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Antibiyotik tedavi suresi

e Enfeksiyonun
e Adi
* Yeri
* Etkeni
* Patofizyolojisi
* Prognozu

— Kilavuzlar esliginde tedavi
— Akilcl antibiyotik kullanimi



Akilci llac Kullanimi

* Kisilerin hastaligina ve bireysel o6zelliklerine gore;
— Uygun ilaci,
— Uygun surede,
— Uygun dozda,
— En diisuk maliyetle
kolayca saglayabilmeleri olarak tanimlanmaktadir ﬂe)\q
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Antibiyotik Kullanmadan Once
Dusunulmesi Gereken Sorular

Antibiyotik kullanmayi gerektiren bir endikasyon var
mi?

Tedavi baslamadan 6nce tani icin uygun materyaller
alindi mi?

Etken mikroorganizmalar nelerdir?

En uygun antibiyotik hangisidir? Neden?
Secilecek antibiyotige ait ozellikler nelerdir?
Hastaya ait 6zellikler nelerdir?

Antibiyotik kombinasyonuna gerek var mi?



Akilci Olmayan llac Kullanimi

llac kullaniminda 6zensiz davraniimasi
(uygulama yolu, sure, doz..)

llaclarin gereksiz ve asiri kullanimi
Gerekmedigi halde coklu ila¢ kullanimi
llaclarin su yerine baska iceceklerle alinmasi
Suresi gecmis ilaclarin kullanilmasi

Hekim onerisi disinda uygunsuz kisisel tedavilere
basvurulmasi



Akilci Olmayan llac Kullanimi Etkileri

Hastalarin tedaviye uyumunun azalmasina,

llac etkilesimlerine bagli istenmeyen sonuclara,
Bazi ilaclara karsi direnc gelismesine,
Hastaliklarin tekrarlamasina ya da uzamasina,
Yan etki gortlme sikliginin artmasina,
Tedavi maliyetlerinin artmasina

neden olur.




Antibiyotik kullanimini etkileyen faktorler
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Antibiyotik Tuketimi-Neredeyiz?
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FIGURE 2-4: Percentage change in antibiotic consumption per capita 2000-2010*, by country
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diizeyinde gerceklestigini soyledi. Ertek “An-
tibiyotiklerin gereksiz kullamImasi mali kayip
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icin yapildigns kaydetti. Safure CANTURK / ANKARA




Antibiyotik Tiuketimi-Neredeyiz?

FIGURE 2-5: Antibiotic consumption per capita by class and country, 2000 and 2010, continued
Source: Van Boeckel et al. 2014 (adapted; based on IMS MIDAS)

Switzerland el IS 2000 Europe |
| | | I 2010 ;
sy B | [ T
Turkey i — |
United I |
Kingdom ! . F

Broad-spectrum
penicillins

Narrow-spectrum . Trimethoprim and
- P " Quinolones - letracyclines - ' ¥ -Clthum

penicillins combinations



Antibiyotik kullaniminda uygun
sure nedir?




Uygun sure

Akut enfeksiyon hastaliklarinda genellikle 7-14
glnlik tedaviler uygulanmakta

Kanita dayali bilgi eksikligi var
Kilavuzlar yakindan takip edilmiyor
Merkezler arasinda farklhliklar var

Hekimler arasinda farkliliklar var



Uygun sure

 >10 gln=uzun sireli tedavi
e Uzun sureli tedavi

— Dokimante edilmis enfeksiyonlar
— Direncli bakteriler

v

— Klinik tablo agirhgi

e Kisa sureli tedavi: Basarisizlik ve nukslere
neden olur hipotezi



Uzun Sureli Antibiyotik Kullanimi

Kollateral hasar

Direncli mikroorganizma ile yeni infeksiyon
Direncli mikroorganizmalarin baska hastalara
vayillmasi

Morbidite/mortalite artisi

Tedavi maliyeti




Kollateral Hasar

Antibiyotik tedavisinin ekolojik etkileri
— Normal floranin bozulmasi

— ilac direnci

— Kolonizasyon

Antibiyotik tedavisine bagl olarak direncli
bakterilerin secilmesi

Clostridium difficile diyaresi
En sik;

— Uclincti kusak sefalosporinler
— Kinolonlar
— Karbapenemler



Normal flora

* Insan vicut florasi, mikroorganizmalara karsi
dogal diren¢c mekanizmalarindan birisidir.

* Dogumla birlikte olusmaya baslar.

 Uyelerinin cogunlugu bakteriler tarafindan
olusturulur.



Normal flora

* Normal flora Uyeleri, vicudumuzun cesitli
bolgelerinde;
— yas,
— cinsiyet,
— hormonal degisiklikler,
— beslenme ozellikleri,

— kisisel hijyenik aliskanliklar ile farklihk
gostermektedir.



