% CI, 0.37 to 0.87)

Klinik olarak stabil, sol kalp
IE’sinde erken oral tedaviye gecis
gecikmis tedavi basarisizligi ile
iliskili DEGIL



Randomized Controlled Trial

# N Engl ) Med. 2022 Feb 10;386(6):601-602

doi: 10.1056/NEJMc2114046.

Five-Year Outcomes of the Partial Oral Treatment of
Endocarditis (POET) Trial

. - .1 — . . - 3
Mia M Pries-Heje 1, Christoffer Wiingaard ', Nikolaj Ihlemann *, Sabine U Gill 2, Niels E Bruun 3

| A i [ i -
Hanne Elming 3, Jonas A Povlsen 4, Trine Madsen 2, Kaare T Jensen #, Kurt Fursted ®

Martin Schultz 7, Lauge @stergaard !, Jens J Christensen #, Ulrik Christiansen 2,
Flemming Rosenvinge 2, Jannik Helweg-Larsen ', Emil L Fosbal ', Lars Kaber 1,
Christian Torp-Pedersen ?, Niels Tander ?, Claus Moser ', Kasper lversen ', Henning Bundgaard 17
POET calismasinin 5. yil
analizleri
A Composite Primary Outcome B Death from Any Cause
1.0+ 1.0+
0.8 0.8+
- Intravenous -
£ 0.6 treatment £ 0.6 Intravenous
5 _pedmmm==- e treatment
T 04 207 ' e 0.4 S .
g . et £ . - —
N Oral treatment pe ="
024 .- 0.2+ _,+" " _——s—"" Oral treatment
DD T T T T 1 U‘ﬂ T T T T 1
0 2 4 & & 10 0 2 4 6 2 10
Years since Randomization Years since Randomization
Mo. at Risk No. at Risk
Intravenous 199 152 90 41 11 Intravencous 199 172 109 32 14
treatment treatment
Oral treatment 201 169 103 33 16 Oral treatment 201 134 123 &0 17

Primer sonlanim;

Oral kol %33 vs IV kol
%45 patients HR 0.65;
95% [CI], 0.47 to 0.90)

Fark ozellikle herhangi
bir nedene bagli
mortaliteden
kaynaklaniyor (oral
kolda 47 hasta %23; IV
kol 70 hasta %35)



Accelerated treatment of endocarditis—The )
POET Il trial: Rationale and design of a o
randomized controlled trial

Lauge Ostergaard, MD, ™' Mia Marie Pries-Heje, MD, ™' Rasmus Bo Hasselbalch, MD,"” Magnus Rasmussen, MD,
PhD,© Per Akesson, MD, © Robert Horvath, MD,? Jonas Povisen, MD, PhD.* Sabine Gill, MD, PhD, " Niels Eske
Bruun, MD, DMSc, ¥ Katrine Miillertz, MD, PhD, " Christian Ditlev Tuxen, MD, PhD, ' Nikolaj Thlemann, MD, PhD,*
Jannik Helweg-Larsen, MD, DMSc, ' Claus Moser, MD, PhD, * Emil Loldrup Fosbel, MD, PhD, * Henning Bundgaard,
MD, DMSc, *** and Kasper Iversen, MD, DMSc ot Copenbagen, Aarbus, Odense, Roskilde, Hillerod, Denmark: Lund,
Sweden; and Brisbane, Australia

Dizayn: Cok merkezli, multinasyonel, non-inferiority RKC

Amac: Hizlandirilmis tedavi (2-4w) vs. standard tedavi suresi (4-6w),
randomize 1:1

Hasta popiilasyonu: Kesin sol kalp IE (Streptococcus spp,
Staphylococcus aureus, or Enterococcus faecalis)

Primer sonlanim: Randomizasyondan sonraki 6 ayda tum nedenlere
bagli olum+plansiz kardiyak cerrahi+ relaps+ embolizasyon



