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Sunum Planl
* Nicin Onemli?
* Hangi Antibiyotik?
 Hangi Dozda?
* Nasil?
* Ne Kadar Sure?

* Sonucg
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YBU’lerinde Dogru Antibiyotik
Kullanimi

Nicin Onemli?
> Nozokomiyal enfeksiyonlarin %25’i YBU’lerinde gelisiyor

» Mortalite yiiksek

» Dogru antibiyotik kullanimi mortaliteyi diisiiriiyor
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YBU’lerinde Dogru Antibiyotik
Kullanimi

* Enfeksiyonun erken tanisi

 Hedefe yonelik uygun antibiyotiklerin zamaninda

uygulanmasi

Mortalite

Dusuyor




YBU’lerinde Dogru Antibiyotik
Kullanimi




Q Hangi Antibiyotik ?

* Enfeksiyon bolgesi « YBU siirveyans sonuglari

— Akciger : :
Karacis — Etken mikroorganizmalar

— Karaciger
— Bébrek — Antimikrobiyal direng
— BOS —

e Hastalarin ozellikleri * Yan etki
— Alt hastaliklari — Hepatotoksite
— Yas

N — Nefrotoksite
— Organ yetmezligi

— Enfeksiyonun siddeti — Kardiyotoksite
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Hangi Antibiyotik ?
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Enfeksiyon odagi

Pnomoni

Uriner sistem enf.

Kan dolasimi enf.

S.pneumoniae
H.influenza

P. aeruginosa
A. baumannii
E.coli

MRSA

E.coli

Klebsiella spp.

P. aeruginosa
Proteus spp.
Enterobacter spp.
Staphylococcus spp.
Candida spp.

Staphylococcus spp.
Enterococcus spp.
E.coli

Klebsiella spp.
P.aeruginosa
A.baumannii
Candida spp.

Hangi Antibiyotik ?
Etkenler | Antibiyotk

3. kusak sefalosporin

4. kusak sefalosporin
Ampisilin/sulbaktam

Kinolon (moksifloksasin/levofloksasin)
Piperasilin/tazobaktam

Karbapenem + Aminoglikozid
Linezolid
Vankomisin

Colistin/sulbaktam

3. kusak sefalosporin
4. kusak sefalosporin
Kinolon
Piperasilin/tazobaktam
Karbapenem
Flukonazol

Sefazolin

Vankomisin
Daptomisin
Piperasilin/tazobaktam
Karbapenem
Colistin/sulbaktam
Kaspofungin
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Hangi Antibiyotik ?

Enfeksiyon odagi m Antibiyotik

intraabdominal enf.

Yumusak doku enf.

E.coli

Klebsiella spp.
P.aeruginosa

P. mirabilis
Enterobacter spp.
Bacteroides fragilis
Peptostreptococcus spp.
Fusobacterium spp.
Clostridium spp.
Streptococcus spp.
Enterococcus spp.

Staphylococcus spp.
Streptococcus spp.
E.coli

Klebsiella spp.
P.aeruginosa

P. mirabilis
Enterobacter spp.

Sefoksitin
3.KSS+metronidazol
Siprofloksasin+metronidazol
Moksifloksasin

Tigesiklin
Piperasilin/tazobaktam
Karbapenem

Sefazolin
Siprofloksasintklindamisin
Karbapenem

Vankomisin

Daptomisin
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Monoterapi mi?
Kombine Antibiyotik mi?

 Ampirik tedavi uygunlugu

* Sinerjistik etki

* Direncg gelisiminin dnlenmesi




Monoterapi mi?
Kombine Antibiyotik mi?

Beta lactam antibiotic monotherapy versus beta lactam-
aminoglycoside antibiotic combination therapy for sepsis
(Review)

Main results

We included 64 trials, randomizing 7586 patients. Twenty trials compared the same beta-lactam in both study arms, while the remaining
compared different beta-lactams using a broader spectrum beta-lactam in the monotherapy arm _In studics comparing the same bega-
lactam, we observed no difference beoween study sroups with regard o all-cause fatalioe. RR 1,01 (95% C10.75 w 1.35) and clinical
failure, RR 1,11 (95% CI0.95 to 1.29). In studies comparing different beta-lactams, we observed an advantage to monotherapy: all
cause fatalicy R 0.85 {95% C1 0.71 w 1.01}, dinical failure RR 0.77 (95% C1 0.69 to 0.86), No significant disparities emerged from
subgronp and sensirivity analyses, including rhe assessmenr of patients with Gram-negarive and Preudomonas aeruginaia infecrions. We
detected no difterences in the rate of resistance development. Adverse events rates did nor ditfer significantly berween the study groups
overall, although nephroroxicine was significantly more frequent wirh combinarion rherapy. RR 0.30 (93% C10.23 ro 0.39). We found
no heterogencity for all comparisons. We included a small subsct of studies addressing patients with Gram-positive infections, mainly
endocardiris. We identified no difference berween monorherapy and combinarion rherapy in these sudies.

Authors’ conclusions

The addition of an aminoglycoside to beta-lactams tor sepsis should be discouraged. All-cause facality rates are unchanged. Combination

treatinent carries a significant risk of nephrotoxicity.

THE COCHRANE
COLLABORATION®
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Surveillance, control and management of
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Surveillance, control and management of
infections in intensive care units in Southern
Europe, Turkey and Iran — A prospective
multicenter point prevalence study

| Journal of Infection (2014) 68, 131-140
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Surveillance, control and management of
infections in intensive care units in Southern
Europe, Turkey and Iran — A prospective

multicenter point prevalence stud
Journal of Infection (2014) 68, 131-140
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305 (%40.7) hastada en az bir enfeksiyon bdlgesi
69 (%22) hastada toplum kaynakl
61 (%20) hastada saglik hizmeti iliskili
34 176 (%58)hastada nozokomiyal enfeksiyon

ERCIYES UNIVERSITESI TIP FAKULTESI



Surveillance, control and management of
infections in intensive care units in Southern
Europe, Turkey and Iran — A prospective
multicenter point prevalence study