Normal Floranin Onemi Nedir?

e K vitamini sentezi ve besinlerin

absorbsiyonu
* “Bakteriyel interferans”

 Patojen bakteriler ile; besinler, yerlesme
veri, hlcre vylzey reseptorleri ve diger

baglanma yerleri icin yarisirlar



Bakteriyel Interferans

* Normal floranin patojen etkenlerin yerlesip
uremelerini baskilayan etki gostermesidir

— Ornegin barsagin anaerob florasi salmonella
bakterilerinin Uremesini baskilar

— Kolisin’ler barsakta E.coli, salmonella ve shigella icin
olduracudurler

* Kolisin: Bagirsak bakterileri tarafindan sentezlenen, hedef
bakterinin Gzerindeki 6zel reseptdrlere baglanarak hiicrenin
erimesine neden olan veya ribozomlar gibi 6zel hucre ici
kisimlara saldiran ve plazmidlerle kodlanan bir protein.



Bacterial cell number —e

Antibiyotikler ve degisen intestinal
mikrobiyata

Antibiotic End of antibiotic Time
treatment treatment

Mini-Review Long-term impacts of antibiotic exposure on the
human intestinal microbiota

Cecilia Jernberg,’ Sonja Léfmark,® Charlotta Edlund®*
and Janet K. Jansson®®



Antibiyotiklerin ve degisen intestinal
mikrobiyata

Table 1. Impact of selected groups of antibiotics on the normal intestinal microbiota assessed by cultivation and MIC values

44+ Strong suppression; , , moderate suppression; |, increase in number; o positive and negative effects seen in different studies. nc, No
change detected; <+, resistant strains detected. The table is adapted from the paper by Sullivan et al. (2001).

Antibiotic Impact on: Emergence of resistant strains in:
Anaerobes Aerobic Gram Enterobacteria Enterococci Enterobacteria
positive cocci
Amocacilhngclavualanic acid NC T 1 HC NC
Ciprofloxacin (high conc. in faeces) NC MC 1l MC +
Clarithromycin/metronidazole i T | 4 +
Cephalosponins (high conc. in facces) NC T 11 M +
Clindamyvein H T 1 4 +
Vancomycin l Tl NC - +

Microabiology (2010), 166, 32163223 DO 101099 mic. 00406 18-0

Mini~Reviaw Long-term impacts of antibiotic exposure on the
human intestinal microbiota

Cecilia Jernberg," Sonja Léfmark,® Charlotta Edlund®
and Janet K. Jansson™®



Antibiyotik Direnci

* Antibiyotik direnci, bakterilerin herhangi bir
antibiyotigin varligina ragmen Ureyebilmesi ve
enfeksiyon yapabilmesidir.

 Antibiyotiklerin yanlis nedenlerle veya dogru
olmayan bicimde kullanilmasi, bakterilerin ilag
tedavilerine karsi direnc gostermesine neden olabilir.




Uygun Tedavi Suresi

* Bireysellestirilmis antibiyotik suresi
 Hastanin atesi dustukten sonra 5-7 gln

* Tedavi suresini etkileyen faktorler;
— Etken virtlansi
— Komorbidite
— Hastaligin agirhgi
— Bakteremi
— Komplikasyonlar
— Tedaviye alinan yanit



Kisa Sureli Tedavi

Yiksek tedavi uyumu

Artmis hasta
memnuniyeti

Azalmis maliyet
Daha az yan etki

Dusuk ilac¢ direnci

-+

Tedavi yetersizligi
kuskusu

Nuks olasihgl
Komplikasyon sikligi
Sekel gelisimi
Mortalite artisi

?



Kisa stireli tedavi

Table 1. RCTs on Antimicrobial Duration in Typical Infectious Diseases in Adults, Divided by Year of Publication and Type of Infection®
Regimen of
Investigator Type of shorter course
(year, reference) infection treatment Regimen of comparator N Outcome
Siegel et al CAP Cefuroxime 750mg q8h IV, Cefuroxime 750mg q8h 1V, 52 No difference in
(1999, [10]) 2d, then cefuroxime axetil 2d, then cefuroxime axetil clinical cure
500mg q12 PO, 5d, 7d in total 500mg g12 PO, 8d, 10d in total
Leophonte et al CAP Ceftriaxone 1g IV qd, 5d Ceftnaxone 1g IV qd, 10d 244  No difference in
(2002, [11]) clinical cure
Dunbar et al CAP Levofloxacin 750mg Levofloxacin 500mg V/PO qd, 528 No difference in
(2003, [12]) IV/PO qd, 5d 10d clinical cure and
bacteriological
outcome
Dunbar et al CAP Levofloxacin Levofloxacin 500mg IV/PO qd, 149  Noninferiority in
(2004, [13]) atypical 750mg IV/PO qd, 5d 10d clinical cure and
bacteriological
outcome
Leophonte etal  CAP Gemifloxacin Amoxicillin/clavulanate 320 No difference in
(2004, [14]) 320mg qd, 7d 1000/125mg, 10d clinical, bacteriological,
and radiological efficacy
Tellier et al CAP Telithromycin 800mg Telithromycin 800mg PO qd, 7d 378 No difference in clinical
(2004, [15]) PO ad, 5d cure and bacteriological
outcome
Tellier et al CAP Telithromycin 800mg Clanthromycin 500mg PO bid, 569 No difference in clinical
(2004, [15]) PO ad, 5d or 7d 10d cure and bacteriological
outcome
El Moussaoui et al CAP Amoxicillin 1g IV g6h, 3d Amoxicillin 1g IV g6h, 3d, then 119 Noninferiority in clinical
(2006, [16]) amoxicillin 750mg PO g8h, 5d, and radiological success
8d in total
File et al CAP Gemifloxacin 320mg Gemifloxacin 320mg PO qd, 7d 510 Noninferiority in clinical,

