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Antibiyotik

* Yan etki Uzun siireli kullanim
* Direng B Sekonder hasara en biyuk katkiyi
* Stiperenfeksiyon B saglayan uygunsuz kullanim

\

Her bir ek tedavi gliniinde
* Yan etki riskinde %4'ltk
* Direnc riskinde %3'luk bir artis

CMI, November, 2021, Estimating dailiy antibiotic harms..



Kisa suireli tedavi

Yetersiz yanit?

‘ Uzun sireli tedavi

Sekonder hasarlar?




Tedavi Suresi Ne Olmah ?

/e Bakteriyemi )
* Pndmoni N
* Uriner enfeksiyon

* Intraabdominal enfeksiyon
- / N
* Cilt yumusak doku enfeksiyonu > Spesifik kilavuzlar ..
 Kateter iliskili KDE

 SSS enfeksiyonlar

* Endokardit —

* Diger uzun sureli kullanimlar...

www.clinicaltrials.gov (registration number: NCT03005145).


http://clinicaltrials.gov/show/NCT03005145

Bakteriyemide Tedavi Suiresi

Konak Enfeksiyon
faktori (7 \,cfiddeti

Primer\
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Havey et al. Critical Care 2011, 15:R267
http://ccforum.com/content/15/6/R267 c CRITICAL CARE

RESEARCH Open Access

Duration of antibiotic therapy for bacteremia: a
systematic review and meta-analysis

Thomas C Havey', Robert A Fowler'” and Nick Daneman'~"

e 24 RKC = 13’ uygun
* (1947-2010 arasi)

Sistematik derleme

- Metaanaliz

e Kisa (5-7 glin) vs uzun (7-21 giin) tedavi suresi
e Sonlanim: Klinik kiir, mikrobiyolojik kiir ve sagkalim

Havey TC, et al. Crit Care. 2011;15(6):R267.



Havey et al. Critical Care 2011, 15:R267

http://ccforum.com/content/15/6/R267 @ CRITICAL CARE

RESEARCH Open Access

Duration of antibiotic therapy for bacteremia: a
systematic review and meta-analysis

Thomas C Havey', Robert A Fowler'? and Nick Daneman'*

* 155 bakteriyemik hasta calisma icin uygun
* Neonatal bakteriyemi (66)
* intraabdominal enfeksiyon (40)
* Piyelonefrit (9)
* Pnédmoni (40)

* Ayaktan/yatan hasta..
e Oral, IM, IV tedavi
* Tedavi aralig| cok genis...

Sistematik derleme

- Metaanaliz

Havey TC, et al. Crit Care. 2011;15(6):R267.



e coment/ 15/t Rty @ CRITICAL CARE Sistematik derleme

- Metaanaliz

RESEARCH Open Access

Duration of antibiotic therapy for bacteremia: a
systematic review and meta-analysis

Thomas C Havey', Robert A Fowler'” and Nick Daneman'~"

Kisa (5-7 giin) ve uzun (7-21 glin) tedavi arasinda;
e Klinik ktr

* Mikrobiyolojik kir ve

e Sagkalim acisindan anlamli bir fark YOK

Havey TC, et al. Crit Care. 2011;15(6):R267.



BM) Open Bacteremia Antibiotic Length Actually

Needed for Clinical Effectiveness
(BALANCE) randomised clinical trial:
study protocol

RKC, Kanada, cok merkezli (6 tlke, 60 hastane)
* Nozokomiyal kan dolasimi enfeksiyonu: Kisa (7 gtin) ve uzun (14 glin) sireli tedavi
* Hipotezleri: Kisa sureli tedavinin uzun streli tedaviden non-inferior

* Dislama kriterleri:
» Hasta faktorleri (ciddi immiinosupresyon)

* infeksiyon bolgesi faktdrleri (endokardit, osteomiyelit, drene edilmemis apseler, enfekte
protez materyali)

* Patojen faktorleri (S. aureus, S. lugdunensis, Candida ve kontaminant m.o.)

www.clinicaltrials.gov (registration number: NCT03005145).



http://clinicaltrials.gov/show/NCT03005145

BM) Open Bacteremia Antibiotic Length Actually

Needed for Clinical Effectiveness
(BALANCE) randomised clinical trial:
study protocol

* Primer sonlanim: 90-glinlik survival (%4 marjin)

* Sekonder sonlanim:
 Hastane ve YBU mortalitesi
Bakteriyemi relaps orani
Hastane ve YBU yatis siiresi
MV ve vazopressor suresi
Antibiyotik-free glin sayisi
C. difficile enfeksiyonu, antibiyotik alerjisi, yan etkiler ve direncli m.o kolonizasyon/enfeksiyon



Daneman et al. Trials (2018} 19111
DOl 1001 186/513063-018-2474-1 Tria |S

7 versus 14 days of antibiotic @ | |

treatment for critically ill patients with o 80050154025 Trials
bloodstream infection: a pilot randomized

clinical trial
Nick Daneman'”, Asgar H. Rishu”, Ruxandra Pinto’, Pierre Aslanian®, Sean M. Bagshaw”, Alex Carignan®, , A pi|0t randomized controlled trial of 7 c%,

versus 14 days of antibiotic treatment for
bloodstream infection on non-intensive
care versus intensive care wards

Nick Daneman'’, Asgar H. Rishu’, Ruxandra Pinto’, Yaseen Arabi’, Emilie P. Belley Cote®, Robert Cirone”,
Mark Downing®, Deborah ). Cook’, Richard Hall®, Shay McGuinness”, Lauralyn Mclntyre Y John Muscedere',

 BALANCE calismasinin pilot calismalari

* YBU: 115 hasta (55 vs 59) ve klinik: 134 hasta (66 vs 68)

e Tum enfeksiyon odaklari...

