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* Yogun karbapenem kullanimi sonucu

Enterobactericealar arasinda karbapenem
direncinde artis

* Klebsiella pneumoniae izolatlari arasinda

karbapenemaz ureten ve salginlar yapabilen
suslar

* 1996’da ABD’den ilk bildirim.. Tum dinyada
pandemik yayillim



CDC’ye gore ABD’de karbapeneme direncli
enterik bakterilerin sikhgi;

2001°de %1.2 ==2011'de %4.2

En ylUksek artis ise ayni donem icinde;
%1.6 == %10.4 Klebsiella spp.
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(n=594), 16 Merkez (%)
Acinetobacter sp.

Pseudomonas sp. 47
Klebsiella sp. 38 "I
E.coli 9
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Abstract (oral session)

Klebsiella pneumoniae carbapenemase (KPC)-producing Klebsiella pneumoniae resistant to colistin:
epidemiology and risk factors for colonisation during intensive care unit stay

M. Papadimitniou-Olivgens®, C. Bartzavali, F. Fligon, C. Sklavou, S, Vamvakopoulou, M. Chnistofidou, K
Filos, M. Marangos, E. Anastassiou (Patras, GR)

e 2013 ECCMID

* Klebsiella pneumoniae

* Yunanistan:

 YBU gastrointestinal kolonizasyon
* 305 KPC-K.pneumoniae izolatinda
* %33.8 kolistin direnci (E-test)



Clin Microbiol Infect. 2013 Jan;18(1):E23-30. doi: 10.1111/1458-0881.12070. Epub 2012 Nov 8.

High rate of colistin resistance among patients with carbapenem-resistant Klebsiella pneumoniae infection
accounts for an excess of mortality.

Capone &', Giannella M, Fortini D, Giordano A Meledandri M, Ballardini M, Venditii M. Bordi E, Capozzi D, Balice MP, Tarasi A, Parisi G, Lappa & Carattoli &
Petrosille N; SEERBIC-GRAE network.

+ Collaborators (43)

+ Author information

Abstract

Carbapenem-resistant Klebsiella pneumoniae (CR-KFP) is becoming a common cause of healthcare-associated infection in ltaly, with high
marbidity and mortality. Frevalent CE-KP clones and resistance mechanisms vary between regions and over time. Therapeutic approaches and
their impact on mortality have to be investigated. We performed a prospective study of patients with CR-KP isolation, hospitalized in nine
hospitals of Rome, [taly, from December 2010 to May 2011, to describe the molecular epidemiology, antibiotic treatment and risk factors for
martality. Overall, 97 patients (60% male, median age 69 years) were enrolled. Strains producing blakPC-3 were identified in 89 patients,
blaVIM in three patients and blaCTX-M-15 plus porin defects in the remaining five patients. Inter-hospital spread of two major clones, ST312 and
3T258, was found. Overall, 36.1% and 20 4% of strains were also resistant to colistin and tigecycline, respectively. Infection was diagnosed in 81
patients who received appropriate antibiotic treatment, combination therapy and remaoval ofthe infectious source in 73.6%, 59 3% and 28.5% of
cases, respectively. Overall, 23 different antibiotic regimens were prescribed. In-hospital mortality was 25.8%. Multivariate analysis adjusted for
appropriate freatment, combination therapy and infectious-source removal, showed that Charlson comorhidity score, intensive-care unit onset of
infection, bacteragmia and infection due to a colistin-resistant CE-KP strain were independent risk factors for mortality. The spread of clones
producing K. pneumoniae carbapenemases, mainly ST258, is currently the major cause of CR-KP infection in central Italy. We observed a high
rate of resistance to colistin that is independently associated with worse outcome.