(2007, 7))

PO qd, 5d

bacteriological, and
radiological efficacy



Kisa sureli tedavi

Chastre et al VAP 8d 15d 401
(2003, [18])

No difference in mortality
and recurrence. Antibiotic-free
days (13.1 vs. 8.7, P<.001)

Sexton et al IE Celtriaxone 2g gd | gentamicin -~ Ceftriaxone 2g ad, 4 weeks 51 No difference in clinical cure
(1998, [19]) 3mafkg qd, 2 weeks rale and microbiological
eradication
Gleckman et al AP Gentamicin or Tobramycin Gentamicin or Tobramycin b4  No difference in clinical
(1985, [20]) 1.5-1.7bma/kg g8h IV, 48-72h,  1.5-1.7bmg/kg q8h IV, 48-72h, cure rate
then TMP-5MX 160/800mg bid  then TMP-5MX 160/800mg
PO, 7-8d, 911d in total bid PO, 18-19d, 20-22d in total
Stamm et al AP Ampicilin 500mg g6h PO, Ampicilin 500mg qth PO, 27 No difference in clinical
(1987, [21]) 2 weeks 6 weeks cure rate
Stamm et al AP TMP-SMX 160/800mg ql1Zh TMP-SMX 160/800mg q12h 33 No difference in clinical
(1987, [21]) PO, 2 weeks PO, 6 weeks cure rate
Jernelius et al AP Fivampicilhin/Pivmecillinam Pivampicillin/Pivmecillinam 77 Bacteriological success:
(1988, [22]) H00/100mg tid PO, 7d 500/100mg tid PO, 7d, then 28% vs. 89% (P = .0M)
260/200mg tid PO, 14d, 21d
in lotal
De Gier &l al AP Fleroxacin 400mg gd, 7d Fleroxacin 400mg qd, 14d h Mo difference in clinical
(1995, 23]} cure rate
Talan (2000, [24]) AP Ciprotloxacin 500mg bid, 7d TMP-SMX 160/800mg bid, 14d 255  Clinical cure rate:
96% vs. B3% (P = .02)
Klausner et al AP Levofloxacin /50mg qd, bd Ciplofioxacin 500mg bid, 10d 192 Mo difference in
(2007, [25]) clinical cure and
microiological eradication
Peterson et al AP Levofloxacin /50mg qd, bd Ciplofloxacin 500mg bid, 10d 1109 Moninferiority in clinical

(2008, [26])

cure rate and microbiological
eradication



Kisa Sureli Tedavi

e 154 cocuk (Pnémoni dahil)

— Penisilin/sefuroksim
— 4 veya 7 gun
— 4 glinluk tedavi
e Guvenli
* Duslk tedavi maliyeti
* Daha az nozokomiyal infeksiyon riski
* Daha dusuk yan etki

Peltola H, et al. Succesful shortening from seven to four days of parenteral beta-lactam treatment for common chilhood infections: A
prospective and randomized study. Int J Infect Dis 2001; 5: 3-8



Kisa Sureli Tedavi

e 795 cocuk
— Amoksisilin
—90mg/kg/g (5 giin) vs 40 mg/kg/g (10 gilin)
— Benzer sonuclar

Schrag SJ, et al. Effect of short-course, high dose amoxicillin therapy on resistant pneumococcal carriage: A randomised
trial. JAMA 2001; 286: 49-56



Kisa Sureli Tedavi

e 123 atipik TKP
— Levofloksasin
— 750 mg BID (5 giin) vs 500 mg BID (10 giin)

— Kisa sureli tedavi grubunda semptom dizelmesi
daha hizli

— Basari ve relaps oranlari benzer

Dunbar LM, et al. Efficacy of 750 mg, 5 day levofloxacin in the treatment of community-acquired pneumonia caused by atypical pathogens. Curr
Med Res Opin 2004; 20: 555-63



Kisa Sureli Tedavi

e TKP — Ayaktan tedavi
- Agir olmayan olgular
- 3 gun azitromisin
- % 91 basarili

Kiter G. Azitromisinin erigkinde agir olmayan TKP tedavisinde kullanimi: Etkinlik ve glvenilirlik aragtirmasi.
AMUTF Dergisi 2000; 1: 11-15



Kisa Sureli Tedavi

e TKP — Hafif
- 20 olgu
- 3 gun azitromisin
- % 100 basarili

Mocan MZ ve ark. Toplumsal kaynakli pnédmonilerde 3 giinlik azitromisin tedavisi. ANKEM Kongresi, Bildiri Kitap¢igi, Antalya 1997: 152



Kisa Sureli Tedavi

* 144 Pndmoni — KOAH Alevlenmesi
— Azitromisin 3 giin 1 x 500 mg
— Amoksisilin-klavulanat 10 giin 2 x 625 mg
— Klinik ve mikrobiyolojik sonuclar benzer

