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19862 Acinetobacter baumannii taksonomik olarak

siniflandirildi

Ucg ana gruba ayrilds

i) Acinetobacter calcoaceticus-baumannii kompleks
> A. baumannii, A. pittii, A.nosocomialis : En sik

- glukoz oksidasyonu (+), non-hemolitik

ii) Acinetobacter lwoffii=> glukoz (-), non-hemolitik
iii) Acinetobacter haemolyticus >hemolitik

Bouvet et al., 1986
Euzeby, 2008
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14 species are still unnamed
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lable 1. Nomenclature of Acinetobacter baumaniii (Euzeby, 2008)

Antibiotic Resistant Bacteria -~ A Continuous Challenge in the New Millennium, Intech Open



Acinetobacter tiirleri

Hastane ¢evresel yiizeylerde kolonizasyon
Cansiz yiizeylerde aylarca canli

Kuruluga direncli

Alet iliskili enfeksiyonlarin en sik nedenlerinden
Firsatci patojen

Biyofilm = fiziksel ve kimyasal dezenfeksiyona direng

Getchell-White et al., 1989; Jawad et al., 1996

Kiameret 91 . 2nnﬂ

Dima et al., 2007; Thongpiyapoom et al., 2004

Cappelli et al., 2003; Loukili et al., 2006; Pajkos et al., 2004




Acinetobacter baumannii

Gramda kokobasil gériintimii

MacConkey agarda(soluk pembe

renkli koloniler) iyi iirer
Oksidaz negatif

42°C de iirer
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Fig. 1 - Disk-diffusion (A) for imipenem and Litest (B) for meropenem showing the growth
of resistant sub-populations of Acinetobacter bawmanni,






ANTIMIKROBIYAL DIRENC ORANLARI
Tablo 20 . Antimikrobiyal Direng Oranlan™ ve Dagilimlarn,2014.

Antimikrobiyal Direng Hizlan PERSENTIL
AnTIMIKROEBIYAL DIRENCL PATOIEN Birim sayisi Etken Direngli Agirhkh 10% 25% 0% 75% 0%
SaYIsI etken genel
(toplam) sayIs ortalama {Ortanca)
TURKIYE GENELI
.|
VRE GO7(E1) 1798 EVE 2063 0.00 0.00 14.29 33.33 50,00
MRSA 40073 1731 840 4853 14.49 28.29 51.85 70.54 8566
MRENS 301(86) 2429 2141 BA3.14 6394 20.00 a0.91 9781 100,00
E.Coli suslannda ESBL 457(126) 4688 2755 G877 34.32 50.00 61.90 80,00 20,20
Kilehsiello Preumoniae suslannda ESBL 351(114) 3875 2436 6286 19 66 50.00 £9.23 B156 9354
Karbapenem direngli Acinetobacter 338(1486) 7197 6589 91.55 £0.00 89.72 94.31 9801 100,00
boumannii
Karbapenem direncli Pseudomaonas 425(113) 3468 1491 42.99 17.75 30.38 4167 G6.31 70,00
I Kolistin direncli Acinetobacter baumanmnii 603(174) 7714 428 5.55 0.00 0.00 224 5.88 1233

SAGLIK BAKANLIGI DEVLET HASTANELER]
g |

VRE 216(7) a0 7 778 _ _ _ _ _
MRSA 155(11}) 220 144 B5.45 _ _ _ _ _
MREMNS 127(16) 41 8 86.31 _ _ _ _ _
E.Coli suslannda ESBL 187(43) 989 (=13 65.32 38.66 50 67.24 81.25 91.15
Kiebsiella Preumoniae suslannda ESBL 133(33) 571 418 73.20 45.00 60.36 75.00 91.83 98.79
Karbapenem direncli Acinetobacter 135(52}) 1333 1222 91.67 80.55 89.97 94.44 100,00 100,00
baumannii
Karbapenem direncli Psewvdomonas 169{36) LET 250 42.59 10.51 20.43 40.00 57.21 78.59
I Kolistin direncli Acinetobacter baumanmii 233(58) 1400 5d 3.86 0.00 0.00 0.00 6.20 10,18

http://hizmetstandartlari.saglik.gov.tr/dosya/1-97086/h/2014-ulusal-ozet-rapor-1.pdf