Journal of Infection (2014) 68, 131-140

Table 5 The distribution of resistance pattems of Isolated microorganisms from clinical specimens, according to country
groups.”
Microorganism Overall Southeast Europe Turkey p Value" Iran
Enteric Gram-negative bacilll (n = 62)
Multidrug resistant 39 (63%) 20/34 (58.8) 18/26 {69.2) 0.43 1/2 (50)
Extensively drug resistant 5 (8%) 4/34 (11.8) 1/26 (3.8} 0.38 Q
Pandrug resistant 0 0 0 ND 0
Acinetobacter spp. {n =~ 47)
Multidrug resistant 31 (66%) 1925 (80) 11/19 (57.9) 0.33 0
Extensively drug resistant 13 (28%) 4/25 (20) 8/19 (42.1) 0.09 0
Pandrug resistant 5 (11%) 2125 (4) 0 ND 3/3 (100)
Pseudomonas aeruginosa (n = 29)
Multidrug resistant 16 (55%) 7/13 (53.8) 7/14 (50) 1.0 1/2 {50)
Extensively drug resistant 7 (14%) 4/13 (30.8) 3/14 (21.4) 0.82 0
Pandrug resistant 2 (7%) 2/13 (15.4) 0 ND 0
Staphylococcus aureus (n = 17)
Multidrug resistant B (47%) T/16 (43.8) 0 ND 171 (100)
Extensively drug resistant 0 0 0 ND 0
Pandrug resistant 0 0 0 ND 0
Enterococcus spp. (n = 17)
Multidrug resistant 10 (59%) 6/9 (66.7) 3/7 (42.9) 1.0 1/1 (100)
Extensively drug resistant 1 (6%) 0 1/7 (14.3) ND 0
Pandrug resistant 0 0 0 ND 0
“ Data expressed as n/N (%), ND: Not determined.
K b Comparisors were performed between Southeast Europe and Turkey.
24

ERCIYES UNIVERSITESI TIP FAKULTESI



Changing pattern of antibiotic susceptibility in intensive care units: Ten years
experience of a university hospital

Emine Alp®*, Bilge Kiran ®, Dilek Altun®, Gamze Kalin?, Ramazan Coskun ¢, Murat Sungur ¢, Aynur Akin 9,
Duygu Percin®, Mehmet Doganay*® Anaerohe 17 (2011) 422-425
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Changing pattern of antibiotic susceptibility in intensive care units: Ten years
experience of a university hospital

Emine Alp®*, Bilge Kiran ", Dilek Altun®, Gamze Kalin ¢, Ramazan Coskun ¢, Murat Sungur ¢, Aynur Akin®,
Duygu Percin®, Mehmet Doganay*®
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Direncli Mikroorganizma Ne Zaman
Dusunulmeli?
e Antibiyotik kullanimi: 90 guin icinde
* Hastanede yatis oykusu: (>5 gun)
* Toplumda ve hastanede antibiyotik direncinin yuksek olmasi
e Saglik hizmeti iliskili enfeksiyon
— Hastanede yatis : 90 glin icinde > 2gun
— Bakimevinde yasamak
— Evde antibiyotik infizyonu
— Kronik diyaliz: 30 glin icinde

— Evde yara bakimi
— Evde beraber yasayan kisilerde ilaca direncli patojen tasiyicilig

e Immunosipressif hastalik veya tedavi
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Direncli Mikroorganizmalarda
Antibiyotik Tedavisi Nasil Olmali?

e Standart antibiyotikleri yuiksek dozda uygulama
(Yan etki 1111)

e Standart olmayan, henlz direnc¢ gelismemis
antibiyotikleri (kolistin/sulbaktam/tigesiklin/rifampisin) uygulama

(Tedavi basarisizligi-yan etki !!!)

 Kombinasyon tedavisi uygulama
(Doz ???)
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Kolistin
Farmakokinetik

— Kolistimethanosulfonate (KMS)-kolistine hidrolize olur

— Atilim: KMS bobrekten atilir, ancak kolistin renal tubuler
absorbsiyon ile alinir ve bobrek disi yollarla atilir

— Yogun bakim hastalarinda klirens| ve yari 6mri uzun
— Yuksek doz ve uzun araliklarla uygulama

Farmakodinamik
— Konsantrasyona bagli etki
— Kalici etki
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Kolistin

Colomycin injection

Coly-Mycin M Parenteral

Manufacturer

Main distributors

Labelled content per vial

Mass of colistimethate
sodium dry powder per vial
Appearance
Recommended dose*

Product-recommended
upper limit dose fora
60 kg patient*

Dumex-Alpharma A/S,

Parkedale Pharmaceuticals, Rochester,

Copenhagen, Denmark MN, USA
Pharmax Limited, Bexley, Kent, Monarch Pharmaceuticals, Inc, Bristol,
UK;
Bex
Steril - Apérojen | Flakon + 2 m) Gomici Ampol

50(

Colimycin

Cre

<60 uydﬁlize‘l’oz ioeren Hakon '
751

divi ;

4-6 Kolistimetat Sodyum

sod (150 mg Kolistin Baz Aktivitesi)
>

thri
8o
sod p =

\!‘- v’

480 mg of colistimethate sodium 800 mg of colistimethate sodium per day

per day

*For patients with normal renal function.
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Kolistin Doz

* 1 mg kolistin baz =2.4 mg kolistimetat sodyum

* 150 mg kolistin baz =5 MU=400 mg
kolistimetat sodyum

1 MU =80 mg kolistimetat sodyum

* 1 mg kolistimetat sodyum=12 500 |U
e




Use of high-dose IV and aerosolized colistin for the treatment
of multidrug-resistant Acinetobacter baumannii
ventilator-associated pneumonia: do we really need this
treatment?

Gamze Kalin - Emine Alp - Ramazan Coskun -

Hayati Demiraslan + Kursat Gundogan - J Infect Chemother (2012) 18:872-877
Mehmet Doganay

[hgh-duse Nurmal Jose Laow dose vl
w= 13} (=20 (w=10)
TR n (%) n %)
Age in vears (mean | SD) 45.07 1 2486 S3.95 1 1786 a5.70 1 1839 (.55
AFACHE [ score {median) 22 22 22 092
Male 9160 L& (30 ER LU (44
Miaheras mellins 211 I 15) 22 0,59 Standart 2*25mg/kg (max 300 mg)
Clhronse hver falure SR (] L 15) (LN (HH 1.0 .
Congestive cardiac falare 0y 0y o) - YUkSEk dOZ 4*25 mg/kg (maX 600 mg)
{‘,hn.mx- abstructive lung diseass 2013 7 |3.?~| 1 Ill'-ll (.22 inhale:2*75 mg
Maligrancy U 2l |l (.39
Clieanolierapy i I (5) 110y (L.7%0
Stemnic REERY 9123 315 .79
Trnmi 530 £ &m 1ol (L27
Smoxing 330 9133 S50 0.79
Sepais 17 5 125) LU CH .4
Severe sepsis 73 11 135) T
Sapric shook 320 412 313
Mult-oczan talwe () 0 (U H
Previous anhibistic use 15110 20 1 1 10 100y
Another infection sie 15180 19 195) 140 100 045
Concomitart glveopapeids use 4150 T 1535 315 035
Conconulanl wmanuoglyooside use 5134) 5123) 3 (30) a9l

Haspital admission befpre (= L1 135) G16m 0.59
ICU aadoissaon




Use of high-dose IV and aerosolized colistin for the treatment

of multidrug-resistant Acinetobacter baumannii
ventilator-associated pneumonia: do we really need this
treatment?

