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ABSTRACT

BACKGROUND
In patients with infective endocarditis on the left side of the heart, the current recom- The authors’ full names, academic de-
mendation of up to 6 weeks of antibiotic therapy is based largely on expert consensus grees. and affiliations are listed at the end
.. .. . e . of the article. Kasper Iversen can be con-
opinion. Whether a clinical response—tailored antibiotic management Strategy Can  cied at kasper.karmark.iversen@regionh
shorten treatment duration without compromising safety is unclear. .dk or at the Department of Cardiology,
Copenhagen University Hospital-Herlev
METHODS and Gentofte Hospital, Boergmester Ib
In this international, open-label, randomized trial, we assigned adults in stable condi- Juuls Vej 1, 2730 Herlev, Denmark.

tion with infective endocarditis caused by Staphylococcus aureus, Enterococcus faecalis, OF  « complete list of investigators in the
streptococcus species to receive either response-tailored or standard-duration antibi-  POET Il trial is provided in the Supple-
otic therapy. Before randomization, all the patients received at least the prespecified ~ mentary Appendix, available at NEJM.org.
2 to 4 weeks of therapy and met criteria for clinical stabilization. After randomization, This article was published on August 28,
patients in the tailored-therapy group discontinued antibiotics and those in the stan- 2026, at NEJM.org.

dard-therapy group continued standard treatment (total duration, 4 to 6 weeks). The DOI:10.1056/NEJMoa2607887

primary efficacy end point was days alive without antibiotic treatment for infective ©eprright © 2026 Massachusetts Medical Society.
endocarditis or bacteremia within 6 months after randomization (tested for superior-

ity). The primary safety end point was a composite of death from any cause, unplanned

cardiac surgery, or symptomatic embolic events within 6 months after randomization

(tested for noninferiority; margin, 7.5 percentage points). Relapse of bacteremia or

infective endocarditis was a key secondary end point.

RESULTS
A total of 508 patients underwent randomization, with 255 assigned to response-
tailored therapy and 253 to standard-duration therapy. The median time alive with-
out antibiotic treatment was 183 days (interquartile range, 181 to 183) with tailored
therapy and 169 days (interquartile range, 166 to 171) with standard therapy (Hodges—
Lehmann estimated difference, 13 days; 95% confidence interval [CI], 12 to 13;
P<0.001 for superiority). A primary safety end-point event occurred in 21 patients
(8.2%) with tailored therapy and in 27 patients (10.7%) with standard therapy (abso-
lute between-group difference, —2.4 percentage points; 95% CI, —7.7 to 2.7; P<0.001
for noninferiority), indicating noninferiority. Relapse occurred in 13 patients (5.1%)
with tailored therapy and in 4 patients (1.6%) with standard therapy (P=0.04).
CONCLUSIONS

Among patients with infective endocarditis on the left side of the heart, the use of a
response-tailored antibiotic strategy resulted in a longer time alive without antibiotic
therapy than standard-duration therapy and met the criterion for noninferiority with
respect to safety but was associated with a higher incidence of relapse of bacteremia
or infective endocarditis. (Funded by Sygeforsikringen “danmark” and others; POET IT
ClinicalTrials.gov number, NCT03851575.)
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Enfektif Endokarditte Yanit-Temelli veya Standart Siireli Antibiyotik Tedavisi
Giris

Sol kalp enfektif endokarditi, yliksek mortalite riski tasiyan ciddi bir enfeksiyondur ve geleneksel
olarak 4-6 haftalik antibiyotik tedavisi 6nerilmektedir. Ancak bu tedavi sliresi biiyik 6lglide uzman
gorusline dayanmaktadir. POET | calismasinin secilmis hastalarda intraveno6z tedaviden oral tedaviye
gecisin glivenli oldugunu géstermesinin ardindan, POET Il calismasinda klinik yanita gore antibiyotik
tedavisinin daha erken sonlandirilip sonlandirilamayacagi arastiriimistir.