UMIVERSITE HASTAMNELERI
I

VRE 126{42) 1053 254 24.12 0.00 522 23,66 39,98 51,40
MRSA 52(24) 765 330 4314 13.88 2193 43.19 70.56 79.37
MREMNS 51(31) 1140 1026 90.00 7277 82.35 90.9 95.00 59.82
E.Coli suslannda ESBL 57(35) 1984 1126 56.75 41.39 51.35 G000 74.51 50.00
Kiebsiella Preumoniae suslannda ESBL 57(34) 1767 1133 64.12 29.66 4747 65.41 7511 91.55
Karbapenem direncli Acinetobacter S0(38) 1921 2650 90.72 79.21 89.66 93.66 97.29 98.76
boumannii

Karbapenem direngli Pseudomonas SE(34) 1587 663 41.52 18.34 30.12 39.23 55.47 61.85

I Kolistin direncli Acinetobocter baumannii 95(44) 3064 166 5.42 0.00 1.40 3131 5.06 16.27
OZEL HASTANELER]

\I'ItE_ 126(5) 7 15 35.21 _ _ _ _ _
MRSA 134(7) 127 76 59.84 _ _ _ _ _
MREMNS 68(9) 127 £ 63.78 _ _ _ _ _
E.Coli suslannda ESBL 152{13) 246 133 54.07 _ _ _ _ _
Klebsiella Pneumoniae suslannda ESBL 102{11) 216 172 7611 _ _ _ _ _
Karbapenem direngli Acinetobacter 92(18) 368 298 B0.98 _ _ _ _ _
boumannii
Karbapenem direngli Pseudomonas 135(5) 28 42 47.73 _ _ _ _ _

rﬂl?sl:?dmimgi Acinetobacter baumannii 165{22) 502 127 25.30 .00 0.00 .00 48.98 96.66

¥ Direng yilzdesi ve persentil daglim {parantez igi) birim sayes. Persentil dagihminda analizlere etken sayisi 10 ve dzerinde olanlar dahil edilmistir.
MRSA. Metisilin direntli Staphylococcus owrews; VRE. Vankomisin direngli enterokoklar. ESBLgenis spektrumlu beta laktamaz
Direntli izolatlar f Test edilen izolat sayis X 100

http://hizmetstandartlari.saglik.gov.tr/dosya/1-97086/h/2014-ulusal-ozet-rapor-1.pdf



Acinetobacter spp.

EUCAST Clinical Breakpoint Table v. 5.0, valid from 2015-01-01

Macrolides, lincosamides and streptogramins | MIC breakpoint Disk Zone diameter |Motes
(mg/L}) content breakpoint Mumbers for comments on MIC breakpoints
(pg) {mm} Letters for comments on disk diffusion
5= R> 52 R<
Azithromycin - - - -
Clarithromycin -
Erythromycin -
Roxithromycin -
Telithromycin -
Clindamycin -
Quinupristin-dafopristin -
Tetracyclines MIC breakpoint Disk Zone diameter |Notes
(mg/L}) content breakpoint Numbers for comments on MIC breakpoints
(pg) (mm} Letters for comments on disk diffusion
5< R> 52 R <
Doxycycline - - -
Minocycline IE IE IE IE
Tetracycling - -
Tigecycline IE IE IE IE
Miscellaneous agents MIC breakpoint Disk Zone diameter |Notes
(mg/L}) content breakpoint Numbers for comments on MIC breakpoints
(ng) (mm) Letters for comments on disk diffusion
S< R >

Chloramphenicol

Sz R <
- - 1. Trimethoprim:sulfamethoxazole in the ratio 1:19. Breakpoints are expressed g5 the timethoprim concentration.

Colistin

2

|

[ A A
n _E A U=z an TG memod.