Gamze Kalin - Emine Alp - Ramazan Coskun -

Hayati Demiraslan + Kiirsat Guindogan * J Infect Chemother (2012) 18:872-877
Mehmet Docanay
High-dose Normal-dose Low-dose p value
(n = 15) (n = 20) (n = 10)
n (%) n (%) n (%)

On the 5th day of COL therapy

Good response 4 (27) 10 (50) 3 (30) 0.45
Poor response 11 (73) 10 (50) 7 (70)
On the 14th day of COL therapy
Clinical cure 15CT) 6 (30) 3 (30) 0.25
Clinical failure 14 (93) 14 (70) 7 (70)
Bacteriological clearance 9 (64) 13 (65) 6 (75) 0.19
Bacteriological failure 5 (36) 7 (35) 2 (25)
Presence of fever (median, days) 11 (73) 5 (25) 5 (50) 0.01
Nephrotoxicity 6 (40) 7 (35) 2 (20) 0.66
Length of ICU stay (mean = SD, days) 33 + 39.87 34 £+ 3497 42 + 32.24 0.25

Mortality 10 (67) 9 (45) 4 (40) 0.18




Application of a Loading Dose of Colistin Methanesulfonate in
Critically Il Patients: Population Pharmacokinetics, Protein Binding,
and Prediction of Bacterial Kill

Ami F. Mohamed,™" llias Karaiskos,” Diamantis Plachouras,” Matti Karvanen,” Konstantinos Pontikis,” Britt Jansson,”
Evangelos Papadomichelakis,® Anastasia Antoniadou,” Helen Giamarellou,” Apostolos Armaganidis,” Otto Cars,” and Lena E. Friberg®

Antimicrob Agents Chemotherapy 2012;56:4241-4249

TABLE 1 Demographic and clinical data®
Total Serum creatinine CrCL at Serum
Body wt maintenance concn at baseline, albumin
Patient Age (ideal body daily dose baseline, day 3 day 3 concn APACHE Reason for colistin
no, Gender (yr) wt) tkg) (mg [MU]}  (mg/dl) (ml/min) (g/dl) [Tscore  Diagnosis administration
19 M 46 80 (70) 720 (9) 1, 0.9 916, 101,7 23 8 Necrotizing fasciitis Necrotizing fasciitis
20 F 51 oD (65) 720 (9) 0.8, 0.5 120.5, 1348 3 17 Multiple sclerosis VAP
21 M 39 140 (75) 720 (9) 1.1, 0.8 76.8, 105.7 2.7 9 Pneumonia VAP
22 M 66  75(75) 480 (6) 1.1, 008 70.2,96.5 5 23 Cirrhosis-hepatic VAP
encephalopathy
23 M 32 R0 (70) 720(9) 0.6, L6 1915, 1915 19 |7 Preumonia VAP
24 F 88 80 (70) 240 (3) 1.7, 1.7 24.9,249 2.1 24 Acute mesenteric ischemia VAP
25 M 60 85 (75) 720(9) 1, 1 835,835 32 7 Pneumonia VAP
26 F 45 65 (65) 720 (9) 0.7, 0.5 995, 1394 3l 16 ['rauma VAP
27 M 52 8O (70) 720(9) (h4, 0.5 2143, 1714 38 15 NHL-precumonia VAP
28 F 52 65 (65) 720(9) 0.7,0.8 952,833 25 15 HIN1 infection-pneumonia  Bacteremia

Doz: Yikleme dozu (480 mg), ardindan 3*240 mg
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Application of a Loading Dose of Colistin Methanesulfonate in
Critically Ill Patients: Population Pharmacokinetics, Protein Binding,

and Prediction of Bacterial Kill
Antimicrob Agents Chemotherapy 2012;56:4241-4249

Ami F. Mohamed,™" llias Karaiskos,” Diamantis Plachouras,® Matti Karvanen,” Konstantinos Pontikis,® Britt Jansson,”

Evangelos Papadomichelakis,” Anastasia Antoniadou,” Helen Giamarellou,” Apostolos Armaganidis,” Otto Cars,” and Lena E. Friberg
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* Yiksek yukleme dozlarinda serbest
ilac dlizeyi artiyor

* Yiksek yikleme dozlarinda
bakteriyi 6ldirme zamani kisaliyor

* Hidrasyon ile yuksek ylikleme dozu
(480 mg) nefrotoksite icin riski
artirmiyor

e 480-720 mg yukleme doz
oneriliyor
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High-Dose, Extended-Interval Colistin
Administration in Critically Ill Patients: Is This
the Right Dosing Strategy? A Preliminary Study

Lidia Dalfino,’ Filomena Puntillo,' Adriana Mosca,” Rosa Monno,” Maria Luigia Spada,' Sara Coppolecchia,’
Giuseppe Miragliotta,” Francesco Bruno,' and Nicola Brienza'

Table 1. Patients’ Characteristics and Clinical Features of Infec-
tious Episodes Among 23 Infectious Episodes With and 5 Without
a Favorable Response to Colistimethate Sodiom Therapy

e 25 hasta, 28 kolistin
tedavisi degerlendiriliyor

* Doz:9 MU (720 mg)
yukleme dozu sonrasi
2*4.5 MU (720 mg/glin)

e Klinik kir 23 (%82)
hastada var

* 5(%18) hastada ABY var

CcMsS No CMS
Varable Response Response
Age {yearsl, mean £ SD 62+ 1B 76x3
Chansan comarkxdity mdex 211.8) 32221
mean =SD
Surgical admission. No. (%) of 8/20 (40) 45 {80)
patianis
APACHE Il score, meaan = SD 12+6 25+ 7°
SOFA score, mean = 5D 76=x2 912
ICU LOS (days) 56 (30-8%) 75 {52-86)
ICU mortality, No. (3% of patients §5/20 (25) 55 {1000°

Infectous eprsodes, No. (%) of 2328 (82.1) 28 (17.9)
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COLOMYCIN® / COLISTIN