Hoepelman IM. et al. A short (3 day) course of azithromycin tablets versus a 10-day course of amoxycillin-clavulanic acid in the treatment of adults
with lower respiratory tract infections and effects on long term outcome. Int J Antimicrob Agents 1997; 9: 141-6



Kisa Sureli Tedavi

e 581 TKP
— Telitromisin 5 glin 1 x 800 mg
— Telitromisin 7 glin 1 x 800 mg
— Klaritromisin 10 gin 2 x 500 mg

— KUr oranlari benzer

Tellier G. et al. Clinical and bacteriological efficacy and safety of 5 and 7 day regimens of telithromycin once daily
compared with a 10 day regimen of chlarithromycin twice daily in patients with mild to moderate community-
acquired pneumonia. J Antimicrob Chemother 2004; 54: 515-23



TKP Kisa Sureli Antibiyoterapinin
Etkinligi (Meta-analiz)

e 1980 - 2006

* Eriskin TKP’li hastalar

* Monoterapi

 Randomize kontrollu

e Kisa stre (£7 giin) — Uzun stre (> 7 gln)

* Klinik iyilesme

Li JZ, et al. Efficacy of short course antibiotic regimens for community-acquired pneumonia: A meta-analysis. Am J Med 2007; 120: 783-90.



TKP Kisa Sureli Antibiyoterapinin
Etkinligi (Meta-analiz)

e 15 calisma— 2796 olgu
— 10 azitromisin
— 2 beta-laktam
— 2 florokinolon
— 1 ketolid

Iki grup arasinda klinik tedavi basarisizhg riski
vanisira mortalite ve bakteriyolojik eradikasyon
oranlari benzer

Li JZ, et al. Efficacy of short course antibiotic regimens for community-acquired pneumonia: A meta-analysis. Am J Med 2007; 120: 783-90.



Kisa Sureli Tedavi

* Bes glin ve daha kisa sureli
* Azitromisin icin £ 3 gun

Pndmoniler dahil bircok enfeksiyon
hastaliginda uzun sureli tedaviler kadar etkili

Li JZ, et al. Efficacy of short course antibiotic regimens for community-acquired pneumonia: A meta-analysis. Am J Med 2007; 120: 783-90.



TKP tedavisinde 3-8 glinltk tedavilerin
karsilastirilmasi

Effectiveness of discontinuing antibiotic treatment after three days
versus eight days in mild to moderate-severe community acquired
pneumonia: randomised, double blind study

Rachida el Moussaoui, Corianne A | M de Borgie, Peterhans van den Broek, Willem N Hustinx, Paul Bresser, Guido E
L van den Berk, Jan-Werner Poley, Bob van den Berg, Frans H Krouwels, Marc | M Bonten, Carla Weenink, Patrick M
M Bossuyt, Peter Speelman, Brent C Opmeer, Jan M Prins

bmj.com 2006;332:1355



Table 2 Clinical, bacteriological, and radiological outcomes for adults with
community acquired pneumonia randomised to oral placebo or oral
amoxicillin for five days after three days’ amoxicillin treatment. Values are
numbers (percentages) unless stated otherwise

Three day Eight day
Ireatment reatment
Outcomes group group Ditference (95% Cl)

Hafif-orta siddette TKP’de — Amoksisilinle 3
gunluk ile 8 gunluk tedavi arasinda fark yok

Bacteriological success 22/25 (BB) 18/20 (95) -7 (<2310 9)
Radiological success 48/56 (BE) 52/63 (B3) 3 (-101016)
Day 28:

Clinical cure (per protocol 47752 (90) 49/56 (B88) 2 (-9to15)
analysis)

Clinical cure 47/56 (B4) 49/63 (78) 6 (—8to20)
Bacteriological success 20725 (80)  15/20 (75) 5 (2010 30)
Radiological success 48/56 (86)  50/63 (79) 6 (7t020)

All analyses were by intention to treat, unless indicated otherwise.



LOWER RESPIRATORY TRACT

Lower respiratory tract
infection {including acute
bronchitis) in otherwise
healthy individuals

Antibiotics are not routinely indicated. Consider
prescribing an antibictic if the person has a
significantly impaired ability to fight infection (e.g.,
immunocompromised status, cancer, or physical

If antibiotics are required,

frailty) or if acute bronchitis is likely to significantly AMOXICILLIN 500mg TDS, or 5
worsen a pre-existing condition (e.g. heart failure, DOXYCYCLINE 200mg stat, then 5
angina, or diabetes). 100mg daily
Alternative antibiotics may be used on the basis of
sputum results.
Exacerbations of COPD Treat exacerbations promptly with antibiotics if: AMOXICILLIN 500mg TDS, or 5
» purulent sputum and DOXYCYCLINE 200mg stat, then 5
* increased shortness of breath and/or 100mg daily, or
* increased sputum volume CLARITHROMYCIN 500mg BD 5
Risk factors for antibiotic resistant organisms include
co-marbid disease, severe COPD, frequent
exacerbations, antiblotics in (35t 3 months
Community acquired Assess the person's need for admission by determining | If CRB65=0
pheumaonia CRE&L score: AMOXICILLIN 500mg TDS, or 5
« Confusion (AMT<8) DOXYCYCLINE 200mg stat, then 5
« Respiratory rate > 30/minute 100mg daily, or
= Age =65 years CLARITHROMYCIN 500mg BD =
» BP systolic <90 or diastolic £60
If CRB65=1 & AT HOME
Score 0, suitable for home treatment AMOXICILLIN 500mg TDS AND 5-7
Score 1-2, hospital assessment or admission CLARITHROMYCIN 500mg ED, or
Score 3-4, urgent hospital admission DOXYCYCLINE 200mg stat, then 5-7
100mg daily
Give immediate Benzylpenicillin 1.2 grams IM or
Amoxicillin 1 gram oral if delayed admission or
life-threatening
Bronchiectasis Antibiotics should be given for exacerbations that Antibiotic choice should be based on | 14