Trlmethogn m lunmmﬁl icated LTI only)
__

Daptomycin

Fosfomycin iv

Fosfomycin oral

Fusidic acid

Linezolid

Metronidazole

Mupirocin

MIK < 2 ug/mL-> DUYARLI

Nitrofurantain juncomplicated UTI only)

Rifampicin

Spectinomycin

MIK>2 ug/mL > DIRENGCLI




CLSI 2012

Zone Diameter
Interpretive Criteria nearest MIC Interpretive Criteria
L ] ] whole mm {pg/mlL)
Test/Report Antimicrobial Disk : : : :
Group Agent Content S ' | : R s I ' R

PENICILLINS

B Piperacillin 100 pg >21 % 1820 : <17 | <16 1 32-64 1 =128

0 Mezlocillin 75 ug >21 1 1820 : <17 <16 ; 32-64 ; =128

0 Ticarcillin 75 ug 20 ! 1519 ! <14 <16 1 3264 1 =128
B-LACTAM/B-LACTAMASE INHIBITOR COMBINATIONS

A Ampicillin-sulbactam 10/10 pg =16 1 12-14 © <11 =84 + 16/8 | =32/16

B Piperacillin-tazobactam 100M0pg | 221 } 1820 | <17 | =164 3&?; ;=128

B Ticarcillin-clavulanic acid 7510ug | 220 + 15-19 ' <qq | =162 ﬁfg 212802
CEPHEMS (PARENTERAL) ({Including cephalosporins |, Il, lll, and IV. Please refer to Glossary L.}

A Ceftazidime 30 ng =18 « 1517 ¢ =14 =8 16 . =32

B Cefepime 30 ug =18 : 1617 : <14 =8 . 16 i =32

B Cefotaxime 30 ug >23 1+ 1622 + =14 =8 ¢ 16-32 : =64

B Ceftriaxone 30 ug =21 1420 | =13 <8 { 1632 | =64
CARBAPENEMS

A Imipenem 10 ug =16 1 14-15 1 =13 <4 8 v 216

A Meropenem 10 pg =16 ' 1415 ' =13 =4 ! B : =216
LIPOPEPTIDES

O Polymyxin B - - i - : — =2 . — . >4

) Colistin = - s =2 - : £y

Table 2B-2. Zone Diameter and MIC Interpretive Standards for Acinetobacters MIKx< 2 ptg/mL9 DUYARLI

MIK > 4 ug/mL > DIRENCLI



CTF: Son iki yilda kolistin MIK > 2 ug/mL § A. baumannii olgusu

istatistik  Laboratuvar Antibiyotik Sayilar itttk Say -

| Laboratuvar Organizma Sayllar | Laboratuvar Antibiyogram Sayilan| Laboratuvar Antibiyotik Sayilart
Donem  01.01.2013 (] 02.01.2016 Mod|Sunucu o Kaynak |Kopya E E E Goranam | Seginiz P’

Kopya Veri Sunucu Uzerinde (En hizli galisan metoddur. 1 giin gecikmeli olarak ayarlanmis veriler sunucu iizerinde analizlenir ve istemciye sadece sonuglar getirilir. Baylece en hizl bigimde galisir. Ama sorgulanmayan
situnlar istemciye gelemediginden, ne aradifinizdan tam emin degilseniz nce Kopya Veri Istemci Uzerinde modunu kisa bir zaman dilinminde galistirarak bir garinim tasanmi hazirlamaniz daha uygun olabilir.)
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Enfeksiyon Hastaliklar1 AD Lab’da Kol R Acinetobacter @




OLGU 1.

55 E

BPH

TUR-P planlaniyor

Preoperatif idrar kiiltiirii

ESBL E.coli

- - "

Protokol No Laboratuvar Mo 4968

TC Kimlik Mo Gonderildigi Tarih :13.02.2015

Ad Soyad ] Mumune Barkodu :3523203

Dogum Tarihi  :03.03.1959 Gonderen Birim  :KLINIK - UROLOD] 2. SERVIS
Yasg / Cinsiyet :55/E Ginderilen Madde : ldrar [HEYS)

MNumune Zamani: 13.02.2015 16:59 Kabul Zamam $13.02. 2015 17:05

tSLEM ACIKLAMA

Gram Boyama ile Bol I5kosit grildl
Gram negatif comakar gdrildi.
idrar Kililtiird
Koloni Saysm 100.000
Ureyen Organizmalar Escherichia coli
Genisletilmis spektrumiu beta-laktamaz yapan bakteri.
Bakteri Tammiamas: ve Duyarlbk Testi (Antibiyogram) : [1]