Italya:
Capone ve ark. YBU klinik 6rneklerden

karbapenem direncli K. pneumoniae izolatlarinda
%36.1 kolistin direnci



f’O a KLINIK CALISMA /| RESEARCH ARTICLE

Nozokomiyal Klebsiella Tiirleri Arasinda

Karbapenem Direncg Siklig: ve
Fenotipik Yontemlerle Direncin Degerlendirilmesi

The Frequency of Carbapenem Resistance Among Nosocomial Klebsiella
Isolates and the Evaluation of Resistance by Phenotypic Methods

H. Selcuk OZGER!, Omer KARASAHINI, Giilcin TELLI!, Giilsiim GAYGISIZ!, Fiisun civiL?,
Murat DizBAY!

1 Gazi Universitesi Tip Fakiltesi, Infeksiyon Hastahklarn ve Klinik Mikrobiyoloji Anabilim Dal, Ankara,
Tirkiye

Kolistin direnci %10



Yavinlanmamis veri
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Nisel Yilmaz ve ark. izmir Tepecik Arastirma Hastanesinin verileri ; 12. Antimikrobik
Kemoterapi Glinlerinde sunulmak Gzere :

Toplam 905 K.pneumoniae izolatinin 108’inde (%11.2) karbapenem direnci
Karbapenem direncli K.pneumoniae izolatlari arasinda kolistin direnci %26



Polimiksin Direnci

En onemli risk faktoru;

Polimiksin kullanimi

Direnc gelisimi; Farkli yollarla ortaya cikan
lipopolisakkaritlerdeki modifikasyonla iliskili



Direncin yayilmasi

* Direncli suslarin hastadan hastaya olan gecisi

Infeksiyon kontrol onlemler;

Temas izolasyonu

Marchaim D, Chopra T, Pogue JM, Perez et al. Outbreak of Colistin-Resistant, Carbapenem-
Resistant Klebsiella pneumoniae in Metropolitan Detroit, Michigan. Antimicrob Agents Chemother. 2011
Feb; 55(2):593-9.



Karbapenemaz (+)

* K. pneumoniae izolatlari arasinda KPC enzim
Uretimi en sik gorulen diren¢ mekanizmasi

* Karbapenemler, penisilinler, sefalosporinler,
aminoglikozidler, kinolonlar: Direncli

Mortalite oranlari yiiksek !!!



Kolistine direncli K. pneumoniae

 Karbapenemaz sentezleyen kdokenlerle olusan
bakteremi ve pndmoni gibi ciddi infeksiyonlarin

tedavi secenekleri
?27?7?
Polimiksinler
Tigesiklin
Fosfomisin
Aminoglikozidler

Kolistin iceren coklu kombinasyon tedavileriyle basarili
sonuclar bildirilmektedir.



OLGU

Kolistine Direncli Klebsiella pneumoniae
Pnomonisi



RESPIRATORY INVESTIGATION §3 [2015) 124-128
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Case report

Ventilator-associated pneumonia caused by @mmk

colistin-resistant KPC-producing Klebsiella
pneumoniae: A case report and literature review

Bruno Viaggi, MD", Francesco Shrana, MD"*, Paolo Malacarne, MD",
Carlo Tascini, MD"

“Anestesia, Terapia Intenswa e Sub-Intensiva Neuromuscolescheletrica, Azenda Ospedaliera Unwerstaria Careggl,
Largo Brambilla, Firenze 30134, Italy

®Fond azione Toscana Gabriele Monasterio, Via G. Moruzz, 1, Pisa 56124, Italy

“U.0. Anestesia e Rammazione &°, Azenda Ospedabera Umversitaria Pisana, Via Paradisa, Pisa 56124, Italy
11.0. Malattie Infettive, Azienda Ospedaliera Universitaria Pieana, Via Paradisa, Pia 56124, [taly




Olgu sunumunun amaci

* Direncli infeksiyonlarin gelisiminin
ongorulmesinde surveyans kultlrlerinin
onemi

e Kultur sonuclari ve hasta bazl faktorlere gore
tedavi stratejisinin yonetimi

e Karbapenem koruyucu coklu antibiyotik
tedavisi



28 yasinda, erkek hasta
Arac disi trafik kazasi ; politravma
YBU’ne yatis
Glaskow koma skalasi: 5
Fizik Muayene;
Kapali kafa travmasi; sagda subdural hematom,
diffiiz aksonal yaralanma
G&gus travmasi; bircok alanda akciger kontlizyonu
bilateral multiple kot kirigi
SOFA (Sequential Organ Failure Assessment) skoru:10