 Tum patojenler... (S. aureus, S. lugdunensis, fungus disinda)
* Gruplar arasinda 90-gunlik mortalite acisindan fark YOK



Gram-negatif Bakteriyemide Tedavi Suresi

. Ucg tane cok merkezli RKC: Komplike olmayan GN bakteriyemide 7 giinliik
tedavinin 10-14 guinliik tedaviye non-inferior oldugu gosterildi

. Bu calismalara dahil edilen hastalar genellikle:
> immiinokompetan
> 2-4 glinlik tedaviden sonra atessiz ve klinik olarak stabil
> Kontrolstiz enfeksiyon odagi veya protez cihazlari yok

» Tedavi kesilmesi icin kontrol kan kiltiirii almaya gerek yok (Diger
durumlarda 2-4. gtinde en az bir set kan kiltlra)

Antibiotics 2022, 11, 362. ttps://doi.org/10.3390/antibiotics11030362



Research

JAMA | Original Investigation

Effect of C-Reactive Protein-Guided Antibiotic Treatment Duration,
7-Day Treatment, or 14-Day Treatment on 30-Day Clinical Failure Rate
in Patients With Uncomplicated Gram-Negative Bacteremia

A Randomized Clinical Trial

* RKC 1:1:1

Nisan 2017 — Mayis 2019

Komplike olmayan GN bakteriyemide tedavi slresi
7-gunluk tedavi, CRP-kilavuzlu tedavi, 14-glinlik tedavi

* Primer sonlanim: 30-glinlik klinik basarisizlik (reklrren bakteriyemi, lokal
suipuratif lezyon, uzak komplikasyon, klinik kotulesme nedeniyle GNB tedavisinin
yveniden baslanmasi, herhangi bir neden bagli 6lim)

* Sekonder sonlanim: 90-glinltk klinik basarisizlik

von Dach E, et al. JAMA June 2, 2020 Volume 323, Number 21



Komplike Olmayan GN Bakteriyemi

Randomizasyon 5. glinde yapilmis

CRP-kilavuzlu tedavi: median 7 giin (IQR 6-10, dagilim 5-28)

30-glinliik primer sonlanima ulagma: 7 glin, 14 giin ve CRP-kilavuzlu
* CRP kilavuzlu: 4/164 (%2.4) tedavide 30 giinliik klinik
e 7 gunlik tedavi: 11/166 (%6.6)
* 14 giinltk tedavi: 9/163 (%5.5) ba§ar|5|zl|I;:I{;n\:grll(ag|smdan
90-glinliik sekonder sonlanima ulagsma: ) .
* CRP kilavuzlu: 10/143 (%7.0) Kaynak kontroliine sahip + 5.
« 7 glinlik tedavi: 16/151 (%10.6) gline kadar yanit var: Ister 14
* 14 gunlik tedavi: 14/153 (%10.5) ister 5 gunluk antib. ile tdv

edilsin basarisizlik az




Sistematik derleme

Received: 23 July 2020 Revised: 27 August 2020 Accepted: 7 September 2020

DOI: 10.1111/jcpt. 13277 _ M eta a n a I iz

ORIGINAL ARTICLE €l1:r:l;Tl Pharmacy and Therapeutics . WI LEY

Short-course versus long-course antibiotic treatment in
patients with uncomplicated gram-negative bacteremia:
A systematic review and meta-analysis

Xiaoming LiMM¥2 | Chao Liu MD! | Zhi Mao MD? | Qinglin Li MD? |
Shuang Qi MM!2 | Feihu Zhou MD, PhD?

PubMed, EMBASE and Cochrane Library

2689 unkomplike GN bakteriyemik hastayi iceren 6 ¢alisma dahil edilmis

Kisa stireli (7 giin) vs uzun siireli (14 giin) tedavi

Primer sonlanim: Tim nedenlere baglh mortalite ve rektrren enfeksiyon (30 giin)

Li X, et al. J Clin Pharm Ther. 2021 Feb;46(1):173-180.



Sistematik derleme

Received: 23 July 2020 Revised: 27 August 2020 Accepted: 7 September 2020
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ORIGINAL ARTICLE #ﬁ:la:l;(l Pharmacy and Therapeutics . WI LEY

Short-course versus long-course antibiotic treatment in
patients with uncomplicated gram-negative bacteremia:
A systematic review and meta-analysis

Xiaoming LiMM¥2 | Chao Liu MD! | Zhi Mao MD? | Qinglin Li MD? |
Shuang Qi MM!2 | Feihu Zhou MD, PhD?

* En sik etken E. coli
* En sik kaynak Uriner sistem (5: sadece Uriner sistem, 1: sadece kateter)

* 4 calisma unkomplike GN bakteriyemi, 2 calisma unkomplike Enterobacteriaceae
veya P. aeruginosa bakteriyemisi

Li X, et al. J Clin Pharm Ther. 2021 Feb;46(1):173-180.