BAKTERE TANIMLAMASI VE DUY ARLILTK TEST

[1] [1] [1]
AMIKACIN S || SEFTRIAKSON R || DOKSISIKLIN =
AMOKCILLIN/KLAVULONAT | § || SEFURDESIM R || FOSFOMISIN -
AMPICILLIM - SULBACTAM | S || CEFEPIME R || CEFOXITIN -
SEFTAZIDIM 5 || TRIMETOPRIMSULFAMET OKSAZOL R || LEVOFLOKSASIN -
SIPROFLOKSASIN S || AMPICILLIN = || MOXIFLOKSASIN -
GENT AMISIN S || AZITHROMYCIN = || NALIDIXIC ASIT -
ERTAPENEM 5 || SEFDINIR = || NETILMISIN -
IMIPENEM 5 || SEFOPERAZON = || SEFAPERAZON - SULBACTAM| -
MERDFEMNEM S || COUSTIN = || TETRASIKLIN -
NIT ROFURANT ION S || SEFOTAKSIM = || TIGESIGLIN -
PIPERASILINTAZOBAKTAM] S || DORIPENEM = || TOBRAMISIN -
AZTRECMAM R
({R: Direngli I C C S : Duyarh )



OLGU 1.

Istanbul Universitesi
Cerrahpasa Tip Fakiltesi
KONSULTASYON
Protokol Kimlik No 39604212748 Dogum Tarihi 03.03.1959
Ad Soyad 3 Yas / Cinsiyet 56/ E
Istek Tarih 13.02.2015|Isteyen UROLOJI 2. SERVIS isteyen
Birim Doktor

Konsiiltasyon | 13.02.2015|Birim ENFEKSIYON HASTALIKLARI KONSULTASYON | Doktor
Tarih HEKIMLIGI

HASTA BILGI : BPH NEDENIYLE TUR-P PLANLANAN HASTANIN GONDERILEN IKAB INDA BOL LOKOSIT GRAM(-) GOMAK GORULMUSTUR.
TARAFINIZCA DEGERLENDIRILMESI RICA OLUNUR.

ACIKLAMA : GD IYI,VITALLER NORMAL.
1 AYDIR FOLEY SONDA +, URINER SEMPTOM - ANTIBIYOTIK KULLANIM IOLMAYAN- AKUT FAZ NORMAL OLAN VE SONDA DEGISIMI
SONRASI IK ALINAN HASTAYA MONUROL SASE 1*1 VERILMESI, 2 GUN SONRA KONTROL IK VE REKONS ONERILRI.




OLGU 1.

T.C. Istanbul Universitesi
Cerrahpasa Tip Fakiiltesi

Saghk Uygulama ve Arastirma Merkezi
Tibbi Mikrobiyoloji Laboratuvari

Bakteriyoloji Raporu

Protokol No ! Laboratuvar No :5052

TC Kimlik No ; Gonderildigi Tarih :15.02.2015

Ad Soyad : Numune Barkodu :3524832

Dogum Tarihi : Gonderen Birim  :KLINIK - UROLOJI 2. SERVIS
Yas / Cinsiyet :55/E Gonderilen Madde : idrar (HBYS)

Numune Zamam: 15.02.2015 07:29 Kabul Zaman :15.02.2015 07:32

ISLEM ACIKLAMA

Gram Boyama Ile Az sayida "epitel hicreleri"

Az sayida lokositler
Mikroorganizma gorilmedi
Idrar Kiiltiirii
Ureyen Organizmalar Bakteri tiremedi



OLGU 1.

T.C.