present with an acute deterioration with worsening
symptoms (cough, increased sputum volume or
change in viscosity, increased sputum purulence with
or without increasing wheeze, breathlessness,
haemoptysis) and/or systemic upset.

Sputum samples should be taken to guide therapy.
MNeed long course of 10 to 14 days.

previous culture results. Consider
need for anti-pseudomonal cover if
not responding, or Pseudomonas
growth from the sputum. If culture
negative send sample for
Aspergillus




HKP Kisa Sureli Tedavi

* 79 Gram negatif HKP

* 5 giln antibiyoterapi

* % 79 olgu MV

e 2 olguda klinik iyilesme yok
* NuUksorani% 14

* YB mortalitesi % 34.2

* QOranlar standart uzun sureli tedavilere benzer

Pugh RJ, et al. Short course antibiotic therapy for gram-negative hospital-acquired pneumonia in the critically ill. Journal of Hospital Infection 2010; 74:
337-43



VIP’de tedavi sliresi

VIP tedavisinde 8 ile 15 giinliik tedavilerin
karsilastiriimasi

Prospektif, randomize, cift-kér calisma
51 YBU, 1999-2002, 401 VIP(BAL ile tani almis)
197 hasta 8 gun, 204 hasta 15 gln
Primer degerlendirme hedefleri :28 giin izlem -Olim
-Reklirrens -Antibiyotiksiz glin
Sekonder degerlendirme hedefleri
— MV(-) gln,
— YBU’de kalis
Chastre J et al. JAMA 2003



VIP’de tedavi sliresi

Sonuglar
Mortalite(28.gun)
8 gunlik tedavi:  %18.8
15 gunluk tedavi: %17.2
Rekurrens Nuks Super enf
8 gunluk tedavi:  %28.9 %16.8 %19.8
15 gunluk tedavi: %26 %11.3 %18.6
NFGNB-Rekurrens Nuks Super enf
8 gunlik tedavi:  %40.6 %32.8 %20.3
15 glnlik tedavi: %25.4 %19 %12.8

Chastre J et al. JAMA 2003



Ventilator lliskili Pnémonili Hastalarda
Bireysellestirilmis Antibiyotik Tedavi Suresi
KTU Tip Fakiltesi calismasi

01 Ocak 2015-31 Aralik 2015
Prospektif calisma

Hastalarin antibiyotik tedavi stiresi 6nceden
oelirlenen kriterlere gore ilk 5 glinlak klinik
degerlendirme ile belirlendi

7-10 gunlik tedavi ile >10 glinltk tedavi alan
hastalar karsilastirildi



KTU Tip Fakultesi calismasi

Kisa suireli tedavi kriterleri

1. Oncesinde akciger hastaligi yoklugu,

2. Akciger grafisinde diffiiz yada yama tarzi infiltrasyon varligi,
lokalize infiltrasyon yoklugu

3. Ampirik baslanan antibiyotigin kultlrde Uretilen
mikroorganizmaya duyarli olmasi,

4. 11k tic glinde tedaviye klinik cevap alinmasi
Ates sikhiginda ve derecesinde azalma,

CRP artigi olmamasi,
Pa02/Fi02>240,
CPIS’te en az 2 puanlik diisme
5. Ik 5 giinde tedaviye klinik cevap alinmasi
Ates yoklugu,
CRP’de %50 disme,
Pa0O2/Fi02>300,
CPIS<5

6. 5 glinlik atessiz izlem



KTU Tip Fakiltesi calismasi

Ozellikler Kisa siireli tedavi Uzun siireli tedavi p
n=19 n=3{

Antibiyotik siiresi 8.6£1.0 15.3+£2.4 <0.0001
Yasg 50.3£15.4 48.9+21.3 0.810
Cinsiyet (E/K) 12/7 18/12 0.936
Glaggow Koma Skoru