Sistematik derleme

Received: 23 July 2020 Revised: 27 August 2020 Accepted: 7 September 2020

DOI: 10.1111/jcpt. 13277 _ M eta a n a I iz

ORIGINAL ARTICLE #lulzla:lau; Pharmacy and Therapeutics . WI LEY

Short-course versus long-course antibiotic treatment in
patients with uncomplicated gram-negative bacteremia:
A systematic review and meta-analysis

Xiaoming LiMM¥2 | Chao Liu MD! | Zhi Mao MD? | Qinglin Li MD? |
Shuang Qi MM!2 | Feihu Zhou MD, PhD?

* 30-giinlik mortalite ve rekiirren bakteriyemi

m * 90-gunlik mortalite ve reklrren bakteriyemi
* Yan etki
e C. difficile enfeksiyonu acisindan fark yok
* Direnc gelisimi _

> FARK YOK

Li X, et al. J Clin Pharm Ther. 2021 Feb;46(1):173-180.



KI-KDE
Short-term central venous catheter (CVC) or TEdaVi SﬁrESi

arterial catheter (AC) infection - related
bloodstream Infection

bloodstream infection and fever resolves
in a patient who has no intravascular
and no evidence of endocarditis or
thrombophiebitis and for S. aureus is

s

gs

Compliicated mhr" 72

Ll

Y ; \ 4 \ 4 Y \ 4 ] Y
Suppurative | Coagulase-negative Staphylococcus Gram-negative
ombophiebitis, Enterococcus Candida spp.
merndocardﬁsor slaphylooooos bt baci s
osteomyelitis , etc 1
i Y Y Y 4 h 4
Remove catheter Remove catheter &
& me:,m treat with systemic Remove catheter | | Remove catheter Remove catheter mem
systemic antibiotic antibiotic for 5-7 & treat with & treal with & treat with . ther
for 4-6 weeks; days systemic systemic systemic o 't"u . 'gddays it
6-8 weeks If catheter is antibiotic for >14 | | antibiotic for 7-14 antibiotic for 7-14 il
it retained, treat with days days days e
systemic antibiotic |
+ antibiotic lock
therapy for 10-14
days

Figure 2. Approach to the management of patients with short-term central venous catheter—related or arterial catheter—related bloodstream infection.
CFU, colony-forming units; S. aureus, Staphylococcus aureus.



Bazi bakteriyemilerde tedavi suresi daha uzun

* Komplike olmayan S. aureus KDE ' En az 14 gln

* Komplike olmayan kandidemi | j| egatif kan kx.den sonra 14 giin

* Sinirh tedavi secenekleri olan XDR patojenler

* Eksik/etkisiz kaynak kontrolii

Kaynak kontrolii + mikrobiyolojik klirens ve Ozellikle enfekte cihaz veya

linik ivilesmeden sonra birkac gin materyal cikarilamadiginda 4 hafta

tedaviye devam edilmeli (bazen 8 hafta) veya daha uzun siire

Antibiotics 2022, 11, 362.doi.org/10.3390/antibiotics11030362



Persistan Bakteriyemide Tedavi Suresi

e Kan kiltur pozitifliginin uygun antibiyotige ragmen > 2 giin devam etmesi

* Antibiyotik sliresi: Tum kaynaklarin ve septik metastazin tedavi edildigi ve
mikrobiyolojik klirens ve klinik iyilesmenin saglandigi zamandan itibaren 5-7 glin
daha

 Ampiyem (4-6 hafta), beyin apseleri (6-8 hafta) gibi bazi odaklarda daha uzun siire

Antibiotics 2022, 11, 362.doi.org/10.3390/antibiotics11030362
Sanford Guide



Toplum Kokenli Pnomoni

e 5-7 glinluk tedavi

* Antibiyotigi kesmeden 6nce hasta
* > 48 saat atessiz
 Klinik olarak stabil

e Azitromisin 500 mg: 3 giin (y.6 uzun)

UpToDate. Treatment of community-acquired pneumonia in adults in the outpatient setting



A—— Sistematik derleme
and Chemotherapy® ) - Metaanaliz

r AMERICAN
SOCIETY FOR
-

MICROBIOLOGY

Check for
updates

Systematic Review and Meta-analysis of the Efficacy of Short-
Course Antibiotic Treatments for Community-Acquired
Pneumonia in Adults

Giannoula S. Tansarli,? Eleftherios Mylonakis?

* 21 calisma
* TKP'li 4861 hasta

e <6 gunluk antibiyotik sureleri ile 27 glinltk sureler karsilastirildiginda
klinik iyilesme veya nuks oranlarinda anlamli bir fark YOK

Antimicrob Agents Chemother. 2018 Aug 27;62(9):e00635-18.