Istanbul Universitesi

Cerrahpasa Tip Fakiltesi
AMELIYAT RAPORU

Protokol | Kimlik No |395[}4212?48 Dogum Tarihi 03.03.1959
Ad Soyad , ; | Yas / Cinsiyet 56/ E

TARIH : 16.02.2015 14:26, DEFTER NO : 20152094

AMELIYAT EKIB1 :

OPERATOR : Prof.Dr. ZUBEYR TALAT,
OPERATOR : Dr. ABULFAZ ABBASLI,
OPERATOR : Dr. FAHRI YAVUZ ILKI,
ANESTEZIST : Uzman Hekim BIRSEL EKICI

621390 PROSTATEKTOMI, UNIPOLAR. TUR {621390) 1 3
619530 SISTOSKOPI TANISAL (619530) 1 3
AMELIYAT ONCESI : BPH

ANESTEZI : SPINAL

AMELIYAT NOTU : HASTA SAA LITOTOMI POZISYONUNDA YATIRILDL. USULUNE UYGUN SILME VE ORTME ISLEMLERINDEN SONRA
SISTOSKOP ILE MESANEYE GIRILDI. BILATERAL URETER ORIFISLERI GORULDU. MESANE KARSI DUVARDA KUBBEYE DOGRU YUZEYEL
PAPILLER TUMORAL OLUSUMLAR GORULDU.REZEKSIYON BIYOPSISI ALINDI.PROSTAT LATERAL LOBLARININ URETRAYT KAPATTIGI VE
MEDIAN LOB MEVCUDIYETI SAPTANDI. HASTAYA VERUMONTANUM KORUNARAK TUR-P UYGULANDI. PA RIN TEMIZLEMNMESI VE
KANAMA KONTROLU ARDINDAN 3 YOLLU 22 FR SONDA TAKILARAK ISLEME SON VERILDI.& ADET REZECTISOL 3000 KULLANILDI.621390

AMELIYAT SONU : TUR-P




T.C. istanbul Universitesi
Cerrahpasa Tip Fakiiltesi

Saghik Uygulama ve Arastirma Merkezi
Tibbi Mikrobiyoloji Laboratuvar

OLGU I. Bakteriyoloji Raporu

Protokol Mo A Laboratuvar Mo 7569
TC Kimlik Mo : Gonderildigi Tarih :09.03.2015
Ad Soyad S Mumune Barkodu :3522404
Dogum Tarihi __ :03.03.1959 Gonderan Birim  : POLIKLINGE - DROLOO] POLIKLINIE
Yas / Cinsiyet :556/E Ginderilen Madde : Idrar [HEYS)
Mumune Zamani: 09.03.2015 10:47 Kabul Zamam :049.03. 2015 11:01
isLEM ACTKLAMA
Gram Boyama fle Gram negatif gomaldar
Idrar Kililtiiri
Koloni Saymm 10000

Ureyen Organizmalar Acinetobacter baumannii Gredi.
Hakteri Tammiamas: ve Duyarbbk Test! [Antibivogram) : [1]

BAKTERI TAMIMLAMASI VE DUY ARLILIK TESTI

[1] [1]

AMIKACIN R SEFOTAKSIM - oo
SEFTAZIDIM R || DORIPENEM - POStOP 24. gun

SIPROFLOKSASIN R DOKSISIKLIN - . oo 1o 00 oo

GENT AMISIN 1Bl TikarsiLin - ldrar kulturu

cousTin 1P || | | Kolistin Direncli A.

SEFT RIAKSON R OXIFLOKSASIN - .

CEFEPIME R NET ILMISIN - Baumannu

IMIFENEM R MORFLOKSASIN . .

MEROPENEM R NIT ROFURANT ION - MIK 3 mcg/ mL
riPERASILINTAZOBAKTAM R RIFAMPISIN - .

AZTREONAM - SEFAPERAZON - SULBACTAM - 10 bin kob/ mL

PIPERACILLIN - TETRASIKLIN -

AMPICILLIN - SULBACTAM | - TiGESIGLIN -

KLORAMFENIKOL - TOBRAMISIN - . . .
SEFOPERAZON - TRIMET OPRIMSULFAMET OKSAZOL - TEDAVI VERILMEDI

[ R : Direncli S : Duyarh }



T.C. Istanbul Universitesi
Cerrahpasa Tip Fakiiltesi

Saglhik Uygulama ve Arastirma Merkezi
Tibbi Mikrobiyoloji Laboratuvan

Bakteriyoloji Raporu

OLGU 2.