Yatisinin 2. giini; KIBAS bulgular

ACIL---subdural hematomun bosaltiimasi

Operasyon sonrasl---- trakeotomi

Yatisinin 8. gini; KIBAS bulgularinda artma
Cift tarafh kraniotomi

Solunumda bozulma---mekanik ventilator

Yatisinin 13.glnu; Surveyans icin alinan rektal
surintu orneginin tarama testinde;

KPC-Kp pozitif
Temas izolasyonu



VIP

Yatisinin 16. glnu; Sepsis
Pa02/Fi02 degisimi 132

PA AC grafisi/ Toraks BT’de parankimal
konsolidasyon alanlari ve hava bronkogrami

Prokalsitonin degerinde baslangica gore
yikselme

TANI: VIP (Ventilator ile iliskili pnédmoni)

Bronkoalveolar lavaj kiiltiiriinde KPC-Kp (+)




Vitek-2 otomatize sistem

KPC-Kp susu;

Gentamisin (MIC= 4 ug/mL) orta duyarl
Tigesiklin (MIC=2ng/mL) orta duyarli

Kolistin direncli (MIC > 16 ug/mL)



E-test

KPC-Kp susu;

* Fosfomisin (MIC=16 ug/mL),

* Gentamisin (MIC=2 ng/mL) duyarli,

* Tigesiklin (MIC=2 pg/mL) orta duyarli,
* Kolistin (MIC=4 ug/mL) direncli

Antibiyotik duyarlilik sonuclari EUCAST’in belirledigi degerlere gére yorumlandi.



TEDAVI

e Tigesiklin (100 mg IV, 2x1),
+

e Fosfomisin (3 gr IV, 3x1)
+

e Kolistin methansulfonat (4.5 milyon U 1V, 2x1)
(150 mg 2x1 V)



Tedavinin 9. gunu

e Klinik durumda iyilesme,
* Gaz (Pa02/Fi02=300) degisiminde diizelme

* Prokalsitonin normal sinirlarda (0,8 ug/mL)



* Bronsial ve rektal stirintu orneklerinden
KPC-Kp uremesi

* Kolonizasyon



Klebsiella pneumoniae

Saglikli bireylerde kolonizasyon;

solunum yollarinda: %1-6
diskida: % 5-10

Yogun bakimda yatan hastalarda kolonizasyon ;

%27-37



KPC-Kp kolonizasyonu ve infeksiyonu

e 299 yogun bakim hastasinin prospektif gozlem calismasi

 KPC-Kp kolonizasyon orani; Yogun bakima kabulde %7
Yogun bakimda kalma sonrasi %27

 Kolonize hastalar arasinda; infeksiyon gelisme orani % 47

 KPC-Kp icin bagimsiz risk faktorleri; Gecgirilmis cerrahi ve
hastaligin ciddiyeti (SOFA skoru)

Debby BD, Ganor O, Yasmin M et al. Epidemiology of carbapenem resistant Klebsiella pneumoniae colonization
in an intensive care unit. Eur. J. Clin. Microbiol. Infect. Dis.31(8), 1811-1817(2012).



KPC-Kp acisindan diski kulturayle kanitlanmis rektal
tastyici olan 464 hasta

Invaziv girisim, DM, solid tm, trakeostomi, Uriner
kateter ve antipseudomonal penisilin kullanmis 42 (%9)
hasta

KDKP infeksiyonu gelistigi gosterilmis.

Borer A et al. Risk factors for developing clinical infection with
carbapenem-resistant Klebsiella pneumoniae in hospital patients initially
only colonized with carbapenem-resistant K. pneumoniae. Am. J. Infect.
Control 40(5), 421-425(2012)



Kolonizasyonun erken saptanmasi

* Ampirik tedavinin uygunlugu ve VIP’e neden olan
bakterinin erken identifikasyonu amaciyla;

* Yogun bakim unitesine ilk kabulde

 Daha sonra haftada 2 kez rektal ve bronsial kulttrlerin
alinmasi

* Pozitif hastalarin izolasyonu 6nerilmektedir

Lampati L et al. Can routin survelliance samples from tracheal aspirate predict
bacterial flora in cases of ventilator-associated pneumonia? Minerva Anestesiol
2009;75:555-62.