TKP Randomize Kontrollu Calismalar

e 3 gunluk IV amoksisilin + 5 gtin oral amoksisilin vs

* 3 glinlik IV amoksisilin + 5 plasebo

e 2 gin IV sefuroksim + 5 glin oral sefuroksim vs >_ RK(;’Iarda
FARK YOK

e 2 glin IV sefuroksim + 8 giin oral sefuroksim

e 5 gun levofloksasin 1x750 mg vs

* 10 glin levofloksasin 1x500 mg /

American Journal of Respiratory and Critical Care Medicine Volume 200, Number 7,0ctober 1 2019



Uranga MD et al. BMC Pulmonary Medicine (2020) 20:261
https://doi.org/10.1186/512890-020-01293-6 BMC Pulmon ary Medicine

RESEARCH ARTICLE Open Access

Check for
updates

Impact of reducing the duration of
antibiotic treatment on the long-term
prognosis of community acquired
pneumonia

Ane Uranga MD", Amaia Artaraz MD', Amaia Bilbao MD***, Jose Marfa Quintana MD***, Ignacio Arriaga MD®,
Maider Intxausti MD®, Jose Luis Lobo MD’, Julia Amaranta Garcia MD’, Jesus Camino MD? and
Pedro Pablo Espafia MD'

e 5-7 giin vs 7-10 gunluk tedavi

Table 2 Main results in the control group (conventional
treatment) and in the intervention group (duration of antibiotic
treatment based on IDSA / ATS), in the per-protocol analysis

Control Intervention OR (IC 95%)® p value

90 day Mortality 5 (368) 3 (2.05) 048 (0.11-2.19) 035
180 day Mortality 5 (3.68) 5(3.42) 0.85(023-3.12) 080
1year Mortality 6 (441) 7 (4.79) 1.04 (0.33-3.26) 0.94

1 year Admissions 37 (27.01) 37 (25.52) 0.95 (055-1.64) 0.84
1year CV events 14 (1029) 21 (14.58) 150 (0.73-3.08) 0.27

Data are presented as n (%)
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Fig. 2 Kaplan-Meier Curves for 1-Year Mortality in Per-Protocol Analysis. The log-rank test did not show significant differences between both
groups (control group with conventional treatment and intervention group with duration of antibiotic treatment based on IDSA / ATS); Hazard
ratio (95% confidence interval) =1.08 (0.36, 3.22), p =0.89

Uranga MD et al. BMC Pulmonary Medicine (2020) 20:261




ORIGINAL ARTICLE

Guidelines for the management of adult lower respiratory tract
infections - Full version

M. Woodhead', F. Blasiz, S. Ewigx, ). Garau‘, G. Huchons, M. Ieven‘, A. Ortqvist7, T. Schabergs, A. Torres’, G. van der
Heijden'?, R. Read'' and T. J. M. Verheij'? Joint Taskforce of the European Respiratory Society and European Society for
Clinical Microbiology and Infectious Diseases

1) Department of Respiratory Medicine, Manchester Royal Infirmary, Manchester, UK, 2) Dipartimento Toraco-Polmonare e Cardiocircolatorio, Universita
degli Studi di Milano, IRCCS Ospedale Maggiore di Milano, Milano, Italy, 3) Chefarzt der Kliniken fiir Pneumologie und Infektiologie, Ev. Krankenhaus

e Avrupa Solunum Dernegi (ERS) ve ESCMID ortak rehberi
e 2011 (Mayis 2010’a kadar olan yayinlari iceriyor)

* Tedavi suresi: Yanit alinmis hastadQ 8 guniui gecmemeli

 Siddetli TKP’de tedavi stiresi nozokomiyal pnédmoniden farkl olmamali
e 8 glinlik tedavi ile 15 glin tedavi arasinda fark olmadigini gosteren bir calisma var



IDSA TKP Rehberi, 2019

Question 15: In Outpatient and
Inpatient Adults with CAP Who Are
Improving, What Is the Appropriate
Duration of Antibiotic Treatment?

Recommendation. We recommend that the
duration of antibiotic therapy should be
guided by a validated measure of clinical
stability (resolution of vital sign
abnormalities [heart rate, respiratory rate,
blood pressure, oxygen saturation, and
temperature], ability to eat, and normal
mentation), and antibiotic therapy should be
continued until the patient achieves stability
and for no less than a total of 5 days (strong
recommendation, moderate quality of
evidence).

 Antibiyotik tedavisi, hasta stabil olana
kadar ve en az 5 gun (gucla Oneri, orta
derecede kanit kalitesi)

« Stabilite: Vitaller, yeme-icme, biling...
Table 4. Criteria for Clinical Stability

Temperature < 37.8°C
Heart rate < |00 beats/min
. . Respiratory rate < 24 breaths/min
° 5 gu ni Systolic blood pressure = 90 mm Hg
O N E M | Arterial oxygen saturation = 90%
Ability to maintain oral intake

Normal mental status

American Journal of NESPIIALUIY dIU Ll ILILdl LdI € IVIEUILITIE VUIUIIIE ZUU, INUTTIVET /,ULLUNEI 1 ZUlT



IDSA TKP Rehberi, 2019

* Klinik stabilite saglanamamasi: Yiksek mortalite ve kotu klinik sonucg
v'Pnémoni komplikasyonu (ampiyem, apse)
v'Baska bir enfeksiyon odagi
v'Mevcut tedaviye direncli patojen

* Daha uzun sureli tedavi:
v'Komplike pnémoni (menenijit, endokardit veya diger derin yerlesimli
enfeksiyon)

v'Nadir gorilen patojenlerle gelisen pnémoni: Burkholderia pseudomallei,
Mycobacterium tuberculosis veya endemik mantarlar