¢ 3.ain 8.7x1.7 T4+2.2 0.019

* 5. gin 9.1£1.6 7.9+2.4 0.036
KPIS

e (.gin 7.2+0.6 7.741.1 0.153

e 3.gin 4.840.7 6.2+0.8 <0.0001

¢ 5S.gin 3.4+0.5 5.4£0.6 =0.0001
Ateg

e -].giin 37.7£0.4 38.1+1.1 =0.0001

e (.giin 38.6+0.6 38.5£1.0 0.793

¢ 3.ain 37.8+0.3 38.3+£0.9 0.018

¢ S.gin 37.1+0.3 37.9+0.7 <0.0001




Ozellilkler

EKasa siireli tedavi Uzun siireli tedavi 1]
n=19 n=30

Pa0O2/F102

e (.gin 245446 252459 0.675

* 3.gin 295436 250460 0.007

e S.gin 356+35 275447 <0.0001
CRP

e (.giin 10.6+7.0 17.748.7 0.005

e 3.gin 8.3+5.4 20.9+£9.4 <0.0001

e S gin 54425 18.4+£7.8 <0.0001
Prokalsitonin

e (.gin 4.3£10.8 3.44+8.6 0.728

. 3.gin 3.743.6 5.0£13.9 0.552

e 5.gin 2.9+7.1 7.7£16.9 0.030
Lokosit

e (.giin 13.54£6.3 13.5£7.4 0.985

e 3.gin 12.3+£5.9 13.3+6.0 0.566
2.VIP atag 3 4 0.561
Direncli  mikroorganizma 0 5 0.142
ile infeksiyon
Mortalite (28 giinde) 1 4 0.348
MV giiresi 18.3+£8.5 23.4+13.7 0.256
Antibiyotiksiz giin 15.6+£6.2 8.3+7.5 <0.0001
Yatig siirest 24.9+11.4 28.8+19.1 0.182




KTU Tip Fakiltesi calismasi

* Her iki grupta da en sik karsilasilan
mikroorganizmalar Acinetobacter baumannii ve

Pseudomonas aeruginosa

* Kisa tedavi grubunda A.baumannii ve
P.aeruginosa’nin etken oldugu hastalar 9-10
gln, diger mikroorganizmalarin etken oldugu
hastalar ise 7-8 gun tedavi almist

* A.baumannii suslarinda %81.3, P.aeruginosa
suslarinda %43.8 oraninda karbapenem direnci
varken, tum suslar kolistine duyarli idi



KTU Tip Fakultesi calismasi

Etken mikroorgamizmalar Kisa siireli tedavi Uzun siireli tedavi p
n=19 n=30
Acingtobacter bawmannii 5 8 0.760
Pseudomonas aeruginosa 6 9 0.841
Enterobacter cloacae 1 1 1.000
Klebsiella pnewmoniae 1 3 1.000
Staphylococcus auraus 2 5 0.690
Escherichiacoll 2 0 0.145
werratia marcascens 0 2 0.515
Acinetobacter bawmannii 1 1 1.000
+Enterobacter agrogenes
Pseudomonas agruginosa 1 0 0.388
+Enterobacter cloacae
Acinetobacter haumannii 0 1 1.000




KTU Tip Fakiltesi calismasi

* VAP tedavisi baslanan hastalarin bireysel
Ozellikleri
— Ates,
— CPIS,
— Pa02/FiO2,
— CRP
— Prokalsitonin

takip edilerek ilk 5 gtinde klinik ve laboratuvar cevap alinan
hastalarda 5 glinlik atessizlik saglanmasi kaydiyla etken

mikroorganizma ne olursa olsun 7-10 gunllk kisa streli tedavi
yeterli



Idrar yolu infeksiyonlari tedavi siresi

Ciprot
pyelol
placel

Torsten Sandt
Bo Settergren,

Ciprofloxacin for Ciprofloxadin for
7 days (n=73) 14 days (n=83)
Aipe (yedrs) 46 (27-62) 41 (23-58)
Recurrent urinary tract infections 11 [15%) 10 (13%)
Complicated wrinary tract infections 4 (5%) 10 (12%)
Drisbetes mellitus 2{3I%) 7 (Bw)
Temperature (*C) 39:2 (38.7-397) 360 (38-5-39-6)
Flank pain or costavertebral angle tenderness 69 {95%) 79 {95
Senum CRP concentrations (meg/L) 100 (56-1949) 125 [B68-227)
Fyuria 70 [96%}) 78 [94%)
Bacteria igalated from pretreatment wine cultures
Escherichin coli 64 (BE%) 79 [G5%)
Staphskac occus saprophiticus 3 [4%) 1[1%])
Klebsiedla preurnonioe 3{4%] a
Ortheers 3(4%) 3 [4%)
Positive blood culture 16 (12%) 26 [3Iw)"
Initiad intravenous dose{s) of ciprofloxsdn 14 (19%) 11 {13%)

[Data are number {%) or median [¥0R). All Blood cultures grew Eschernchiio coll. *Blood oultures missing for one patient.

Taokle 2: Baseline characteristics of the per-protocol population

Jte



Idrar yolu infeksiyonlari tedavi siresi

for 7 days foriqdays (90%CI) test p value
Short-term efficacy 73 83
Cure 71(97%) 80 (96%) -09% 0-004
-65t04-8)
Clinical failure or recurrent 2(3%) 3(4%) -
symptomatic urinary tract infections
Cumulative efficacy 73 84
Cure 68(93%) 78(93%)  -03% 0015
(-7-4107-2)
Clinical fadure or recurrent S(7%) 6(7%) "
symptomatic urinary tract infections

Data are number (%), unless othersmse indicated.