Protokol No 5 Laboratuvar Mo
TC Kimlik Mo 5. Génderildigi Tarih :26.07.2015
57 K Ad Soyad : Numune Barkodu : 4222974
Dogum Tarihi = 20.09.1957 Ginderen Birim  :KADIN DOCG. JINEKO- ONKO, 2. KAT
Over ca Yas / Cinsiyet :57/ K Ganderilen Madde : Yara
Terminal danen{i.rnune Zamani: 26.07.2015 01:09 Kabul Zamam + 26.07.2015 01:09
. t5LEM ACTHLAMA
Ascites Gram Boyama fle Likositler girildii
Parasentez Gram negatif comaldar
ved. oa  os Yara Killtiini
kulturu Ureyen Organtzmalar Acinetobacter baumannii Gredi.
Bakteri Tammilamas: ve Duyarkbk Testi (Antibiyogram) : [1]
Escherichia coli
Bakteri Tammiamas: ve Duyarkbk Testi (Antibiyogram) @ [2]
Mot Acinetobacter icin tigesikdlin MIK deder 12 ug/mi

BAKTERE TANIMLAMASI VE DUY ARLILIK TESTL

[1] [2] A1 [1] [2]
AMIKACIN R| S || COUSTIN Inur Ft - | | CEFOXITIM =] -
SEFTAZIDIM R| 5 || NETIHLMISIN ] = || TIKaARSILIN =] =
SIFROFLOESASIN R| S || FIPERACILLIN | - = LEVOFLOKSASIN = | =
GENT AMISIN f| 5 || AMPICILLIN - SULBACTAM| - = MOXIFLOKSASIN =] =
IMIPEMNEM R| S || AZITHROMYCIN = = MWALIDIKIC ASIT = | =
MEROPFENEM R| 5 || KELORAMFENIKOL - - NORFLOKSASIN =] -
PIPERASILINTAZOBAKTAM) R | 5 || SEFDINIR - = NITROFURANTION =] =
AZTREOMNAM = | 5 || CEFIXIME - - RIFAMPISIN =] =
SEFOTAKSIM = | 5 || SEFOPERAZON - - SEFAPERAZON - SULBACTAM =] =
SEFURDKSIM = | 5 || SEFTRIAKSON - = || TETRASIKLIN = -
ERTAFENEM = | 5 || DORIFEMEM - = || TIGESIGLIM =] =
CEFEPIME = | 5| DOESISIELIN = = || TOBRAMISIN = | =
AMOKCILLIN/KLAVULONAT | - | R || FOSFOMISIN - = || TRIMET OPRIMSULFAMETOKSAZOL - | -
AMPICILLIN = | R
{ R: Direncli I ta Den Duyarl & : Dwyar )

Prof. Dr. Murat GUNAY DIM



E.Coli i¢in Pip/tazo + AK, Acinetobacter

icin tedavi @

T lc L ]
Istanbul Universitesi
Cerrahpasa Tip Fakiiltesi
KONSULTASYON
Protokol Kimlik No 21350152256 Dogum Tarihi 20.09.1957
Ad Soyad Yas / Cinsiyet 58 /K
istek Tarih 28.07.2015 | Isteyen KADIN DOG.JINEKO- ONKO. 2. KAT Isteyen
Birim Doktor

Konsiiltasyon 28.07.2015 Birim ENFI_EKS_‘I)_"_{]N HASTALIKLARI KONSULTASYON Doktor
Tarih HEKIMLIGI

HASTA BILGI : 58 YASINDA OVER CA DESTEK HASTASI ONCESINDE 6 GUN PIPERASILIN4TAZOBAKTAM KULLANAN VE TEDAVI
ALTINDA GENEL DURUMU BOZULAN CRF'SI ARTAN HASTANIN ANTIBIYOTERAPISI TEKRAR DUFEMLENMIS VE YOGUN BAKTMA

GONDERILMISTIR. 11. GUNUNDE IMIPENEM 4*500 VE AMIKASIN 2*500 KULLANAN PARASENTEZ KULTURUNDE IMIPENEM DIRENCLI
KARBAPENEMAZ URETEN E. COLI UREMIS OLUP TARAFINIZCA DEGERLENDIRILMESI RICA OLUNUR.