*®

CrossMark

Discontinuing B-lactam treatment after 3 days for patients
with community-acquired pneumonia in non-critical care
wards (PTC): a double-blind, randomised, placebo-
controlled, non-inferiority trial

Aurélien Dinh, Jacques Ropers, Clara Duran, Benjamin Davido, Lauréne Deconinck, Morgan Matt, Olivia Senard, Aurore Lagrange, Sabrina Makhloufi,
Guillaume Mellon, Victoire de Lastours, Frédérique Bouchand, Emmanuel Mathieu, Jean-Emmanuel Kahn, Elisabeth Rouveix, Julie Grenet,
Jennifer Dumoulin, Thierry Chinet, Marion Pépin, Véronique Delcey, Sylvain Diamantis, Daniel Benhamou, Virginie Vitrat, Marie-Christine Dombret,

* Pneumonia Short Treatment [PTC] calismasi
Cift kor, randomize, plasebo kontrollli, non-inferiority calismasi
Fransa, 16 merkezde, 2013-2018

Eriskin orta agirhikta TKP (YBU disi): Immiuinsupres., solunum yet., ve septik sok
olmayan

3 gunluk tedavinin etkinliginin standart tedavi ile kiyaslanmasi
v'Ilk antibiyotik tedavisinden sonra klinik kir
v'Yeniden antibiyotik ihtiyaci olmamasi
v'Solunum semptomlarinda rezollisyon veya iyilesme

www.thelancet.com Vol 397 March 27, 2021
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CrossMark

Discontinuing B-lactam treatment after 3 days for patients
with community-acquired pneumonia in non-critical care
wards (PTC): a double-blind, randomised, placebo-
controlled, non-inferiority trial

Aurélien Dinh, Jacques Ropers, Clara Duran, Benjamin Davido, Lauréne Deconinck, Morgan Matt, Olivia Senard, Aurore Lagrange, Sabrina Makhlouf,

Guillaume Mellon, Victoire de Lastours, Frédérique Bouchand, Emmanuel Mathieu, Jean-Emmanuel Kahn, Elisabeth Rouveix, Julie Grenet,
Jennifer Dumoulin, Thierry Chinet, Marion Pépin, Véronique Delcey, Sylvain Diamantis, Daniel Benhamou, Virginie Vitrat, Marie-Christine Dombret,

* 3 gun betalaktam tedavisi ile klinik stabilite kriterini karsilayan
hastalarda 1:1 randomizasyon

.. T Tedaviye erken yanit alinmis orta
. m + m
5 guin amoksisilin 1 gr + 125 mg klavulol siddette TKP'de tedaviyi 3

glinden uzun vermek ek fayda

o : saglamiyor
* |ki grup arasinda primer sonlanim acisir

e Kiir: Plasebo grubunda % 77, amoksisilin-klavulat grubunda %68

www.thelancet.com Vol 397 March 27, 2021



TKP Tedavi Suresine Uyum

Yietal.

Number of patients

3000 +

2500 +

2000

1500

Gereginden uzun siire
* 18-64 yas: %74
* >65vyas: %71

Clin Infect Dis. 2018 Apr 17;66(9):1333-1341.

Page 12
Length of therapy >7 days: 69% 190007 Length of therapy >7 days: 67%
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Figure 3.

Medicare insurance
n=130746 patients

Total length of antibiotic therapy of adults hospitalized for community-acquired pneumonia.



IDSA HKP/VIP Rehberi, 2016

LENGTH OF THERAPY

XXI. Should Patients With VAP Receive 7 Days or 8-15 Days of Antibiotic

Therapy?
Recommendation

e Daha uzun tedavidense 7-glinliik tedavi... (gtcli oneri, orta
derecede kanit)

* Klinik, radyolojik ve laboratuvar parametrelere bagli olarak daha kisa
veya daha uzun olabilecegi durumlar vardir.

e Kanit: 2 sistematik derleme, 1 gozlemsel kohort




(%) Cochrane Sistematik der!eme
sie? Library - Metaanaliz

Cochrane Database of Systematic Reviews

Short-course versus prolonged-course antibiotic therapy for

hospital-acquired pneumonia in critically ill adults (Review)

Pugh R, Grant C, Cooke RPD, Dempsey G

* 6 RKC, 508 hasta
Kisa (7-8 gilin) ve uzun tedavi (10-15 glin)

* Mortalite, rekirren pndmoni, tedavi basarisizligi, hastanede kalis stiresi veya MV
suresi acisindan fark YOK

. (I;%az sél'j)reli tedavide MDR patojenlere baglh rekiirren ViP‘te azalma (%42.1'e karsi
0) .