PnOmoni

* Etken KPC-Kp ise;
Mortalite anlamli olarak artmaktadir.

e Kolistin direnci; Mortalite Gzerine bagimsiz
risk faktora

Viaggi B, Sbrana F, Malacarne P, Tascini C.Ventilator-associated pneumonia caused by colistin-resistant KPC-
producing Klebsiella pneumoniae: A case report and literature review. Respiratory Investigation 53 (2015)124—

128.



Takble 3 - Review of previous reparts on KPC-Kp pneumonia.

Author fyear) KPC-Kp pulmonary inkection” (n %] Mortality rate (r |%)
Maltezoun o al 2009 1321 [62%) 411 (18.2%)"°
Kallen et al. (X010) B9/679 (13%) NA
Michalopoulas et al [A10) 511 [45.5%) NA

Lee et al. (20127 127105 (31%) 15/32 W)
Cureshi et al. (X12) 10r41 [24.4%) W10 (A0%)
Tumbarello et al. (X012) 2B/1IS (12 4%) NA

Capone & al. 2013 1497 (14.4%) 614 (£2.9%)
Strana et al (2013 1626 (61.5%) 16 (125%)
Fontopadou &t al. 2013 BT (T 6%R) NA

Strana et al (2014) 6/9 (66.7%) 56 @3.3%)

WA, not appheable; FPC-Ep, carbapenem ase-produc bon Kleboella pneumania,

* Hospital-acquired or ventlator-assocated preumornda.

® Clinical outeonis were unavaidable in two cases,

 Excluding the cases previously described by Maltezou et al, the numbers [rates) of FPC-Kp pulmonary infections and mortalities are 19/84
[159%) and 1321 (61.9%), retpechvely

= Mortality for monatherapy was 1015 (67%) and for combination therapy was 5/17 29%) (p=- 0.03).

Gunumuzde KPC-KP’nin etken oldugu nosokomiyal pnémonilerin degerlendirildigi
bir calisma yoktur.

Ancak, KPC-Kp bakteremisi, epidemiyolojik veriler ve vaka serilerinin verilerine gore
yapilan analizlerin sonuclariyla KPC-Kp pnomonisiyle ilgili mortalite oranlarina
ulasilabilmektedir.



KPC-Kp infeksiyonlarinin tedavisi

 Kombinasyon tedavisi > Monoterapi

(meropenem MIC degerinin <16 ug/mL olarak saptandig

infeksiyonlarda dahi tedavi basar|5|zllklar|)

* En etkili tedavi: Icinde bir karbapenemin
mutlaka bulunacagi en az iki veya daha fazla
antibiyotigin kombinasyonu
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Treatment of Klebsrella Prewurmornrae Carbapenemase (KPC)
mfections: a review of published case series and case reports
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Al stract

The emargence of Klebsicllis proecrmiorvase carbba penemases (KPCs) producingg acoeria has become a significant global
puklzlic healch challenge while che oprtimal treaoment rermains undefined. We performed a systermatic revieww of published
studies amnd reports of treatment outcormes of KPR infections using MEDLIRNE (2007 2071153 Articles or cases were excluded if
o of the followimng wwas fulfilled: o individoual patient darta prowvided, mo sreatrmens regimen spaecified, mo treatrment
ourCcome speecified, report of colonizacion, or greater than chree antiiotics were usad o treat che BEPC infection. Daca
extracred included patent demographics, sice of infection, organism, KR C subtype, ancimicrobial thherapy direcoed atc KPC-
imnfection, and toreaoment outcosrme. Statistical analysis was performed im an exploracory ma nmer. A cotal of 538 artacles
comprising 105 cases were included imn the analysis. The majority of imnfection=s were due o & oricoaTorvas (ES99). The moso
Ccomemmon sice Of infection was Dlood (S2%0), followsed by respiraccory (SO0%h), and urine (109, Foroy-nime (<G973%) cases received
rmonotherapy and S5 (S39%) cases received combination cherapy direcred at the KPC-infection. Significanthy more trescomeenc
failures were seemn in cases that recemned monochera py comparaed o cases who received combination cherapy (<F9%h ws 250
= 0.01 ). Respiratory: infections were associaved with higher races of creacrment Failure with monocherapy compared oo