ACIKLAMA : KARBAPENAMAZ YAPAN E.COLI UREMESI OLAN HASTAYA CIDDI TEMAS [ZOLYASYONU UYGULANMASI GEREKMEKT EDIR!!!
ONERILER:

-HASTANIN IMIPENEM TEDAVISININ KESILMEST. - i _

-TEDAVISININ PIPERACILLIN TAZOBAKTAM 4X4.5GR VE AMIKACIN 1X1GR OLARAK DUZENLENMEST.

-ATES OLMASA DA 2 HK GONDERILMESI. ) _ _ 1 .
-MIKROBIYOLOJIY LE KONUSILARAK COLISTIN DUYARLILIGININ CALISILMASININ ISTENMESI. fotd : :
-GUNLUK AKUT FAZ TAKIBI YAPILMASL. Kolistin MIK istendi
-YARINA PROKALSITONIN ISTENMES.

[1] [2] [1]

AMIKACIN R| S || COLISTIN R
MIK:4 ug/mil
SEFTAZIDIM R| S NETILMISIN R
SIPROFLOKSASIN R| S PIPERACILLIN -
GENTAMISIN R S || AMPICILLIN - SULBACTAM -




T.C.

Istanbul Universitesi
Cerrahpasa Tip Fakiiltesi

Fikret Biyal Merkez Arastirma Laboratuvari

Protokol No TC Kimlik No 21350152256
Hasta Ad Soyad Laboratuar No 1661941
Dogum Tarihi 20.09.1957 Cinsiyet / Yas K/ 58
Gonderen Birim YOGUN BAKIM - KADIN Gonderildigi Tarih 29.07.2015

DOG.JINEKO-ONKO.2.KAT

Omnek : 4238732; Serum; 29.07.2015 11:02; Kabul : 29.07.2015 11:56; Sonuc : 29.07.2015 14:58
Tetkik Sonug Birim Referans Deger Aciklama
Prokalsitonin 1,776 H ng/ml 0-0,5

29.07.2015 14:58:09

Protokol No 121350152256 Laboratuvar No :16235

TC Kimlik No 121350152256 Gﬁndeﬁldigi Tarih :28.07.2015

Ad Soyad :+ HATICE DERAL Numune Barkodu :4235523

Dogum Tarihi : 20.09.1957 Gonderen Birim :Y’D@UI‘_\I BAKIM - KADIN
DOG.JINEKD-0ONKO. 2. KAT

Yas / Cinsiyet :57 /K Gonderilen Madde : Hemolkiltir

Numune Zamani: 28.07.2015 17:29 Kabul Zaman 1 28.07.2015 17:40

ISLEM ACIKLAMA

Kan Kiiltiirii, Aerop (Otomatize sistem)
Ureyen Organizmalar 5 giinlilk inkiibasyonla bakteri tiremedi.

Kolistin (R) + Tigesiklin (S? R?) > kontrol kiiltiir = iireme olmad:



OLGU 2.

T.C.
Istanbul Universitesi
Cerrahpasa Tip Fakiiltesi
KONSULTASYON

Protokol : Kimlik Mo 21350152256 Dodum Tarihi 20.09.1957
Ad Soyad i Yas / Cinsiyet 58/ K
istek Tarih 13.08.2015 Isteyen | KADIN DOG.JINEKO- isteyen

Birim ONKO. 2.KAT Doktor
Konsiiltasypn | 13.08.2015 | Birim JANESTEZTYOLOJI Doktor
Tarih KONS. HEKIMLIGE

HASTA BILGI : 58 Y, OVER CA DESTEK HASTASI TERMINAL DONEM GENEL DURUMKOT( OLAN ARTER KAN GAZI
ALINAN HASTANIN YOGUN BAKIM ENDIKASYONU ACISINDAN TARFINIZCA DEGERLENDIRILMES] RICA OLUNUR.