 Kisa sureli tedavide nonfermentatif etken varliginda rekiirrens daha fazla

Cochrane Database Syst Rev. 2015 Aug 24;2015(8):CD007577



Sistematik derleme

Review > Chest. 2013 Dec;144(6):1759-1767. doi: 10.1378/chest.13-0076. M .
- Metaanaliz

Short- vs long-duration antibiotic regimens for
ventilator-associated pneumonia: a systematic
review and meta-analysis

George Dimopoulos 1, Garyphallia Poulakou ¢, loannis A Pneumatikos 3, Apostolos Armaganidis !,
Marin H Kollef #, Dimitrios K Matthaiou °

e 4 RKC, 883 hasta
Kisa (7-8 glin) ve uzun tedavi (10-15 giin)

Primer sonlanim: Mortalite, antibiyotiksiz giin, relaps
Sekonder sonlanim: MV-free giin, MV siresi ve YBU yatis suresi

Mortalite, relaps, MV-free giin, hastanede yatis siiresi veya MV suresi acisindan fark YOK

Kisa sureli tedavide antibiyotiksiz glinde artma

Chest 2013; 144:1759-67.



IDSA VIP Rehberi, 2016

.

* Bu calismalarin yazarlari tarafindan saglanan verileri

4 -
* Sistematik derlemelerde yer alan calismalar
Kendi meta-analizi

J

 Kisa sireli (7-8 glin) ve uzun sireli (10-15 glin) antibiyotik tdv arasinda mortalite,
klinik tedavi ve tekrarlayan pnomoni acgisindan fark YOK

* Non-fermentatif GNB bagli VIP spesifik altgrubunda klinik yanit ve pnédmoni niksi
acisindan fark YOK



Bouglé et al. Trals (2017) 18:37

D 1001 186/513063-017-1780-3 TriaIS

Impact of the duration of antibiotics on @er
clinical events in patients with

Pseudomonas aeruginosa ventilator-

associated pneumonia: study protocol for a
randomized controlled study

* Acik etiketli, cok merkezli, Fransa’da 34 YBU
* Non-fermentatif GNB ile gelisen ViP: 8 giin vs 15 giin tdv

* Primer sonlanim: 90-giinliik mortalite ve YBU’de kalis sirasinda rekiirren enf

* Kisa sureli tedavi = Uzun sireli tedavi kadar etkili
* Artmis mortalite ve rekurrens ile de iliskili degil

Trials. 2017 Jan 23;18(1):37.



Rehber
Kadinda Akut Komplike Olmayan Pyelonefri-
IDSA Rehberi

* Siprofloksasin 2x500 mg veya 1x1000 mg uzamis salinimli tb 7 gilin
 TMP-SMZ (160/800 mg) 2x1 tb, 14 giin (liropatojen duyarliysa)

e Oral betalaktam 10-14 giin (alternatif )

Baslangicta P.E 1 gr seftriakson veya aminoglikozid
(24 saatlik total doz) 6nerilir

* Kinolon direnci > %10 ve

 TMP-SMZ duyarlilik bilinmeden baslaniyorsa

* Oral betalaktam kullaniliyorsa

IDSA 2010 Rehber Gilincellemesi. Clinical Practice Guidelines d CID 2011:52 (1 March) d e105



. Rehber
Kateter-iliskili Uriner Sistem Enfeksiyon -
Tedavisi, IDSA Rehberi

* Hizli semptom dizelmesi: 7 gunluk tedavi
* Gecikmis yanit: 10-14 gunluk tedavi

* Agir enfeksiyon olmamasi durumunda: 5 guinliik levofloksasin
(kateterden bagimsiz)

Clinical Infectious Diseases 2010; 50:625—663



Komplike Olmayan Uriner Sistem Enfeksiyonu

Table 3: Suggested regimens for empirical oral antimicrobial therapy in uncomplicated pyelonephritis

Antimicrobial Daily dose Duration of | Comments

therapy
Ciprofloxacin 500-750 mg b.i.d |7 days Fluoroquinolone resistance should be less
Levofloxacin 750 mg q.d 5 days than 10%.
Trimethoprim 160/800 mg b.i.d |14 days If such agents are used empirically, an initial
sulfamethoxazol intravenous dose of a long-acting parenteral
Cefpodoxime 200 mg b.i.d 10 days antimicrobial (e.g. ceftriaxone) should be
Ceftibuten 400 mg q.d 10 days administered.

b.i.d = twice daily; q.d = every day.

Bakteriyemi varligi

Bakteriyemik
hastada ??? A

ili P.E betalaktam (or seTtitarson)

* Oral kinolon veya sefal
 Alternatif: Etken duyarl
e Duyarlilik ctkmadan kullanilacak

sureyi degistirmez

European Association of Urology Guidelines - Urological Infections, 2022



Komplike Uriner Sistem Enfeksiyonu

3.7.5 Summary of evidence and recommendations for the treatment of complicated UTls

Summary of evidence LE
Patients with a UTI with systemic symptoms requiring hospitalisation should be initially treated with an | 1b
intravenous antimicrobial regimen chosen based on local resistance data and previous urine culture
results from the patient, if available. The regimen should be tailored on the basis of susceptibility
result.

If the prevalence of fluoroquinolone resistance is thought to be < 10% and the patient has 2
contraindications for third generation cephalosporins or an aminoglycoside, ciprofloxacin can be
prescribed as an empirical treatment in women with complicated pyelonephritis.