cominacion cherapy (573 ws 259% o= 0.0

). Paobymmy=in monotherapy was associaced wich higher creacment failure ractes
compared o polymyxin-bbased comiiination cherapy (F3%6 ws 29%] p= 002k similariy, higher oreaoment failure races were
seaen with carbapenam monotherapy compared to caria pernen-bbased combination cherapy (S0%0 ws 26%; p=0_.03) Owerall
creacmyent failure rates were Not significanty different in che chree most oomrmeorn antibiotic-class comiinatons: poby e scin

plus carbapenemm, polyrmyscin plus cigeoyclimne, polymmyyxin phuas aminoglhycoside (0%, 29%0, amnd 25%h respectively; p=0.5). In
conclusion, combimnaton therapy i=s recommendaed for the oreaoment of KPC infections; howwewer, vwhich comiiximnacion of
antmuicrobial agents neads to be escablished im fubture prospecoive clinidical orials.

2001-2011, Toplam 105 olgu, 38 makale

%89’u KPC- K. pneumoniae; %52 kan dolasimi, %30 akciger, %10 idrar yolu infeksiyonu
%47 monoterapi, %53 kombinasyon tedavisi

Tedavi basarisizligl; monoterapi grubu (%49), kombinasyon grubu (%25)

Ozellikle akciger infeksiyonu olanlarda; monoterapideki tedavi basarisizligi daha yiiksek
(%67,%29)

KPC-Kp infeksiyonlarinin tedavisinde kombinasyon tedavileriyle daha iyi sonuglar
alinmaktadir.



NMNeatment of Klebhsrella Pryccrmrirorae Carbapenmnermase (KPC

Mmfections: o review of published case series and case reports

Polimiksin monoterapisin polimiksin iceren kombinasyon rejimleriyle olan

karsilastiriimasi:
Polimiksin;
Monoterapi; %29
Polimiksin iceren kombinasyon; %73
Karbapenem;

Monoterapi; %26
Karbapenem iceren kombinasyon;%60

Polimiksin-karbapenem; %30
Polimiksin-tigesiklin; %29 — Tedavi basarisizliklari arasinda anlamli
Polimiksin-aminoglikozid %25 | fark yok!!




Kolistin kombinasyon tedavileri

Kolistin + karbapenem ( Doripenem) = Sinerji
Kolistin + seftazidim, rifampisin ve glikopeptidler
= Sinerji
Kolistin, pnomonilerde bakteremilerdeki kadar
etkili degildir.

parenteral + aerosol kolistin

Sonuclar daha basarili



Karbapenem Koruyucu Tedavi

e Karbapenem icermeyen kombinasyon tedavisi

(YUksek doz tigesiklin, fosfomisin, kolistin,
aminoglikozid)



Karbapenem Koruyucu Tedavi

 Karbapenem iceren kombinasyon tedavileri;

Uzamis bakteriyel kolonizasyona yol acarak KPC-
Kp'nin hastane icinde yayilmasini kolaylastirirlar.

 Karbapenem icermeyen kombinasyon tedavileri;

Barsak florasinda selektif baskilanmayi azaltarak, dogal
rezervuar olarak bulunan KPC-Kp uzerinde olumlu
etkilerinin oldugu bildirilmektedir.



Karbapenem koruyucu tedavi

e KPC-Kp’nin neden oldugu bakteremik hastalarda;

karbapenem iceren grupta tedavi basari oranlari daha
yuksek

Karbapenem koruyucu tedavi;
Politravma nedeniyle YBU’nde yatan,
Komorbitesi olmayan,
Immunsupresyonun bulunmadigi,

secilmis hasta gruplarinda kullanilmasi onerilmektedir.

Sbrana F, Malacarne P, Viaggi B, et al. Carbapenem-sparing antibiotic regimens for infections caused by Klebsiella
pneumoniae carbapenemase-producing K. pneumoniae in intensive care unit. Clin Infect Dis 2013 Mar; 56(5):697-700.



Clin Infect Dis. 2013 Mar55(51:6687-700. doi: 10.1083/cid/cis088. Epub 2012 Mov 15.

Carbapenem-sparing antibiotic regimens for infections caused by Klebsiella pneumoniae carbapenemase-
producing K. pneumoniae in intensive care unit.