Table 1. Criteria for randomization

1. No further cardiac surgery planned during IE admission

2. Neutrophil leucocytes <10 * 10%/L and less than 15% increment in 3
consecutive blood samples or neutrophil leucocytes <50% of the highest
measured value; however, <13*107/L and less than 15% increment in 3
consecutive blood samples

3. CRP <40 mg/L and less than 15% increment in 3 consecutive blood
samples or CRP <50% of the highest measured value; however, <40 mg/L

4. Procalcitonin <0.5 pg/L

5. Body temperature (morning) <38.0°C for 2 consecutive days

6. Transesophageal echocardiography within® 96 h without signs of

De disease progression n can be
co equent to

ra Disease progression on TEE may include increased vegetation size, jncreased valve
regurgitation, or formation of abscess.
CRP, C-reactive protein.




Accelerated treatment of endocarditis—The m
POET Il trial: Rationale and design of a o
randomized controlled trial

Lauge Ostergaard, MD, ™" Mia Marie Pries-Heje, MD, ™" Rasmus Bo Hasselbalch, MD,” Magnus Rasmussen, MD,
PhD, © Per Akesson, MD, © Robert Horvath, MD,? Jonas Povisen, MD, PhD.© Sabine Gill, MD, PhD, ' Niels Eske
Bruun, MD, DMSc, * Katrine Miillertz, MD, PhD, " Christian Ditlev Tuxen, MD, PhD, ' Nikolaj Thlemann, MD, PhD,*
Jannik Helweg-Larsen, MD, DMSc, ! Claus Moser, MD, PhD, * Emil Loldrup Fosbel, MD, PhD, " Henning Bundgaard,
MD, DMSc, *** and Kasper Iversen, MD, DMSc ™* Copenbagen, Aarbus, Odense, Roskilde, Hillerod, Denmark: Lund,
Sweden; and Brisbane, Australia

* Calisma hala devam ediyor olarak gorunuyor
* Sonuclari hentz yayimlanmadi



BM) Open Oral switch versus standard intravenous
antibiotic therapy in left-sided
endocarditis due to susceptible
staphylococci, streptococci or

enterococci (RODEQO): a protocol for two
open-label randomised controlled trials

Adrien Lemaignen @ ,'? Louis Bernard @ " Pierre Tattevin,? Jean-Pierre Bru,*
Xavier Duval,”® Bruno Hoen,” Soléne Brunet-Houdard,® Jean-Luc Mainardi,®
Agnes Caille,>'° On behalf of the RODEO (Relais Oral Dans le traitement des
Endocardites a staphylocoques ou streptOcoques) and AEPEI (Association pour
I'Etude et la Prévention de I'Endocardite Infectieuse) study groups

RODEO-1 ve RODEO-2



S
RODEO-1 ve RODEO-2

* Dizayn: non-inferiority prospektif randomize paralel calismalar

« Amac: Sol kalp IE’de erken oral tedaviye gecisin sonuclarini
degerlendirmek

* Hasta populasyonu: 10 gun IV tedavi sonrasinda iki calismada
da 324 hasta randomize edilecek
« RODEO-1: Sol kalp IE (Staphylococcus aureus)
* RODEO-2 :Streptococcus spp, Enterococcus spp

* Primer sonlanim: Tedavi bittikten sonraki 3 ay icinde tedavi
basarisizligl (mortalite+ plansiz kardiyak cerrahi + relaps)



S
RODEO-1 ve RODEO-2

* Mudahale:
* RODEO-1; MSSA,
« <70 kg LEVO 500 mg/d + RIF 600 mg/d
« >70 kg LEVO 750 mg/d + RIF 900 mg/d

* RODEO-2; Streptococcus spp or Enterococcus spp (AMOX
MIC =0.5 mg/L)
* <70 kg Amoksisilin 3x1500 mg
* >70 kg Amoksisilin 3x 2000 mg