In the event of hypersensitivity to penicillin a cephalosporins can still be prescribed, unless the patient |2
has had systemic anaphylaxis in the past.
In patients with a cUTI with systemic symptoms, empirical treatment should cover ESBL if there is 2
an increased likelihood of ESBL infection based on prevalence in the community, earlie
cultures and prior antimicrobial exposure of the patient.
Intravenous levofloxacin 750 mg once dally for fwe days is non-inferior to a seven t
regimen of levofloxacin 500 mg gncasAs avenously and switched to an oral regimen

(based on mitigation of cling TEdavl 5 gu n

European Association of Urology Guidelines - Urological Infections, 2022
Sanford Guide




Figure 1: Concept of uncomplicated and complicated UTI

> Cystitis <«

e Kinolon: 5-7 gun

+ TMP-SMZ: 14 giin - Pyelonephritis |+ M|

e Oral sefalos: 10 gun

] > Recurrent UTI <

e Erken yanit: 7 gin

« ESBL? (> 14 giin)

* Levofloksasin: 5 glin

- Catheter-associated UTI |«

* Gecikmis: 14 gin

High risk

UTI in men -

> Urosepsis  7-10 gln

European Association of Urology Guidelines - Urological Infections, 2022




Internal and Emergency Medicine
https://doi.org/10.1007/s11739-020-02401-4

IM - ORIGINAL

Short vs long-course antibiotic therapy in pyelonephritis:
a comparison of systematic reviews and guidelines for the SIMI
choosing wisely campaign

Luca Erba'® - Ludovico Furlan' - Alice Monti' - Elisa Marsala' - Giulia Cernuschi? - Monica Solbiati? -

C Y

10 RKC, 1536 hasta (komplike olmayan pyelonefrit)

Kisa sureli tedavi (7 glin ve altinda) ile yiksek klinik kiir oranlari

Mikrobiyolojik basarisizlik oranlari arasinda fark yok

Kisa streli tedaviyi 6nermek icin kanitlar yeterli

Son rehberler de kisa sireli tedaviyi 6neriyor ama basiimis RKC’lara atifta
bulunmuyorlar

Intern Emerg Med . 2021 Mar;16(2):313-323.



Sartelii et al. World Journal of Emergency Surgery (2017)12:29

DO 10.1186/513017-017-0141 6 - WDﬂdJGUI’ﬂEﬂ of -
Emergency Surgery

The management of intra-abdominal @

infections from a global perspective: 2017
WSES guidelines for management of intra-
abdominal infections

Massimo Sartelli””, Alain Chichom-Mefire?, Francesco M. Labricciosa’, Timothy Hardcastle®, Fikri M. Abu-Zidan®,

* Unkomplike IAE (apandisit ve kolesistit vs): Enfeksiyon kaynaginin kesin olarak
tedavi edildigi hastalarda ameliyat sonrasi antibiyotik tedavisi gerekli degildir (1A)

 Komplike IAE + yeterli kaynak kontrolii: Her zaman kisa siireli antibiyotik (3-5
gin) (1A)

e 5-7 gunlik antibiyotik tedavisine ragmen devam eden peritonit veya sistemik
hastalik varsa basa tanisal testler gerekli (1C)

Sartelli et al. World Journal of Emergency Surgery (2017) 12:29



Intraabdominal Enfeksiyon Tedavi Siiresi

* Yeterli kaynak kontroll saglandiysa 4-5 gunlik tedavi yeterli

* Bazi durumlarda antibiyotik tedavi siiresi degisken
e Kaynak kontroli suboptimal ise (hasta bazinda)
* Cerrahi yapilmayan akut apandisit (yaklasik 10 glin)

* Enfekte materyali uzaklastirmak icin drenaj kateteri gerekli ise
(etkinlik saglanana kadar)

UpToDate. Antimicrobial approach to intra-abdominal infections in adults



Trial of Short-Course Antimicrobial Therapy for Intraabdominal
Infection

R.G. Sawyer, J.A. Claridge, A.B. Nathens, 0.D. Rotstein, T.M. Duane, H.L. Evans, C.H.
Cook, P.J. O'Neill, J.E. Mazuski, R. Askari, M.A. Wilson, L.M. Napolitano, N. Namias, P.R.
Miller, E.P. Dellinger, C.M. Watson, R. Coimbra, D.L. Dent, S.F. Lowry’, C.S. Cocanour, M.A.
West, K.L. Banton, W.G. Cheadle, P.A. Lipsett, C.A. Guidry, and K. Popovsky

Abstract

BACKGROUND—The successtul treatment of intraabdominal infection requires a combination
of anatomical source control and antibiotics. The appropriate duration of antimicrobial therapy

remains unclear.

e STOP-IT ¢calismasi
 Komplike IAE + yeterli kaynak kontrolli saglanmis

* 518 hasta iki gruba randomize edilmis
v'Kisa sureli: Sabit 4+1 gin

\/ggnt_(ol)grubu: Ates, lokositoz ve ileusun diizelmesinden 2 glin sonrasina kadar (max
gilin

v'Primer Sonlanim: CAE, rekirren IAE veya mortalitenin bilesigi
v'Kisa tedavi: 56/257 (%21.8), Kontrol grubu: 58/260 (%22.3)

N Engl J Med. 2015 May 21;372(21):1996-2005.