Shrana F'. Malacame P, Viang B, Costanzo 5 Leonetti P, Leonildi A Casini B, Tascini C. Menichetti F.

+ Author information

Abstract
A carbapenem-sparing regimen offigecycline plus gentamicin or colistin was effective for treating 24 of 26 (92%) Klebsiella pneumoniae
carbapenemase-producing K. pneumoniae infectious episodes in 22 polytrauma intensive care unit patients without comorbidities. The 30-day

crude mortality rate was 14%. Regimens were considered appropriate in 12% of episodes according to the Vitek 2 System and in 100% based
on E-test

e YBU’de yatan, komorbitesi olmayan 22 hasta
* Tigesiklin + gentamisin ya da Tigesiklin + kolistin

 KPC-Kp’ye bagli gelisen 26 infeksiyon epizodunun
24’Unde tedavi basaril (%92)

e 30 gunluk kaba 6lum oran1 %14



Karbapenem koruyucu tedavi

 KPC-Kp tedavisinde kullanilan kolistin, tigesiklin ve
gentamisin gibi antibiyotiklerin akciger dokusuna
penetrasyonlari iyi degil.

 Karbepenem icermeyen kombinasyonlarda kolistin,
fosfomisin, tigesiklin, gentamisin, rutin uygulamalarda
onerilen dozlardan daha ylksek dozlarda kullaniimali;

e YuUksek doz tedaviyle antibiyotiklerin farmakokinetik
Ozelliklerinden kaynaklanan tedavi basarisizliklarinin
Ustesinden gelinebilir.



Neden yuksek doz Tigesiklin

» Standart doz tedavi ile MIC 1-2 mg/L olan suslarda,
maksimal etkinlik dozuna ulasmada yetersizlik

e Kan ve akciger epitel sivilarinda yuksek
konsantrasyonlara ulasamama

* Tigesiklinin konsantrasyona bagli 6ldirme o6zelligi
nedeniyle direncli patojenlerle olusan pnémonilerin
tedavisinde yuksek dozlarda kullanilmasi 6nerilmektedir.



Yiksek Doz Tigesiklin

* Yikleme dozu 200 mg IV + 100 mg /glin ; Yan etki yok.

* Yikleme dozu 200 mg (400 ml) + 200 mg /giin (200 ml);
Yan etki yok

« Tedaviye yanit alinmayan vakalarda; (MiK yiksek olan
suslarda)

* Yikleme dozu 400 mg (500ml) + 200 mg/gin (300ml);
Yan etki yok

Pharmacokinetic Considerations regarding Tigecycline for Multidrug-Resistant (MDR) Klebsiella
pneumoniae or MDR Acinetobacter baumannii Urosepsis . J. Clin. Microbiol. May 2009 vol. 47 no.
51613



Crt Care. 2014; 18{3): R80. PMCID: PMC405T7423
Published online 2014 May 5. doi: 10.1188/cc13858

High dose tigecycline in critically ill patients with severe infections due to
multidrug-resistant bacteria

Gennaro De Pascale %1 Luca Montini ' Mariano Alberto Pennisi. ! Valentina Bernini ' Riccardo Maviglia, !
Giuseppe Bello.! Teresa Spanu ? Mario Tumbarello 2 and Massimo Antonelli!

Author information & Aricle notes = Copyright and License information

Karbapenem direncli 50 K.pneumoniae ve 34 A. Baumanii

54 hasta; Standart doz tigesiklin (100 mg yiikleme, ardindan 50 mg 2X1 1V)
46 hasta ; Yiksek doz tigesiklin ( 200 mg yikleme ardindan 100 mg 2x1 IV 12).
Sonug: Yan etki gozlenmemis.

Sub grup : VIP ( 63 hasta: 30 SD, 33YD)

Yiiksek doz tigesiklin alan ViP olan grupta klinik iyilesme standart doz alan gruba
gore daha yuksek.



J Med Microbiol. 2010 Mov;58(Pt 11138345, doi: 10,1088/ mm. 0.023010-0. Epub 2010 Aug 5.

Successful treatment of pan-resistant Klebsiella pneumoniae pneumonia and bacteraemia with a combination
of high-dose tigecycline and colistin.