* Calisma statusu: Haziran 2023’te tamamlanmis, sonuclar hala
vayimlanmadi



Clinical Trial > Rew Infect Dis. 1991 Jan-Feb:13 Suppl 2:5160-3.

doi: 10.1093/clinids/1 3 supplement_2 5160,

Antibiotic management of outpatients with
endocarditis due to penicillin-susceptible
streptococci

D Stamboulian 7, P Bonvehi, C Arevalo, R Bologna, | Cassetti, V Scilingo, E Efron

Dizayn: Prospektif, randomize

Hasta popiilasyonu: Sol kalp IE Streptokok Penisilin
MIC <0.2 pyg/ml

Amac: Tek doz CRO 4 hafta (n:15) vs. CRO 2hafta+
Amoksisilin oral 2 hafta (n:15)

Sonuclar: Klinik kur iki kolda da benzer (%100)
Tek |V kolda 1 relaps



Clinical Trial > Am J Med. 1996 Jul;101(1)68-76. doi; 10.1016/s0002-9343(96)00070-8

Oral antibiotic treatment of right-sided
staphylococcal endocarditis in injection drug users:
prospective randomized comparison with parenteral

therapy
AW Heldman 7, TV Hartert, 5 C Ray, E G Daoud, T E Kowalski, V ) Pompili, 5 D Sisson, W C Tidmore
K A vom Eigen, 5 N Goodman, P 5 Lietman, B G Petty, C Flexner

Dizayn: Prospektif, randomize
Hasta populasyonu: Olasi RVE+IVDU; n: 44
Amac: Oral (Cipro+RIF) vs. IV (oksasilin ya da vankomisin)

Primer sonlanim: Test of cure blood culture (antibiyotik kesildikten sonra 6. ve 7. ve 35.
gun steril kan kaltaru)

Tedavi basarisizligi: AB’ye ragmen LVIE, kalp y etmezlli hemodinamik bozulma, MV
gefrekktlren solunum sikintisi, 10 gun tedavi sonrasinda akteriyemi nuksu, metastatik
Infeksiyon



_TABLE ]
Efficacy of Oral Versus Parenteral Antibiotics
Oral Intravenous
a. Bacteriologic evatuation of
outcome
Cured 18 22
Failed 1 3{P = 0.6)
b. Combined bacteriologic and
projected clinical evaluations of
outcame
Cured 26 30
Failed 3 3P =0.9)

Heldman, 1996



CMI COMMUNICATIONS 2 (2025) 105063
Contents lists available at ScienceDirect

"} ESCMID CMI Communications

journal homepage: www.elsevier.com/locate/cmicom

Early oral switch therapy for infective endocarditis: An international
cross-sectional survey on current use in clinical practice

Philipp Mathe *, Daniel Hornuss **, Roland Giesen ", Johannes Camp "%, Burcu Isler "
Michele Bartoletti “, Brigitte Lamy “, Laura Escola-Vergé ““, José Maria Miré Meda %",

Siegbert Rieg * ©°, On behalf of the ESCMID Study Group for Bloodstream Infections,
Endocarditis and Sepsis (ESGBIES)

74 EHU

%80’i 2.-3. seviye merkez
Katilim yeri: Avrupa n:54, Asyan: 10



Contents lists avallable at

"} ESCMID CMI Communications

Early oral switch therapy for infective endocarditis: An international
cross-sectional survey on current use in clinical practice

Philipp Mathé ", Daniel Hornuss '@, Roland Giesen”, Johannes Camp @, Burcu Isler ",
Michele Bartoletti ', Brigitte Lamy ', Laura Escola-Vergé *, José Maria Miré Meda
Siegbert Rieg , On behalf of the ESCMID Study Group for Bloodstream Infections,
Endocarditis and Sepsis (ESGBIES)

- 74 katilimcinin %50’si , sol IE’lde EOS’u hi¢c kullanmadiklarini belirtti
(36/74, %49)
- EOS kullanan katilimcilardan (n = 38) sadece 5’i olgularin >%30’unda