Table 3: Clinical outcomes in the per-protocol population




Idrar yolu infeksiyonlari tedavi siresi

Table 2. Microbiologic eradication and chinical success rates at end of therapy

Levofloxacin 7520 mg
Once Daily for S Days
5=7 Days Postactive

Ciprofloxacin 00 /400
mg Twice Daily for
10 Days O=2 Day

Therapy Postactive Therapy Difference
Population n/MN (50} nsM % {95% Cl1)
Microbiologic eradication rate®
miTT 253/317 [79.8) 234,302 (Fr.5) 23 (—8.81t04.1)
ME 234,265 (88.3) 20972471 (BE.7) 16 (=7.41to04.2)
Clinical success rate®
miTT 262/317 (B2.6) 237 /302 (78.5) 4.1 (—10.4t0 2.1)
ME 24275265 (91.3) 210,241 (B7.1) 4.2 (=96 to 1.2)

Cl = confidence interval; miTT = modified intent to treal; ME = microbiologically evaluable.
* Subjects with an outcome of unknown in the mITT population are included in the denominator.

Table 3. Microbiologic eradication and clinical response rates at posttherapy

Levofloxacin 750 mg
Once Daily for & Days

Ciprofloxacin 500,/400
mg Twice Daily for

10=17 Days Postactive 10 Days 5=-12 Days Drifferance
Therapy Postactive Therapy (95% CI)
FPopulation n ™ (%) M % %
Microbiologic eradication rate*
miTT 253,317 {79.8) 241,302 (TD.8) O{—6.3to 6.3)
ME 228265 (BE.0) 215/241 (BD.2) 3.2 [{—2.51t0 8.9)
Clinical success rate®
miTT 257 /317 (81.1) 242 7302 (20.1) =02 {=7.2105.3)
ME 2289 /265 (B5.4) 2137241 (28.4) 20(—=391t07.8)

Cl = confidence interval: mITT = modified intent to treat; ME = microbiologically evaluable.
= Subjects with an outcome of unknown in the mITT population are included in the denominator.



Idrar yolu infeksiyonlari tedavi siresi

J Trauma Acute Care sSurg. 2015 Oct;79(4):649-53. doi 10.1097/TA.0000000000000822.

Short-duration treatment for catheter-associated urinary tract infections in critically ill trauma patients.
Jarrell AS', Wood GC, Ponnapula S, Magnotti LJ, Croce MA, Swanson JM, Boucher BA, Fabian TC.




TABLE 2. Initial CA-UTI Characteristics

Short-Duration Carooap

Characteristic (m="TT)
Time from admission to matial CA-UTL median S{0—-11})
{IQR), d
Infecting organism, n (%a)*
E. coll 23 (30)
Enferoncoc oy Spocics 17 {22}
Oither gram posetive 12 {16)
Frewdaomonas Spocics 11 {34)
Kiehgiella specwes T {9
Pratews miirabilis 4 {5}
Emterobacter specics 5{7)
Acinerabacier specics 140}
SEFrafia MardoesceHs 141}
Cifrenbacier Koserd 3 {4}
Polymicrobial mfection, n (%46) 3 {4
MDRE organmisms, o [ %a) 26 {34)
Duratson of treatment, mean (SO, d A {1}
TEAT, o {(%a) B {E)

®iowmie patients had pobymscrobial CA-UTs.
IEAT, mappropnate empirs: antibuotic therapy.




TABLE 3. Patient Clinical and Microbiologic Outcomes
Short-Duration Group (n =77)

Clmical outcome, n (%)

Success 63/77 (82)
Failure 12/77 (16)
Inconclusive 277 (3)
Microbiologic outcome, n (%)*
Success 3I6/48 (75)
Failure T/48 (15)
Relapse 4/48 (8)
Inconclusive 1/48 (2)
New CA-UTL n (%)* /48 (13)
Survival to discharge, n (%) 74/77 (96)

*Determuned from evaluable follow-up cultures.



Idrar yolu infeksiyonlari tedavi siresi

In conclusion, short-duration treatment of CA-UTI
provided acceptable clinical and microbiologic effectiveness
in critically 1ll trauma patients. These results suggest that short-
duration antibiotic therapy for approximately 4 days could be
used for treating CA-UTIs in this population. Ideally, these
results would be confirmed in a prospective randomized tnal.



Idrar yolu infeksiyonlari tedavi siresi

URINARY TRACT

Amoxicillin resistance is common, therefore ONLY use if culture confirms susceptibility. In the elderly (=65 years), do not treat asymptomatic
bacteriuria: it occurs in 25% of women and 10% of men and is not associated with increased morbidity. In the presence of a catheter,
antibiotics will not eradicate bacteriuria; only treat if systemically unwell or pyelonephritis likely.

Co-amoxiclav is alternative in patients with low GFR. Nitrofurantoin should not be used if GFR is <60mL/min/ 1.73m* or trimethoprim if GFR is

<15mL/min/1.73m?,

Cystitis in women

Routine urine culture unnecessary for simple cystitis in
adult women.
Further diagnosis should be made on basis of

symptoms and dipstick analysis (see HPA guidance).