Agir enfeksiyonlarda yuksek doz etkili

T eSS UT ST PO TOg TS, IO T SO
Acme tobactar beurmantv
Kiebsiela pneurmanae
Peaudormonas aemnginoesa '

oo
O WwnN

Clin Infect Dis 2012;54:1720-6

Bacteriological clearance, 13413 (100! as*
No. (%] of cases
VAR, No. (%) of cases 1YW23 (43 .6) s
VAP-associated pathogens, No. of isolates
Acine tobactar baurnanny ) o
Kiebsialla pneurmonsae 4 Q
FPeaudomonas aomnignoss 1 O
Bactericlogical clearance, 4410 1407 /s (O]
No. (%) of cases
Clinical presantation, No. (9% of cases
Severe sepsis 16/23 (63.5) /s (O1°
Septic shock 7/23 130.5) S/5 (1000"
Daiy CMS dose (ML) 8.5 (7.3-9| 7.7 ({6-85)
Cumulative CMS dose g1 i67-122) 105 {17-142)
IMUfcourse)
CMS monothemapy, No. (%) of 12/23 152.2) 2/5 {4t
courses
CMS reatment duranon (days) 11 (10=-14.5) 155 (7-21)

Tabin 2
wind With CoSstimethate Sodism Therapy

Poteatial Risk Fasctoes for Acute Kidney lnjury Associ

Facter Mo A Ine 23 AN
Sac @do D MH:E 218
CCnzomiin s nedieniic ahets Z0 EC LBX
SruNotes TECL 36
Durercs 5 KEZ 36X
FaJolora agecss 183 ) -
Mar-nd SITLa 12%
Doty CME Soge MUy S35 LG8
CME tasimart duson 13y I EGIT.0 120006
Curuauve LVS dozo = 2 e g163-22!




Comparison of colistin and colistin/sulbactam for the
treatment of multidrug resistant Acinetobacter baumannii

L ] L ] ) "= .2 “he M ara '.'-> 2 14> < LNy > . .
ventilator-associated pneumonia (.. wcoimmabn
Cohistun Colisuin/sulbactam  p
(n = 32), (n = 37), n (%)

G. Kalin - E. Alp - A. AKin - R. Coskun - n (%)

M. Doganay Infection 2013 | ... in yeurs (medien. 52 (1996) 63 (20-89) 0.10
'laplc l. In VIO anublouc resistance rates of 87 A (mmmmm'i A;’:i:}: RS 22 (14-36) 27 (18-35) -
strains 1solated from endotracheal aspirates or bronchial lavage | _range)
samples Male 36 (69.2) 18 (48.6) 0.08
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' Chronic liver discuse 1 (1Y) O 1.00
Ce |l‘pilll 78 Chromic carduac discase Q0 1(2.7) 042
Chromic obstructive 13 (25.0) 10 (27.0) 1.00
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Ceftazidim %4 Malignancy 4 (7.7 5(13.5) 0.48
i 1 Chemotherapy 2(3.8) 2{54) 1.00
Celotaxim 85 Steroid 20385  1027.0) 036
Piperacillin tazobactam 6 Trauma 15 (28.8) 5(13.5) 0.12
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CGentamicin 85 Severe sepsis 33 (63.5) 19 (51.4)
Neilmiois 55 Septic shock 10(19.2) 10 (27.0)
. . ) Mult organ failure 0 0
Tobramicin 54 Previous antibiotic use 52 (100) 34 (94.6) 0.17
Tmipenem 91 Other infection sites 49 (94.2) 34 (91.9) 0.69
;\'ler[)|x'|1cn1 u4 Hus[_)ilal ;ulnussiul.l ' 27 (51.9) 18 (42.6) (.83
before ICU admission
Tl'illlc.'l()l)lilll-\‘ll||§llllc’l0.\il/u| Q] Conconsitant 15 (28.8) 2 (5.4) 0.006
Tigcc.:\'clinc 25 aminoglveoside use
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Comparison of colistin and colistin/sulbactam for the
treatment of multidrug resistant Acinetobacter baumannii
ventilator-associated pneumonia

G. Kalin - E. Alp - A. AKin - R. Coskun -
M. Doganay

Infection 2013
Table 3 Clinical and microbiological evaluation of patients on colistin and colistin/sulbactam therapy
On the fifth day of therapy Colistin (n = 52), n (%) Colistin/sulbactam (n = 37), n (%) p
Good response 21 (40.4) 16 (43.2) 0.84
Poor response 31 (59.6) 21 (56.8)
On the 14th day of therapy Colistin (n = 47), n (%) Colistin/sulbactam (n = 35), n (%) p
Clinical cure 14 (29.8) 14 (40) 0.50
Clinical failure 33 (70.2) 21 (60)
Bacteriological clearance 34 (72.3) 30 (85.7) 0.28
Bacteriological failure 13 (27.7) 5(14.3)
Length of ICU stay (mean & SD) 42.33 £ 33.03 37.73 + 24.29 0.81
Mortality 27 (51.9) 27 (73) 0.53%
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Efficacy of Sulbactam and Its Combination
with Imipenem, Colistin and Tigecycline in an
Experimental Model of Carbapenem-Resistant
Acinetobacter baumannii Sepsis

Gokcen Dinc®
Gokhan Metan®
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Hawati Domiraclan® Forhan Elmali®  Salman Shahoor AhmodPb

In conclusion, the treatment of life-threatening car-
bapenem-resistant A. baumannii infections is a serious
concern. Colistin appears to be the most effective agent
against serious infections. However, toxicity, the develop-
ment of resistance and the poor lung penetration of colis-
tin lead clinicians to pursue difterent therapies. Sulbactam
isa promising agent against carbapenem-resistant A. bau-
mannii infections, but its single use is not advisable for
serious infections as resistance may appear during treat-
ment. Despite the results of this study, combination ther-
apy was not superior to monotherapy. Further clinical

studies are needed in order to prove if sulbactam increas-
es the clinical effectiveness and reduces the mortality
which also prevents colistin-resistant mutants.

l 2014
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Antimicrobial Efficacy of Doripenem and its Combinations with Sulbactam, Amikacin,

Colistin, Tigecycline in Experimental Sepsis of Carbapenem Resistant Acinerobacter

baumannii

Gokcen Dinc!, Hayati Demiraslan?, Ferhan Elmali®, Salman Shaheer Ahmed?. Emine Alp?,

Mehmet Doganay- New Microbiologica

SUMNMARY

antibiotics. Due to increasing levels of drug resistance, the therapeutic options are limited in
A. bgumanni infections. We investigated the efficacy of doripenem monotherapy versus
deripenem combination therapy with sulbactam. amikacin, colistin and tigecyeling in an
experimental sepsis, The carbapenem resistant 4. bapmannil was used to develop sepsis
model in 8-10 weeks old Balb-c mice by intraperitoneal injection. Two houss later from
injection of bacterial suspension, antibiotic therapies were initiated. Mice were sacrificed at
24, 48 and 72 hours and cultures were made from heart, lung, liver and spleen samples and

the bacterial loads of lung and liver were calculated as cfu’g. Combination therapies with

infection, whereas dogipenenrrsulbactam and doripenem=colistin were started to eradication
at 72 hours. These results suggested that combination therapies with dozipenem is more

cffective than monotherapy and the combination of doripenem with tigeyeline or amikacin

has more rapid bactericidal effect than sulbactam or colistin.