Yontem

POET Il, Danimarka, isvec ve ABD’de 13 merkezde yiiriitiilen acik etiketli, randomize kontrollii bir
cahismadir. Sol kalp enfektif endokarditi olan, belirlenmis 2—4 haftalik antibiyotik tedavisini
tamamlayan ve stabilizasyon kriterlerini karsilayan 508 eriskin calismaya dahil edildi. Etkenlerin
%57’si Streptococcus spp., %24°G S. aureus, %19’u E. faecalis idi. Minimum tedavi slresi S. aureus icin
2—-4 hafta, E. faecalis icin 4 hafta ve Streptococcus spp. icin 2—3 hafta, kapak cerrahisi sonrasi kiltir
negatif olanlarda bu siire 1 hafta olarak belirlendi. Randomizasyon 6ncesinde hastalarin dnceden
tanimlanmis POET stabilizasyon kriterlerinin tamamini karsilamasi gerekiyordu. Bu kriterler; mevcut
endokardit yatisi sirasinda ek kardiyak cerrahi planlanmamasi, nétrofil 16kosit sayisinin <10x10°/L
olmasi ve ardisik U¢ 6lgimde <%15 artis gostermesi veya pik degerin <%50’sine diismesi; alternatif
olarak nétrofil I6kosit sayisinin <13x10°/L olmasi ve <%15 artis gostermesi; CRP’nin <40 mg/L olmasi
ve ardisik Gi¢ 6lcimde <%15 artis gbstermesi veya <40 mg/L olmasi ve pik degerin <%50'sine diismesi,
prokalsitoninin <0,5 pg/L olmasi, sabah 6lciilen viicut sicakliginin ardisik iki glin <38,0°C olmasi ve son
96 saat icinde yapilan transézofageal ekokardiyografide hastalik progresyonu bulunmamasi olarak
tanimlandi. Ekokardiyografik progresyon; vejetasyon boyutunda artis, kapak regirjitasyonunda artis
veya apse gelisimi olarak kabul edildi. Bu kriterleri karsilayan hastalar yanit-temelli tedavi (n=255)
veya standart sireli tedavi (n=253) grubuna randomize edildi. Yanit-temelli grupta antibiyotik tedavisi
randomizasyon sonrasinda sonlandirilirken, standart tedavi grubunda tedavi 6nceden belirlenen
standart siireye tamamlandi.

Birincil etkinlik sonlanimi, 6 aylik takipte hastalarin hayatta oldugu ve enfektif endokardit veya
bakteriyemi nedeniyle antibiyotik tedavisi almadigi glin sayisiydi. Birincil glivenlik sonlanimi 6lim,
planlanmamis kalp cerrahisi veya semptomatik embolik olaylardan olusan bilesik sonlanimdi.

Bulgular

Enfektif endokardit veya bakteriyemi olmaksizin antibiyotiksiz sagkalim siresi yanit-temelli grupta
medyan 183 giin, standart tedavi grubunda 169 glindi (p<0,001). Birincil glivenlik sonlanimi yanit-
temelli ve standart siireli tedavi gruplarinda sirasiyla %8,2 ve %10,7 oraninda goérildi; yanit-temelli
tedavi, standart siireli tedaviye gore noninferior bulundu. (fark -2,4 yiizde puani; %95 GA, -7,7-2,7;
p<0,001). Ayni etken mikroorganizmaya bagl bakteriyemi veya enfektif endokardit niiksi, yanit-
temelli tedavi grubunda daha sikti (%5,1’e karsi %1,6; p=0,04). (%5,1’e karsi %1,6; p=0,04). Niks
orani E. faecalis icin %6,4, S. aureus i¢in %3,3 ve Streptococcus spp. igin %2,4't0.

Sonug



Yanit-temelli tedavi antibiyotik maruziyetini azaltirken birincil glivenlik sonlanimi agisindan standart
tedaviye noninferior bulunmus, ancak niiks daha sik gérilmustir. Nikslerin gogu komplikasyonsuz
seyretmis ve yeniden antibiyotik baslanarak yonetilmistir. E. faecalis endokarditinde niiks ve glivenlik
olaylari daha sik olmakla birlikte, bu alt grupta planlanan 6rneklem biykligine ulasilamamasi
nedeniyle kesin bir sonuca varilamamistir.

Sonuglar tiim enfektif endokardit hastalarina genellenmemelidir. Yanit-temelli yaklasim, akut donemi
atlatmig ve klinik, laboratuvar ve goriintiileme stabilizasyon kriterlerini karsilayan segilmis hastalarda
degerlendirilmistir. POET Il, bu hastalarda antibiyotik tedavisinin daha erken sonlandirilabilecegini
gosterirken, bu kazanimin artan niks riskiyle birlikte degerlendirilmesi gerektigini ortaya
koymaktadir.

Klinik Cikarim

Yanit-temelli tedavi, her enfektif endokardit hastasi icin uygun degildir. Minimum tedavi siresini
tamamlayan ve POET stabilizasyon kriterlerini karsilayan secilmis sol kalp enfektif endokarditi olan
hastalarda antibiyotik maruziyetini azaltabilir; ancak artmis niiks riski hasta se¢ciminde dikkate
alinmalidir.