TRIMETHOPRIM 200mg BD, or
NITROFURANTOIN MR 100mg BD

(Note that trimethoprim may cause a rise in
serum creatinine especially in pre-existing
renal impairment due to competition for
renal excretion)

Co-amoxiclav is alternative in
patients with low GFR (see above)

3
3

UTT in men

TRIMETHOPRIM 200mg BD, or
NITROFURANTOIN MR 100mg BD
Co-amoxiclav is alternative in
patients with low GFR (see above)




Idrar yolu infeksiyonlari tedavi siresi

e Drug and dose Duration
Condition Comments (listed in order of preference)  (days)
UTI or confirmed Screening requires a urine sample to be sent to AMOXICILLIN 500mg TDS, or 7
asymptomatic bacteriuna in | microbiology for microscopy and culture, dip stick NITROFURANTOIN MR 100mg BD, 7
pregnant women testing alone is not adequate or
CEFALEXIN 500mg TDS for 7 days, | 7
or
TRIMETHOPRIM 200mg BD for 7 7
days (unless folate deficient or
taking folate antagonist [e.g.
antiepileptic or proguanil])
UTI in children < 3 months, immediate paediatric referral TRIMETHOPRIM 4mg/kg BD {max 3 (lower)
= 3 months with acute pyelonephritis/upper UTI, | 200mg), or
consider referral to paediatnc specialist, treat with CEFALEXIN 7-101f
antibiotics 1 month-1 year - 125mg BD upper UTI
> 3 months with cystitis/lower UTI, treat. If still 1 - 5years - 125mg TDS
unwell after 24 to 48 hours, child should be 5 - 12years - 250mg TD5S
reassessed
Pyelonephritis Culture required. CO-AMOXICLAV 625mg TDS, or 7-10
CIPROFLOXACIN 500mqg ED
Epididymo-orchitis Screen for chlamydia. DOXYCYCLINE 100mg BD 10-14

Add IM CEFTRIAXONE 500mg stat if
there likelihood of sexually
transmitted pathogen




Yara ve deri infeksiyonlari tedavi suresi

WOUND AND SKIN INFECTION
Conditi C ents Drug and dose Duration
o i (listed in order of preference) (days)
Surgical wounds, abscesses, | Abscesses should be drained. FLUCLOXACILLIN 500mg QDS, or g
mastitis, wound infection CLARITHROMYCIN 500mg BD 5
If wound could be contaminated with soil, fasces or CO-AMOXICLAV 625mg TDS, or g
bodily fluids or if infection area has poor vascular CLARITHROMYCIN 500mg BD and 5
supply. METRONIDAZOLE 400mg TDS, or
CLINDAMYCIN 300mg QDS )
Cellults If afebrle and el other than cellults oral therapy s | FLUCLOXACILLIN 500mq QDS, or | §
- imb adequate, CLARITHROMYCIN 500mg BD 5
I febrile and unwell admit or arange for IV antibiatics
(flucloxacilin or clarthromycin, as approved under
PCT Cellultis pathway).
If iver or seawater exposure discuss with
- facial Early referral necessary if not responding to treatment, | CO-AMOXICLAV 625mg TDS ]




Otitis externa {acute)

Otit tedavi suresi

First use aural toilet and analgesia.
Cure rates similar for topical acetic acid or antibiotic
steroid

Duration
(days)

Drug and dose
(listed in order of preference)
ACETIC ACID spray (EarCalm®) 1
spray TDS, or
PREDNISOLOMNE + NEOMYCIN ear
drops 3 drops TDS

Otitis media (acute) - child
doses

Antibiotics do not reduce pain in first 24 hours,
subsequent attacks or deafness. Use paracetamol or
NSAID.

Otitis media resolves in 60% of patients in 24 hours
without antibiotics. Antibiotics reduce pain at 2 days
(NNT 15)

Consider antibiotics (2 to 3 days) if:
v 22 years AND bilateral otitis media (NNT 4) or
marked otoscopic signs and = 3 symptoms
v All ages with otorrhea (NNT 3)
Immediate prescribing may be appropriate for the
following groups:
» otorrhoea
v <2 years with bilateral acute ofitis media

Haemophilus is an extracellular pathogen so macrolides
(e.q., erythromycin), which concentrate intracellularly,
are less effective therapy.

If antibictic is required,
AMOXICILLIN 40-90mg/kg/day in 3 5
divided doses up to 1 gram TDS, or
CLARITHROMYCIN 5
£8kg - 7.5mg/kg BD
8-11kg - 62.5mg BD
12-19kg - 125mg BD
20-29kg - 187.5mg BD
30-40kg - 250mg BD
2" line - CO-AMOXICLAV 5
1-6yrs - 156mg TDS
6-12yrs - 312mg TDS




Sonuc

* Kisilerin hastaligina ve bireysel 0Ozelliklerine goére
uygun ilaci, uygun dozda, uygun strede verilmesi
baslica vazifemizdir.

e Tedavi suresini kisaltmak mumkundur. Yeni
teknolojilerle daha da kisalabilir.

* Unutulmamalidir ki; yanhs tanida tek doz antibiyotik
bile kullanmak gelecegimizi etkilemektedir!
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