Antimicrobial Original Research Paper

Carbapenem-resistant Klebsiella pneumoniae
sepsis in corticosteroid receipt mice:
tigecycline or colistin monotherapy versus

tigecycline/colistin combination J infect 2013

Hayati Demiraslan®, Gokcen Dinc®, Salman Shaheer Ahmed®, Ferhan Elmali>,
Gokhan Metan®, Emine Alp*, Mehmet Doganay’

'Department of Infectious Diseases, *Department of Medical Microbiology, >Department of Biostatistics, Faculty
of Medicine, Erciyes University, Melikgazi, 38039, Kayseri, Turkey

This study compared the effect of monotherapy of colistin, tigecycline, and their combination in sepsis
model of mice. OXA-48 producing Carbapenem-resistant Klebsiella pneumoniae (CRKP) strain was used in
Balb/c mice. The mice were divided into competent and Methylprednisolone acetate (MPA)-treated
groups. Each group was sub-divided into (1) colistin or (2) tigecycline monotherapy and (3) colistin/
tigecycline combination therapy. After 3 hours of intraperitoneal bacterial inoculation, antimicrobials were
administered, and mice were sacrificed at 24 and 48 hours Time-kill curve study demonstrated that colistin
sulphate had early bactericidal activity following re-growth. In competent and MPA-treated groups of mice
at 24 hours, bacterial counts in liver samples significantly lowered compared to control, however, there
were no statistically differences between monotherapy and combination therapy subgroup. Bacterial count
in lung samples of competent group was significantly lesser than control for all three antimicrobial
subgroups at 24 hours Coalistin plus tigecycline combination therapy was not superior against colistin or
tigecycline monotherapy.

‘ t?‘;_,,,\‘)'Ali@-"
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Comparison of colistin—carbapenem, colistin—sulbactam,
and colistin plus other antibacterial agents for the treatment
of extremely drug-resistant Acinetobacter baumannii
bloodstream infections

A. Batirel + I. . Balkan « O. Karabay « C. Agalar « S. Akalin + O. Alici « E. Alp « E A. Altay -

N. Altin « E Arslan « T. Aslan « N, Bekiroglu « S. Cesur + A. D. Celik « M. Dogan + B. Durdu

E Duygu « A. Engin « D. O. Engin + I. Gonen + E. Guclu + T. Guven « C. A. Hatipoglu «

S. Hosoglu « M. K. Karahocagil + A. U. Kilic « B. Ormen + D. Ozdemir « S. Ozer «

N. Oztoprak « N. Sezak « V. Turhan « N, Turker + H. Yilmaz Eur J Clin Microbiol Infect Dis 2014
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Comparison of colistin—carbapenem, colistin—sulbactam,
and colistin plus other antibacterial agents for the treatment
of extremely drug-resistant Acinetobacter baumannii
bloodstream infections Eur J Clin Microbiol Infect Dis 2014

Il".\lic I Basclane demographic and clinical charactenstics and outcomes of 214 patoarts with extemnely deug-resistant Acinelobacier spp. bloodstean
infections (XDR-ABST) who reccived colistin-based combmsgion therapy and 346 patients who reccived colistin monotherapy
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Comparison of colistin—carbapenem, colistin—sulbactam,
and colistin plus other antibacterial agents for the treatment
of extremely drug-resistant Acinetobacter baumannii
bloodstream infections Eur J Clin Microbiol Infect Dis 2014
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e Hangi Antibiyotik ?

* Antibiyotik de-eskalasyonu

e Lokal rehberler

o Kisith/donlistimli antibiyotik




Hangi Dozda ve Nasil

R

Uygulanmali?
¥ >
FARMAKODINAMIK OZELLIKLER FARMAKOKINETIK OZELLIKLER
e Etki Spektrumu * Emilimi
 Dagilim
* Antibakteriyel Etki * Proteine baglanma
— Zamana baéll ° Metabo“zma
— Konsantrasyona bagli . e Athm
>
Zaman

" KLINIK BASARI
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YBU Hastalarinda FK/FD
Parametreleri Neden Degisir?

Systemic Inflammation

=

Iuranped CL [AK] 5= AR

Reduced Antibiotic Exposure
+

Higher MIC

~eatmnent EElure and/or ohs Salaceion af Natistant Oraanismse
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Hangi Dozda ve Nasil
Uygulanmali?

LA

* Zamana bagh etki: Etki, ilag
konsantrasyonu MIK
dizeylerinin 2-4 katina
ulastiginda ve surekli bu
konsantrasyonda kaldiginda
(surekli inflizyon) artar

* Konsantrasyona bagh etki:
Etki, ilac konsantrasyonu
arttikca artar

Concentration (mgf)

* Konsantarsyona bagh kalici
etkisi olan, zamana bagh etki
gosteren antibiyotikler

Time (hours)
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Antibakteriyel Etki ile iliskili FK/FD

Parametreler

FK/FD Parametre

Beta-laktamlar T>MiK

Karbapenemler

Linezolid Zamana bagli etki

Eritromisin Minimum veya orta diizeyde postantibiyotik etki

Klaritromisin

Linkozamid

Aminoglikozidler C maks/MIiK

Metronidazol

Kinolonlar

Telitromisin Konsantrasyona bagl etki

Daptomisin

Kinopristin/dalfopristin

Kolistin

Kinolonlar AUC, ,,/MIK

Aminoglikozidler

Azitromisin

Tetrasiklinler

Glikopeptidler Konsantrasyona bagli kalici etki

Tigesiklin Zamana bagli etki

Kinopristin/dalfopristin

Linezolid




Proteine Baglanma

Serbest ila¢ dizeyi farmakolojik etkiden ve yan etkilerden
sorumludur

Serbest ilac dizeyi arttikca, eliminasyon ve dagilim hacmi
artar

Hipoalbuminemi, proteine baglanma orani yuksek (>%90)
olan ve bobrekten atilan antibiyotiklerin FK’'ini etkiler

— Ertapenem
— Seftriakson
— Teikoplanin
— Oksasilin, vb.
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DAGILIM HACMI