- NV-IE'ye kiyasla PV-IE'li hastalarda daha az siklikla kullanilmakta
- EOS en sik streptokokal NVE’de ve en az S. aureus PV-IE’li hastalarda
- Endocarditis Team varliginda EOS kullaniminda anlamli bir fark YOK
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Clinical Infectious Diseases Uy 1
J ivima
MAJOR ARTICLE ."’I.I)Sx I'F

Real-World Application of Oral Therapy for Infective
Endocarditis: A Multicenter, Retrospective, Cohort Study

Sarah Freling,'? Noah Wald-Dickler,'™ Josh Banerjee,’ Catherine P, Canamar,' Soodtida Tangpraphaphern,’ Dara Bruce,” Kusha Davar,"”

Fernando Dominguez,' Daniel Norwitz,? Ganesh Krishnamurthi," Lilian Fung,'® Ashley Guanzon,'* Emi Minejima,’® Michael Speliberg,’

Catherine Speliberg,’ Rachel Baden,' Paul Holtom," and Brad Spellbery'

"Department of Medicing and Infectious Diseases, Los Angeles County + University of Southean California Medical Center, Los Angeles, Califomda, USA; “Department of Medicing, Keck School of
Medicine-LUnnversity of Southem California, Los Angeles, Califomia, USA; “Department of Integrative Anatomical Sciences, Keck School of Medicing—University of Southam Califomia, Los Angeles,
California, 5A; and *Depanmeant of Prarmacy. Uniersity of Southeen California Mann School of Pharmacy and Phamaceutical Soences, Lis Angeles, California, USA

Background, We sought to compare the outcomes of patients treated with intravenous (IV)-only vs oral transitional
antimicrobial therapy for infective endocarditis (IE) after implementing a new expected practice within the Los Angeles County

Department of Health Services (LAC DHS).

Dizayn: Cok merkezli, retrospektif, 2023
Amag: IV tek basina vs. IV->Oral

Primer sonlanim: 90. gunde klinik basari
(mortalite olmamasi ve bakteriyemi nuksu ya
da tedaviye sekonder komplikasyon
olmamasi)



Table 1. Demographics by Treatment Arm

Demographic Intravenous Therapy (n=211) Oral Therapy (n=48) FValue
Race .18
Asian 13 (6.2) 214.3)
Black 16 (7.6) 7115.2)
White 31 (14.7) 5(10.9)
Hispanic 129 (61.1) 29 (63.0)
Other? 22 (10.4) 3 (6.5)
Gender
Female 59 (28.0) 14 (30.4) 22
___Mala 152 (72.0) 32 (89 &)
Median age (IQR), y b5 (42-65) 39 (30.5-61.8) 01
Key Teatures
Endocarditis definite 128 (60.7) 28 (60.9) .98
Endocarditis possible, total 83 (39.3) 18 (39.1) .98
Clinical 44 (20.9) 12 (26.1) 29
Duke's criteria 39 (18.5) 6 (13.0) 29
Prosthetic valve® 31014.79) 4 (8.7) 28
PPM or ICD" 20 (9.5) 1(2.2) .08
CVC” 2o (12.3) T12.2) 03
PPM and CVC 1 (0.5) 0 (0.0) >.99

Freling. CID, 2023.