Intraabdominal Enfeksiyon Tedavi Siiresi

* Drene edilmemis apse
e Kontrolstiz devam eden bagirsak sizintisi
* Cozlilmemis mekanik sorunlar

‘ Antibiyotik kesildikten sonra
klinik belirtiler ve enfeksiyon
semptomlarinda kotllesme

» Kaynak kontrolii (reoperasyon/perkiitan miidahale) ESASTIR

e Kaynak kontrolinlin saglanamadigi hastalarda uzun sireli
antibiyotiklerin yarari YOK

UpToDate. Antimicrobial approach to intra-abdominal infections in adults



Sepsis ve Septik Sok

TABLE 4. - Planned Duration of Empirical Antimicrabial Therapy in RCTs of Shorter vs Longer Duration of Therapy Accarding to Clinical Syndrome

Population/Syndrome RCT/Systemic Review (Data Extracted From) Shorter Duration Longer Duration Outcomes

Pneumonia Capellier 2012 (301) 8 days 15 days No difference

Chastre 2003 (301, 302) 8 days 15 days No difference

El Moussaoui 2006 (392) 3 days 8 days No difference

Fekih Hassen 2009 (301-303) 7 days 10 days No difference

File 2007 (302, 303) 5 days 7 days No difference

Kollef 2012 (302, 303) 7 days 10 days No difference

Leophonte 2002 (302, 303) 5 days 10 days No difference

Medina 2007 (301) 8 days 12 days No difference

Siegel 1999 (302 303) 7 days 10 days No difference

Tellier 2004 (302, 303) 5 days 7 days No difference

Bacteremia Chaudhry 2000 (392) 5 days 10 days No difference

Runyon 1991 (302) 5 days 10 days No difference

Yahav 2018 (304) 7 days 14 days No difference

Intra-abdominal infection Montravers 2018 {309) 8 days 15 days No difference

Sawyer 2015 (293) Max. 5 days Max. 10 days No difference

Urinary tract infection Peterson 2008 (290) 5 days 10 days No difference
Recommendation Surviving Sepsis Campaign Guidelines 2021

30. For adults with an initial diagnosis of sepsis or septic shock and adequate source control, we suggest using
shorter over longer duration of antimicrobial therapy. Weak recommendation, very low quality of evidence.



Immiinsiiprese Hastalarda Kisa Siireli Tedavileri
Uygulayabilir miyiz?
* Hemen tum calismalarda immunsutpresyon dislama kriteri

* Ya da cok az sayida hasta dahil edilmis
* Kiymetli hastalar...



Clinical Infectious Diseases

BRIEF REPORT

Antibiotic Therapy for Pseudomonas
aeruginosa Bloodstream Infections:
How Long Is Long Enough?

Valeria Fabre,' Joe .!'.\mclah,2 SaraE. Cnsgrnve,‘ and Pranita D. Tamma®

"Division of Infectious Diseases, Department of Medicine, and “Division of Pediatric Infectious
Diseases, Department of Pediatrics, Johns Hopkins University School of Medicine, Baltimore,
Maryland

* Cok merkezli, gozlemsel, propensity skor eslestirmis kohort

e 249 komplike olmayan P. aeruginosa KDE

* % 65 agir immunsuprese hasta

 Kisa (9 giin) ve uzun tedavi (16 glin) olarak iki grup

* Rekirren enfeksiyon ve mortalite oranlari agisindan FARK YOK

Clin. Infect. Dis. 2019, 69, 2011-2014.



Open Forum Infectious Diseases

Optimal Treatment Duration of
Pseudomonas aeruginosa Infections
in Allogeneic Hematopoietic Cell
Transplant Recipients

Flaminia Olearo,"”" llona Kronig,' Stavroula Masouridi-Levrat,” Yves Chalandon,’
Nina Khanna,*" Jakob Passweg,’ Michael Medinger," Nicolas J. Mueller,®
Urs Schanz® Christian Van Delden,' and Dionysios Neofytos® for the Swiss

 Allojenik HSCT’de P. aeruginosa enfeksiyonlarinda optimal tedavi sliresi
* Cok merkezli, 8 yillik (2011-2018) retrospektif kohort

* P. aeruginosa enfeksiyonu olan allojenik-HSCT alicilarinin tgte birinde 3 ay icinde rekirren
enfeksiyon gelisimi 14 gliinden kisa sireli tedavide anlamli olarak yuksek

e Tedavi suresinin > 14 gtin olmasi rekirren psdédomonas enfeksiyonlarindan koruyucu

Open Forum Infect Dis. 2020 Jun 23;7(7):0faa246.



Ne kalsin aklimizda.....

Komplike olmayan bakteriyemi: 7 gun
* Gram-negatif bakteriyemide 7 glin

Komplike bakteriyemi: Daha uzun tedavi slresi

Kateter iliskisi KDE: Etkenine gore degismekle birlikte 7-14 gun
Toplum kékenli pnémoni: 5-7 gin

Hastane kékenli pnémoni/VIiP: 7 giin

Komplike olmayan plelonefrit: Kinolon 5-7 gtin, TMP-SMZ 14 giin, betalaktam 10-14 gin
Komplike pyelonefrit: Levofloksasin 5 guin, betalaktam > 14 gln
Komplike olmayan IAE: Cerrahi sonrasina tedaviye gerek yok
Komplike IAE: Kaynak kontrolu ile birlikte 5 gun

Sepsis: 7 glin, kisa sureli tedavi

Immiinsiiprese hasta: Tedavi siiresi ile ilgili yiiksek kanit diizeyine sahip calisma az




Tesehkurler....