Lipofilik antibiyotikler: Hidrofilik antibiyotikler:
 Yiksek dagihm hacmi * Duasuk dagilim hacmi

Dagilim Hacminin Degismesi Hidrofilik

Ml Antibiyotiklerin FK Etkiler

— beta-laktamlar

— Kinolonl
no on. ar — Aminoglikozidler
— Makrolidler _ Daptomisin
— Tetrasiklinler (Tigesiklin) _ Glikopeptid
— Kloramfenikol _ Linezolid

— Rifampisin — Kolistin
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DAGILIM HACMI

Akut faz reaksiyonu
Protein katabolizmasi
koneogenezde artis
lipoalbuminemi

Onkotik basing 4,
KONSANTRASYONU |, ar disina sivi kagisi

inflamatuvar mediyatorle

Endotel hasari ANTIBIYOTIiK

Damar gegirgenliginde arf

Kardiyak output
Renal kan akimif®
GFRM

Tubuler sekresyon
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ANTIBIYOTIK ELIMINASYONU

e Akut bobrek yetmezligi ve aralikli veya strekli

renal replasman tedavisi antibiyotiklerin FK/
FD degismektedir

* Beta-laktam antibiyotiklerde, tedavinin ilk 48

saatinde bobrek dozu ayarlanmasina gerek
yok




ANTIBIYOTIK ELIMINASYONU

 Multiple travma

* Travmatik beyin hasar!

* Menen;jit

* Postoperatif hastalar ] I
. Yanik Renal klirens

« VIP

* Gebelik

* SIRS




ANTIBIYOTIK ELIMINASYONU

Idrarda Kreatin Klirens (CL;) (8 saatlik idrarda) 6l¢imu gostergedir

CLer 2130 ml/dk/1.73m? bobrekten atilan antibiyotiklerde tedavi
basarisizligina neden olur

Serum kreatinin normal olmasi CL.; normal oldugunu géstermez

Hidrofilik antibiyotiklerde doz ayarlamasi gerekir

CLc, was calculated according to formula: CL; = (U /Sc,) % (24-
h urinary output/1440) x (1.73/BSA). The DuBois and DuBois
formula was used to calculate BSA: BSA=0.007184 x [height
(cm)]o.725 X [weight (kg)]0-425.

ERCIYES UNIVERSITESI TIP FAKULTESI



BT
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Kardiyak Output Kapiller gecirgenlik te

Metabolizma artis&/veya protein Normal organ Organ disfonksiyonu
baglanmada fonksiyonu

degisiklik

|

v

v
P ormal

CrCL
normal

TEDAVI
BASARISIZLIGI Normal Plazma
u Konsantrasyonu
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Augmented renal clearance in septic patients and implications for vancomycin
optimisation

Jodo Pedro Baptista*, Eduardo Sousa, Paulo J. Martins, Jorge M. Pimentel
Int J Antimicrob Agents 2012;39:420-423

e Vankomisin verilen 93 hasta

e Ventilatorde ve agir sepsis veya septik sokta
hastalar
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Augmented renal clearance in septic patients and implications for vancomycin
optimisation

Jodo Pedro Baptista*, Eduardo Sousa, Paulo J. Martins, Jorge M. Pimentel

Int J Antimicrob Agents 2012;39:420-423

Vankomisin dozu

* Yiikleme dozu:1000 mg (<70 kg) veya 1500 mg
(>70 kg)

* 30 mg/kg/gtin stirekli inflizyon

* Serum diizeyi: 13.8-20.7umol/L
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Augmented renal clearance in septic patients and implications for vancomycin
optimisation

Jodo Pedro Baptista*, Eduardo Sousa, Paulo J. Martins, Jorge M. Pimentel

Int J Antimicrob Agents 2012;39:420-423

Baseline characteristics of the studied population (93 patients) in Group A [control group without augmented renal clearance (ARC)] and Group B (study group with ARC). '

All patients (N=93) Group A (N=56) Group B(N=37) P-value
Males [n (%)] 69(74.2) 40(71.4) 29(78.4) N/S
Septic shock incidence [n (%)] 30(32.3) 20(35.7) 10(27.0) N/S
Urine output (mL/day) [mean (S.D.)] 2618(826) 2459(740) 2862(899) <0.05
Age (years) [median (IQR)] 58(34-75) 70(52-79) 41(32-56) <0.05
Use of diuretics [n (%)] 60(64.5) 35(62.5) 25(67.6) N/S
Actual body weight (kg) [median (IQR)] 73.5(65-85) 74(61-80) 77(68.5-88.5) N/S
APACHE Il score [mean (S.D.)] 17.2(6) 19.1(6) 14.1 (5.7) <0.05
SAPS Il [mean (S.D.)] 422 (14.3) 45.9(14) 36.3(12.9) <0.05
Serum creatinine (wmol/L) [median (IQR)] 70.7 (61.9-79.6) 70.7 (61.9-88.4) 61.9 (53-79.6) N/S
BUN (p.mol/L) [median (IQR)] 8(5.6-10.4) 8.6 (6.6-11) 5.7 (4.8-8.6) <0.05
Serum proteins (g/L) [median (IQR)] 53(48-60) 52(47-57) 57(51-62) <0.05
Serum albumin (g/L) [median (IQR)] 30(25-34) 27(24-31) 32(29-36) <0.05

Cler (mL/min/m?) [median (IQR)] 109.6 (68.1-152.5) 69.6 (57.8-104.2) 158.9 (140.9-193.6) <0.05
Admission diagnosis [n (%)]
Trauma 45(48.4) 23(41.1) 22(59.5) <0.05
Sepsis 28(30.1) 22(39.3) 6(16.2) <0.05
Respiratory failure without sepsis 11(11.8) 8(14.3) 3(8.1) N/S
Post surgery 5(5.4) 2(3.6) 3(8.1) N/S
Other 4(4.3) 1(1.8) 3(8.1) N/S
Group A Group B Pavalue
Loading dose {g) 10(1.0=1.1) 1.0{1.0=15) NJS
Perfusion dose (g} 20(1.49-24) 21{2.0-24) N/S
Total dose (g) 3.1(29-38) 3.4({3.0-3.9) N/S
Loading dose/actual weight (mg/kg) 154(12.5-18.2) 14.5{12.5-182) N/S
Perfusion dose/actual weight (mg/'kg) 30(26.7-344; 30(25.0-32.3) NJS
Total dosejactual weight (mg/kg) 47.7(40.0-51.8) 454 (38.3-48.6) N/S
Time interval between loading dose and TDM of vancomycin on Dg [h) 17{16=17) 17(17=18) N/S
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Augmented renal clearance in septic patients and implications for vancomycin
optimisation

Jodo Pedro Baptista*, Eduardo Sousa, Paulo J. Martins, Jorge M. Pimentel

Int J Antimicrob Agents 2012;39:420-423
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Renal klirensin artisi vankomisin serum konsantrasyonunu anlamli dlguide diisiiriiyor

Sepsiste daha yiiksek ylikleme dozlarina ihtiyag var !!!!
LY.
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ANTIBIYOTIK DUYARLILIGI

« MIK yikselince etkinlik 1




YBU’si Hastalarinda FK/FD
Degisikliklerde Ne Yapilmalidir?