Table 1. Demographics by Treatment Arm

Demographic Intravenous Therapy (n=211) Oral Therapy (n=46) P\alue
Taﬁvmnm ot
A A7 (22.3) 2 (6.5) .01
AN 48 {21.8) 9(19.6) 74
P 411.9) 0 (0.0} .86
™ 13 (8.2 16 (34.8) <.00M
BV + v T T Z1E3] pey |
AW+ TV 1{0.5) 11(2.2) =.99
MV + TV 4{1.9) 0 (0.0} .86
AV 4+ MYV + TV 2109 0 0. .99
Unknown/presumed 57 (26.9) 16 (32.6) A4
[etn] 12167 0 (0.0 A2
____DOther® 8128 0 (0.0} =0
Any left-sided involvement 117 (5L.5) 15 (32.6) 004
Surgical management, total 61 (24.2) 14 (30.4) 73
T EATNy vaIve Tepiacemient or JOTTEA] TITZE3]
ICD removal®
Post-Tx valve replacement or g212.8) 11(2.2)
ICD removal
Early valve repair 20.4 0 (0.0}
Post-Tx valve repair 1 (0.6} 0 (0.0}
Stable housing during treatment 191 (90.5) 40 (87.0) A7
Comorbidity
Diabetes mellitus 75 (355} 9{19.6) 04
Chronic kidney disease © 41 (19.4) 9 (19.6) .98

End-stage renal disease 42 {19.9) 112.2) 001

dialysis-dependent”
i R 10004 1} b I ‘)} AD
pulmonary disease
Liver disease 28 {(18.5) 14 (30.4) .07
Cancer 18 (8.5 5(10.9) .20
Injection drug use 2. 18.0 17 (37.00 .01
Median time to last follow-up 204 (51-4858) 83.5 (26-279) 02

(1aR), d

Diata are presented as number (%] unlass otherwise indicated.

Abbrewnations: AV, aortic valve; CVC, central venous catheter; ICD, implantable cardiac defibnllator or pacemaker; |QR, intergquartile range: MY, mitral valee; PPM. permanent pacemaker;
PV, pulmonary valve; TV, tricuspid valwe, Tx, treatment.

"Specifics not reported, not Hispanic/Lating, Middle Eastern, Armenian, Mative American.,
resen e aamesen Freling. CID, 2023
“Right atnal vegetation/suspected infected thrombi (4), left ventricular outflow tract vegetation (1), supenor vena cava echo density (2], nght ventricle mid-septum vegetation (1). re ’ng' 3 hd



IV GRUP n:211 ORAL GRUP n:46 p
S. aureus %52.1 %63 .18
MRSA %20.4 %38.1 .04
Streptococcus spp. %28.4 %21.7
Klinik basari 90.gun  %84.4 %87 .66
Klinik bagari son %82.0 %76 .36
vizitte
Readmissions %34 %26 .29
within 90 days
KC hastalig %87 %57 .02
olanlarda son vizitte
klinik basari
Tedaviyi %7 %6.5
tamamlayamama
Istenmeyen etki %27 %9 .004

Fretling. CID, 2023.



KESIN IE TANISI ALANLARDA PRIMER SONLANIM VERISI

IVGRUP n:128 ORAL GRUP n:28 p

90.Gun klinik basari %82 %89 27
Alive %91.5 %96.4 .56
Nuks bakteriyemi %96 %96 >.99
Tedaviye sekonder %88 %96 13

komplikasyon olmamasi

Sonug: lyi secilmis hasta grubunda MRSA |E’si dahil oral tedavi ile klinik basar
saglanabilir

LZD en ¢ok kullanilan oral tedavi; STATIK vs. SIDAL konusu.... 2??
Oral ardisik tedavi kolunda daha uzun Sure IV lead-in periyotu klinik sonlanima olumlu

katki saglamamis- yani oral tedaviye gecmeden once |V tedavinin gereksiz uzatilmamali;
tecrubeyle IV LEAD-in suresi ters orantili
Freling. CID, 2023.