Humphries RM', Kelesidis T, Dien Bard J, Ward KW, Bhattacharya D, Lewinski M.

# Author information

Abstract

The spread of antimicrobial resistance among members of the Enterobacieriaceae is a significant clinical threat. We report the treatment of pan-
resistant Klehsiella pneumoniae bacteraemia with combination tigecycline and colistin in a 49-year-old male and review available therapeutic
options. Despite a poor prognosis, the patient recovered, but remains colonized with the pan-resistant isolate.

Tigesikline KPC-KP’nin endemik olarak bulundugu bélgelerde giderek
artan oranlarda direnc gelistigi bildirilmektedir.

Kolistin direncli KPC-K. pneumoniae ;

» Tigesiklin, fosfomisin duyarli, amikasin orta duyarl
* Kolistin; 350 mg/ glin IV + inhaler 75 mg 2X1
* Tigesiklin; 200 mg IV / glin

Amikasin; 500 mg 2X1 /giin (10 giin)

5 ay boyunca araliksiz yuksek doz tigesiklin tedavisine ragmen ilk isolatla
taburculuk 6ncesi surveyans icin alinan rektal ve balgamdan elde edilen
isolatlar arasinda tigesiklin MIC degerlerinde herhangi bir fark olmadigi
gorulmus.



Neden yuksek doz kolistin

* Kolistinin plevral kavite, akciger parankimine gecisi iyi
degildir.

* Dusuk kolistin dozlari yeterli doku konsantrasyonuna
ulasmadaki yetersizlik nedeniyle klinik basarisizliga
ve direncli subpopulasyonlarin gelismesine yol
acabilmektedir.

e Kolistinin nefrotoksik etkisi yiksek dozlarin
kullanilmasinda cekince yaratmaktadir



Kolistin Yan Etkiler

* Nefrotoksisite (renal proksimal tubul hasar)

— Nefrotoksisite gelisme orani; %0-55

* Norotoksisite (Parestezi, gorsel degisiklikler,
ataksi, vertigo, konfuzyon ve néromuskuler

blokaj)

— Norotoksisite gelisme orani; %0-7



Yuksek doz Kolistin

* %64.3 kan dolasimi, % 35.7 VIP olan 28 enfeksiyon epizodu
(%46.4 A.baumanii, %46.4 K.pneumoniae, %7.2 P.aeruginosa)

e Kolistin; 9 MU IV ylikleme - idame 9 MU 2X1 IV
renal fonksiyonlari incelemisler

* %82.1 kur,

* %17.8 ciddi olmayan nefrotoksisite (Kolistinin kesilmesinden
sonraki 10 giin icinde nefrotoksisiteye ait bulgular gerilemis)

* Sonuc: Yuksek doz kolistin kullanimi direncli gram negatif bakteri
infeksiyonlarinin tedavisinde anlamli renal toksisiteye yol agmadan
yuksek etkinlige sahip.

Dalfino et al. High-Dose, Extended-Interval Colistin Administration in Critically Ill Patients: Is This  the
Right Dosing Strategy? A Preliminary Study. Clin Infect Dis. (2012) 54 (12):1720-1726.



SONUC

* Yapilan calismalar, karbapenemaz treten
kolistine direncli suslarla gelisen salginlarin
hastadan hastaya bulas sonucu olustugunu
gostermektedir.

* Yuksek riskli Unitelerde aktif sirveyans
calismasiyla KDKP ile kolonizasyonun
belirlenmesi ve hizla temas onlemleri alinmasi
sayesinde ciddi salginlar 6nlenebilmektedir.



SONUC

e Tedavisi zor ve mortalitesi yuksek bu infeksiyonlarin
vayllmasinin engellenmesinde infeksiyon kontrol
onlemlerine uyulmasinin 6Gnemi vurgulanmalidir.

* Karbepenem grubu antibiyotiklerin gereksiz kullanimi

engellenmeli, karbepenemaz Ureten suslarin secilmesi
baskilanmalidir.

* Kolistine direncli KPC-Kp tedavisinde kullanilan
antibiyotiklerin akciger dokusuna daha iyi

penetrasyonu icin yuksek doz kullanimlari tercih
edilmelidir.



Tesekkiirler...