FK Degisikikler

Dagilim hacminin artmasi Kiloya gore doz ayarlamasi
ilac diizeyinin takibi

Renal eliminasyonun degisimi Toplam glinltk dozun artirilmasi
Dozun daha sik araliklarla uygulanmasi
Surekli/uzamis inflizyon
llac diizeyinin takibi

Serbest ilag¢ dizeyinin degisimi Yikleme dozunun artirilmasi
Doz sikhginin artirilmasi
Surekli/uzamis infizyon
Serbest ila¢ dizeyinin takibi

Antibiyotik duyarlihginin azalmasi Toplam glinltk dozun artirilmasi
Surekli/uzamis infizyon

ilac diizeyinin takibi (erken dénemde)
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ANTIBIYOTIK TEDAVISINDE
BASARI

Yiukleme dozu

v’ Etkin tedavi konsantrasyonlarina hizla ulasilir

v Yukleme dozu sonrasi organ fonksiyonlarina gére doz ayarlamasi
yapihir

— Aminoglikozidler
— Beta-laktamlar
— Glikopeptidler
— Tigesiklin

— Kolistin
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ANTIBIYOTIK TEDAVISINDE
BASARI

Siirekli veya Uzamis Inflizyon

Zamana bagli antibiyotiklerde, doz araliklarinda yeterli ilag
konsantrasyonunun (>MIK) olmasi 6nemlidir

Sik araliklarla uygulama veya surekli veya uzamis inflizyon
uygulanabilir

Yukleme dozunu siirekli veya uzamis infuizyon takip etmeli

— Beta-laktamlar
— Vankomisin
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ANTIBIYOTIK TEDAVISINDE BASARI

Zamana Baglh Antibiyotikler

Tek yukleme doz Yukleme yapmadan suirekli inflizyon
A 2 MiK
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Clinical Outcomes With Extended or
Continuous Versus Short-term Intravenous
Infusion of Carbapenems and Piperacillin/
Tazobactam: A Systematic Review and
Meta-analysis

Clin Infeqt Dis 2013,56:272-82

Matthew E. Falagas,'** Giannoula S. Tansarli,' Kazuro lkawa,” and Konstantinos Z. Vardakas

Extended or continuous  Short-term Risk Ratio Risk Ratio
Study or Subgroup Deaths Total Deaths Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.1.1 Extended vs short-term
Dow 2011 8 67 1" 54 171% 059(0.25,1.35) —
Esterly 2010 12 42 7 29 11.7% 1.18([0.53, 2.64) ——
Itabashi 2007 1 18 9 24 109% 0.15(0.02,1.07] S |
Lodise 2007 9 102 14 92 207% 058(0.26,1.28) —=r
Patel 2009 4 70 5 59 786% 067[019, 240 —p—
Wang 2009 0 15 0 15 Not estimable
Subtotal (95% CI) 314 273 68.0% 0.63[0.41,0.95)] L
Total events 34 46

Heterogeneity: Chi*= 4.54, df=4 (P=0.34); F=12%
Test for overall effect Z= 2.18 (P = 0.03)

1.1.2 Continuous vs short-term

Grant 2002 0 47 5 51 7.4% 0.10[0.01,1.73]

Lau 2006 1 130 3 132 42% 0.34[0.04,3.21] N [

Lorente 2009 8 37 14 46 17.6% 0.71[0.33,1.51] —ar-

Okimoto 2009 0 25 0 25 Not estimable

Roberts 2010 0 8 0 8 Not estimable

Sakka 2007 1 10 2 10 28% 0.50 [0.05, 4.67) e R p—

Subtotal (95% CI) 257 272 320% 0.50[0.26, 0.96] o

Total events 10 24

Heterogeneity: Chi*= 218, df=3 (P=054), F=0%

Test for overall effect Z= 2.07 (P = 0.04)

Total (95% Cl) 571 545 100.0% 0.59[0.41,0.83] &

Total events 44 70

Heterogeneity. Chi*= 6.84, df= 8 (P = 0.55); F= 0% 6002 0:1 1 1¢0 SOB
Test for overall effect Z=2.97 (P = 0.003) Against short-term  Against extend/continuous

.zl 1est for subaroup differences: Chi*=0.32. df=1(P= 057, F=0%
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Clinical Outcomes With Extended or
Continuous Versus Short-term Intravenous
Infusion of Carbapenems and Piperacillin/
Tazobactam: A Systematic Review and
Meta-analysis

Clin Infect Dis 2013,;56:272-82

Matthew E. Falagas,'** Gi laS. T ri,' Kazuro lkawa,” and Konstantinos Z. Vardakas'?

* Uzamis veya surekli infizyon alanlarda mortalite‘
* Pndmoni hastalarinda mortalite l

* lyi planlanmis randomize calismalara ihtiyac var !!!!
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Continuous Infusion of Beta-Lactam Antibiotics
in Severe Sepsis: A Multicenter Double-Blind,
Randomized Controlled Trial

Joel M. Dulhunty,' Jason A. Roberts,' Joshua S. Davis Steven A. R. Webb,” Rinaldo Bellomo,’ Charles Gomersall,® . . Cc.
Charudatt Shirwadkar,® Glenn M. Eastwood,’ John Myburgh,” David L. Paterson,® and Jeffrey Lipman' Clin | nf ect Dis 201 3/ 56:272-82

* Prospektif

* Cok merkezli

* Cift kor

* Randomize kontrolli calisma

e Agir sepsis olgulari
* Her iki grupta 30’ar hasta
e Tikarsilin-klavulanat

e Piperasilin-tazobaktam
* Meropenem
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Continuous Infusion of Beta-Lactam Antibiotics

in Severe Sepsis: A Multicenter Double-Blind,
Randomized Controlled Trial

Joel M. Dulhunty,' Jason A. Roberts,' Joshua S. Davis? Steven A. R. Webb,? Rinaldo Bellomo,* Charles Gomersall,®