IE TANISI

> Int J Antimicrob Agents. 2019 Aug;54(2):143-148. doi: 10.1016/}.ijantimicag.2019.06.006

Epub 2019 Jun 8

High-dose trimethoprim-sulfamethoxazole and
clindamycin for Staphylococcus aureus endocarditis

o, 1 o & ’ 2 . 3
Hervé Tissot-Dupont ', Frédérique Gouriet !, Leopold Oliver 2, Matthieu Jamme 3,
Jjean-Paul Casalta ', Marie-Thérése Jimeno 4, Florent Arregle 2, Cécile Lavoute ®, Sandrine Hubert 2,

5h <he £ S an . . B 4 X L 5 ! R e 7
Mary Philip 7, Héléne Martel ?, Alberto Riberi ®, Gilbert Habib *, Didier Raoult

) | )

TMP-SMZ 960/4800 mg IV TMP-SMZ 160/800 mg PO

=
Klindamisin 1800mg IV
7 giin

gunde 6 tablet
5 hafta

I. Klinik olarak Stabil ve acil kardiyak cerrahi planlanmiyor
ll. 1V tedaviyle bakteriyemi control altinda
IIl. GIS emilimi problemi yok
V. IV tedavinin daha iyi olabilecegini dusunduren pSikoSoSyal
faktorler yok
V. Invitro duyarli oral Secenek mevcut



I
T&C vs. Standard tedavi (oksasilintgenta ya

da vanko +g&n?ta) STANDARD n:170 ITT analizi p

Vejetasyon + %64 %82 .001

Ort. Hastane yatisi 30 glin+3 39 glin+5 .0007

MRSA Kontrol grubunda hastane yatisina sekonder
komplikasyonlar, coklu organ yetmezligi daha

Dogapl\\l;apak sik

TV Oral tedavi seceneklerinin bircok etkende
Toplam mortali standard tedavilerden basarisiz oldugunu 24
gosteren veri yok
Hastane ici mo TMP-SMZ tedavisi de S. aureus IE’lerinde 1o

30.Gun mortali

alternatif olarak akilda bulunmali
90.Gun mortali O 5
Bakteriyemi relapsi %4 %6 .46
Erken relaps (<30 GUN) 1 hasta 9 hasta .004

Dupont, IJAA 2019




network | Open. o

Consensus Statement | Infectious Diseases

Guidelines for Diagnosis and Management of Infective Endocarditis in Adults
A WikiGuidelines Group Consensus Statement

Emily G. McDonald, MD, MSc; Gloria Aggrey. MD; Abdullah Tank Aslan, MD; Michael Casias, PharmD, BCIDP, AAHIVP; Nicolas Cortes-Penfield, MD:

Mei Qin (Denise) Dong, PharmD; Susan Egbert, PharmD; Brent Footer, PharmD: Burcu Isler, MD; Madeline King. PharmD; Mira Maximos, PharmD, MSc, ACPR;

Terence C. Wuerz, MD, MSc; Ahmed Abdul Azim, MD; Jhongert Alza-Arcila, MD; Anthony D. Bai, MD; Michelle Blyth, MD, MSPH; Tom Boyles, MD; Juan Caceres, MD;
Devin Clark, MD; Kusha Davar, MD, MBA, MS; Justin T. Denholm, BMed, PhD; Graeme Forrest, MBBS; Bassam Ghanem, PharmD, MS, BCPS; Stefan Hagel, MD, MS;
Alexandra Hanretty, PharmD; Fergus Hamilton, MD; Philipp Jent, MD; Minji Kang, MD: Geena Kludgan, PharmD, BCIDP; Tim Lahey, MD, MMSc; Jonathan Lapin, PharmD;
Rachael Lee, MD, MSPH; Timothy Li, MD; Dhara Mehta, PharmD, BCIDP; Jessica Moore, PharmD, MS; Clayton Mowrer, DO, MBA; Georges Ouellet, MD;

Rebecca Reece, MD; Jonathan H, Ryder, MD; Alexandre Sanctuaire, PharmD, MSc;: James M. Sanders, PharmD, PhD; Bobbi Jo Stoner, PharmD, BCPS:

Jessica M. So, MD, MS, MPH; Jean-Frangois Tessier, BSc, MSc; Raghavendra Tirupathi, MD; Steven Y. C. Tong. MBBS, PhD; Noah Wald-Dickler, MD;

Arsheena Yassin, PharmD; Christina Yen, MD; Brad Spellberg, MD; Todd C. Lee, MD, MPH

High-quality, hypothesis-confirming data: 21
yeterli gicte RKC ile =1 diger uyumlu,
prospektif, kontrolli klinik calismaya (ikinci
bir RKC YA DA yari deneysel calisma YA DA
pragmatik klinik calisma YA DA tarihsel
kontrollu calisma)



JAMA Network Open | Infectious Diseases Guidelines for Diagnosis and Management ¢

Question 3: Can Oral Antimicrobial Therapy Be Used to Treat IE? (Clear Recommendation)
We can provide a clear recommendation for this question. Three randomized clinical trials have
established that transition from initial intravenous therapy to oral therapy is at least as effective as

3 RKC (lversen 2019, POET. Stamboulian 1991. Heldman

1996.)

- Cok sayida oral ab’nin serum konsantrasyonunun hedef m.o
MIK’inin Gzerinde oldugunu destekleyen farmakolojik veri

- Cok sayida gozlemsel calisma

- Hicbir klinik ya da gozlemsel calismada “ sadece |V tedavinin”

“modern oral tedaviye” Ustiin oldugu GOSTERILEMEMIS

Wikiguideline consensus statement 2023.



Table 3. Summary of Oral Transitional Antibiotics Used in Published Clinical Studies®

Drug Organism Dose References
Amoxicillin » Sensitive streptococci (with or without combination treatment) 1 g 4 times daily Iversen et al,>® 2019; Stamboulian et al,®*
* Enterococci (only in combination with rifampin or linezolid) 1991
Dicloxacillin Sensitive staphylococci (data from RCT only in combination with 1 g 4 times daily Iversen et al, 2019°°
rifampin)
Levofloxacin® Sensitive staphylococci (only in combination with rifampin) 750 mg once daily Iversen et al,> 2019; Heldman et al,®? 1996
Moxifloxacin Sensitive streptococci, enterococci, or staphylococci 400 mg once daily Iversen et al,®> 2019
(only in combination with amoxicillin, rifampin, or linezolid)
TMP-SMX Sensitive staphylococci 960 mg or 4800 mg daily in Tissot-Dupont et al,*® 2019; Freling et al,*’
divided doses 2023
Linezolid Sensitive gram-positive cocci (alone or in combination with rifampin, 600 mg twice daily Iversen et al,>> 2019; Tascini et al,®® 2011;
moxifloxacin, or amoxicillin)* Falagas et al,®® 2006; Colli et al,”® 2007;
Mufioz et al,”t 2007; Freling S et al,*” 2023
Rifampin Only as adjunctive agent (as previously described) 600 mg once or twice daily Iversen et al,®® 2019; Heldman et al,®? 1996;

Acocella G,”? 1983; Freling et al,%” 2023

Abbreviations: RCT, randomized clinical trial; TMP-SMX, trimethoprim- emergence of staphylococcal resistance. Levofloxacin or moxifloxacin are preferred to
sulfamethoxazole. ciprofloxacin due to enhanced in vitro activity against staphylococci, but generally only
2 Combination regimens were used in the largest RCT: other published regimens have in combination with a second agent.
included either monotherapy or combination therapy regimens.? © For most patients in published studies, linezolid was used alone; but in some
® The study used ciprofloxacin rather than levofloxacin, the latter of which was not yet references,**' linezolid was given in combination with rifampin, moxifloxacin, or
clinically available. However, in ensuing years, ciprofloxacin experienced rapid amoxicillin.
[El JAMA Network Open. 2023;6(7):e2326366. doi:10.1001/jamanetworkopen.2023.26366 July 31,2023  9/17

Wikiguideline consensus statement 2023.