Charudatt Shirwadkar,* Glenn M. Eastwood,’ John Myburgh,’ David L. Paterson® and Jeffrey Lipman' Clin Infect Dis 2013,;56:272-8~
Intervention

Endpaint Group Control Group P

Plasma antibiotic 18 (81.8%)" 6 128.6%)" 001
concentration =MIC

Clinical cure {test of 23(76.7%) 15 {50.0%) 032
cure date}

Clinical cure {test of 21 (70.0%) 13 (43.3%) 037
cure date with
Lreatment exclusions)

Clinical cure (last day 9 (30.0%) 6 120.0%) 37
of blinding)

Time to clinical 11 (6.75-24.25)" 186.5 (7-28)° 14
resolution (days)

Time to resolution of 6 (2.5-22 5)¢ 5 (3-27)° 79
CRP (days)

ICU length of stay 7.5 (4-12) 9{5-14.25 B0
{postrandomization)

ICU-ree days
All 19.5 (12.75-24) 17 (. 75-22) 14
ICU survivors 20.5 (16-24)° 18{12.75-22)¢ 22

ICU survival 28 (93.3%) 26 (86.7%) 67

Hospita! surviva 27 (90.0%) 24 (80.0%) A7 G
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Continuous Infusion of Beta-Lactam Antibiotics

in Severe Sepsis: A Multicenter Double-Blind,
Randomized Controlled Trial

Joel M. Dulhunty,' Jason A. Roberts,' Joshua S. Davis? Steven A. R. Webb,? Rinaldo Bellomo,* Charles Gomersall,®

Charudatt Shirwadkar.® Glenn M. Eastwood,' John Myburgh,” David L. Paterson,® and Jefirey Lipman’ Clin Infect Dis 2013,;56:272-8~
1.0
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ANTIBIYOTIK TEDAVISINDE

BASARI
Ilag Dluzeyinin Takibi

Beta-laktamlar
e Karbapenemler (meropenem 4-10 mg/L)
* Glikopeptidler (vankomisin 20-40 mg/L, teikoplanin 10-20mg/L)

* Aminoglikozidler (gentamisin,tobramisin,netilmisin 6-10 mg/L,
amikasin 12-20 mg/L)

* Kolistin (8 mg/L)
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YBU Hastalarinda Antibiyotik Dozu ve Uygulanmasi

Onerilen Doz

Antibiyotik Sinifi Normal Bobrek Fonksiyonlari Orta ve Agir Bobrek Yetmezligi

Beta-laktamlar (penisilinler,
sefalosporinler,monobaktamlar) Uzamis veya siirekli inflizyon veya Eger aralikh doz uygulaniyorsa, daha diisiik
daha sik uygulama doz veya daha az sikhkta

Karbapenemler

Aminoglikozidler Yiiksek doz (Cmax:MiK=10) Miimkiin oldugunca yiiksek doz kullanilir.
Endokardit ve notropenik hastalar Doz azaltilmasi MiK degerine gore
disinda tek doz yapilmahdir

Glikopeptidler Vankomisin 30-40 mg/kg/giin, 2 ilk giin yiiksek doz kullanilir, daha sonra
saat infiizyon Cmin gore doz ayarlamasi yapilir
Plazma konsantrasyonu 15-20 mg/L
olmali

Surekli infizyon kullanilabilir

Kinolonlar Yiiksek Cmax:MiK hedeflenmeli Sikhik azaltilmasi
Siproflokasasin 1200 mg/giin
Levofloksasisn 1000 mg/giin

Tigesiklin 100 mg yiikleme dozu, 2*50 mg Doz ayarlamasi gerekmez
Agir kolestaz varliginda 50 mg yiikleme
ardindan 2*¥25 mg

Linezolid 2*600 mg Doz ayarlamasi gerekmez

Kolistin 5 mg/kg/giin iv-3 doz Doz veya siklik azaltilmasi



Ne Kadar Sure?

* Enfeksiyon odagi
* Enfeksiyon siddeti
* Odak kontrolu

* Etken mikroorganizma

 Komplikasyon varlig




Ne Kadar Sure?

* PnOmoni 10-14 gun
 Uriner sistem enfeksiyonu 3-14 gln
* Kan dolasimi enfeksiyonu 10-14 gun
* Intraabdominal enf. 4-7 gln

 Yumusak doku enf. 7-10 gln
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Biomarker-guided antibiotic therapy in adult
critically ill patients: a critical review

[Pedro Povoa'* and Jorge | F Salluh™

l‘ Procalcitonin (PCT)algorithm for stewardship of antibiotic therapy in patients with LRTI ’

1
| | | |

[ <oapgn | | 01-025ugn | [ >026-05 pgn | [ >05ugn ]

: l : ; 1 : I s A I

| Bacterial etiology Bacterial etiology Bactenal etiology ‘ Bactenal etiology

very unlikely unlikely likely ‘ Very likely
’ ¥ ¢ B ' ¥ ' : .
[ NO antibiotics ! ] [ no antibiotics J [ Antibiotics yes ] [ Antibiotics YES ! ]
| | | J
2 v

-

PCT duzeyi 3,5,7. glinlerde degerlendir
Eger baslangic degerinden >%80 diismds ise veya <0.5 ng/mL ise tedaviyi kes
Eger PCT yuksek ise tedavi basarisizligi, enfeksiyoz komplikasyonlar veya siperenfeksiyon

disin
ompromisead nost gefense (e.g. immuno- U.29-0.0 ugitc days

suppression other than corticosteroids) - >05-1.0pg/M: Sdays
\ - Concomitantinfection in need of antibiotics , \ - >1.0 uglt: / days

S~ g N .

Figure 1 Procalcitonin algorithm for stewardship of antibiotic therapy; adapted from [10].
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Ne Kadar Sure?

Dimitrios K. Matthaiou
Georgia Ntani

Marina Kontogiorgi
Garyfallia Poulakou
Apostolos Armaganidis
George Dimopoulos

An ESICM systematic review and meta-analysis
of procalcitonin-guided antibiotic therapy
algorithms in adult critically ill patients

Duration of antibiotic therapy for the first episode of infection

28-days mortality

Intensive Care Med (2012) 38:940-949
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YBU Hastalarinda Antibiyotik Dozu ve
Uygulanmasi
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Onerilen Dozlar Her Hastaya Uyar mi?

ONE SIZE DOES NOT FIT ALL.
I—

- _KEEPTRYING...




YBU Uzmani SO N U C

Enfeksiyon Hastaliklari Uzmani

Klinik Mikrobiyoloji&Biyokimya Uzmani Klinik Farmakolog
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GERCEK BASARI ENFEKSIYON
KONTROLUNDE
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