JAMA Network Open | Infectious Diseases Guidelines for Diagnosis and Management ¢

Question 4: If Oral Antimicrobial Therapy Is Used in the Treatment of IE, Are There Preferred
Agents, Is a Specific Duration of Intravenous Lead-In Therapy Necessary, and What Are
Reasonable Clinical Criteria for Patient Selection? (Clinical Review)

Not all oral antimicrobial agents are likely candidates for treatment of IE. Historical experience
suggests that older sulfonamides, tetracyclines, and macrolides may lead to poor outcomes perhaps

- Kotrimoksazol; baslangic IV tedavisi olarak 2 RKC’de inferior
bulunmustur

- POET calismasindaki gbi kombinasyon tedavisi sart mi???
Bazi secenekler icin monoterapinin etkinligini gosteren
veriler mevcut

- IV baslangic tedavi suresi ne kadar olmali ? Bir RKC’de hic¢ IV
tedavi onerilmemis!!!

Wikiguideline consensus statement 2023.



JAMA Network Open | Infectious Diseases Guidelines for Diagnosis and Management ¢

Question 4: If Oral Antimicrobial Therapy Is Used in the Treatment of IE, Are There Preferred
Agents, Is a Specific Duration of Intravenous Lead-In Therapy Necessary, and What Are
Reasonable Clinical Criteria for Patient Selection? (Clinical Review)

Not all oral antimicrobial agents are likely candidates for treatment of IE. Historical experience
suggests that older sulfonamides, tetracyclines, and macrolides may lead to poor outcomes perhaps

Hasta Secimi:

1. Klinik olarak stabil ve kaynak kontrolu icin acil cerrahi endikasyon bulunmamasi; ve

2. Bakteriyeminin kaynak kontroline gerek kalmaksizin dizelmis/ dizelmekte olmasi; ve
3. Etkenin in vitro olarak duyarli oldugubir oral antibiyotik rejiminin mevcut olmasi; ve

4. Gis emilimi sorunu olmamasi

Wikiguideline consensus statement 2023.



JAMA Network Open | Infectious Diseases Guidelines for Diagnosis and Management ¢

Question 5: What Is the Recommended Duration of Antimicrobial Therapy for IE?

(Clinical Review)

Left-Sided IE | Evidence to support durations of treatment for IE are almost entirely observational,
and most durations are based on historical practice. One RCT”® established that penicillin-
susceptible streptococcal endocarditis treated with 2 weeks of combination therapy with ceftriaxone

Sol kapak IE

- Calismalar genellikle gozlemsel
- 1 RKC (Sexton, 1998); Pen S Streptokok Genta+CRO 2w = CRO 4w
- Diger m.o’lar icin veri yok, tedavi prensipleri tarihsel gozlemsel calismalara
dayaniyor
- Stafilokok; 6w
- Enterokok; 6w
- HACEK; 4w
- PVE; 6w; kanit duzeyi yuksek verilerden ziyade uzman goruslerine dayanmaktadir
- SATIE ve POET 2 calismalarinin sonuclari beklenmekte



JAMA Network Open | Infectious Diseases Guidelines for Diagnosis and Management ¢

Question 5: What Is the Recommended Duration of Antimicrobial Therapy for IE?

(Clinical Review)

Left-Sided IE | Evidence to support durations of treatment for IE are almost entirely observational,
and most durations are based on historical practice. One RCT”® established that penicillin-
susceptible streptococcal endocarditis treated with 2 weeks of combination therapy with ceftriaxone

Sag kapak IiE

- Komplike olmayan MSSA, prospektif gozlemsel ve RKC
- 2w tedavi yeterli (Ribera 1996); bu calisma sureyi degil kombi vs.
monoterapiyi degerlendiren bir calisma
- Optimal tedavi sureleri icin yuksek kanit diuzeyi olan veriler yok
- Komplike Sag kalp iE’lerinde tedavi siiresini belirleyebilecek veri
yok, kanit olmasa da daha uzun tedaviler kullaniliyor
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