ACIKLAMA : HASTA SAAT 23.15 DE KADIN DOGUM SERVISINDE ODASINDA GORULDU. 58 YASINDA BAYAN
BHASTA BILINEN NUKS OVER CANSERI VE MULTIPLE METASTAZLARI MEVCUT. HASTANIN MEVCUT SOLLUNUM
YETMEZLIGI NEDMENIY LE TARAFIMIZCA 26.07.15 TARIHINDEDE DEGERLEMDIRILMIS OLUP YBL ENDIKASY QMU
KOMMLUSUDR. HASTA VE YAKINLARI YBU YATIRILMASINI KABUL EDMEMESI SONUCL SERVISTE TAKIPLERI
DEVAM ETMISDIR. BUGUN SOLUNUM YETMEZLIGI ARTMIS OLUP VE HASTA YARKIMLARIMIM Y BL TRANSFERI
KABUL ETMESI UZERINE TARAMIZCA TEKRARDAN KOMNSULTE EDILDI. FM DE SUURL ACIK KOOPERE SOLUNLIM
SESLERI BILATERAL SEKRETUAR BATIN TAHTA KARIM. TA 140/70 KAH 130/DK SPO2 78 DSS 30/DK AKG PCO2
56 P02 59 PH 7.37 LAC 1.2 BE 6.4 HCO3 32 S02 91, HASTA OTE EDILDI. CTF YBU DE YER OLMAMASI
MEDENIYLE DIS YEBU TRANSFERI LY GUMDUR. SISLI KOLON HAST YEU NE KABUL EDILMIS OLUP AMBULAMNS
BEKLEMMEKTEDIR.

HASTA SAAT 23.30 KARDIAK AREST  SOMNUCUMNDA SAAT 00.10 DA SPONTAM
DOLASIM SAGLANAMAMASI SONUCINEXITUS OLARAK KABUL EDILDI.
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T.C. istanbul Universitesi
Cerrahpasa Tip Fakiiltesi

Saghk Uygulama ve Arastirma Merkezi
Tibbi Mikrobiyoloji Laboratuvanrn

Bakteriyoloji Raporu

Protokol Mo : Laboratuvar Mo
6 K TC Kimlik| No : Génderildigi Tarih :26.11.2015
S Ad Soyad : Mumune Barkodu :4743984
. Dogum Tarihi  :21.05.1959 Gonderen Birim  :ACIL POLIKLINIK
Ekim 2015 > Yas / Cirlsiyet | EE g E Gonderilen Madde : Yara
Mesh ile Mumune Faman Kabul Zamam :26.11.2015 21:35
. iSLEM ACTKLAMA
abdomlnal Gram Boyama fle Gram negatif comakdar
h . Gram pozitif koklar
erni onarimai Epitel hiceleri garildi
].d Yara Killglrl
4 Yl 1r Ureyen|Crganizmalar Escherichia coli
A f k o Genigletilmis spektrumiu beta-laktamaz yapan ba kteri.
ra ara enrexksiyon Bakteri Tammiamas: ve Duyarkik Testi (Antibiyogram) : [1]
. . Acinetobacter baumannii dredi.
Cerrahi reVlzyonlar Bakteri Tammiamas: ve Duyarhik Testi (Antibivogram) : [2]
Mot Colistin E testi ayn bildirilecektir.
2015> Kol R AB ™

Anerop Ureyenler Bakteri Gremadi
BAKTERI TAMIMLAMASI VE DUY ARLILIK TESTIL

[1] [2] [1] [2]
AMIKACIN s | r|[ AZTREONAM R -
GENT AMISIN S| R || AMOKCILLIN/KLAVULONAT| R -
MEROPENEM 5| R || AMPICILLIN Rl = 1
PIPERASILINTAZOBAKT AM 5| r|| COLISTIN “,.R_
ERT APENEM 5| - || sSEFTRIAKSON R -
IMIFENEM 5| - || sEFUROKSIM R -
TIGESIGLIN s | - || NETILMISIN - R
PIPERACILLIN R| R || SEFOTAKSIM - -
SEFTAZIDIM r| R || LEVOFLOKSASIN - -
SIPROFLOKSASIN R| R || NORFLOKSASIN - -
CEFEPIME R | R || NITROFURANT ION - -
TRIMETOPRIMSULFAMETOKSAZOL R | R || TOBRAMISIN - -

{ R: Direngli 5 : Duyarh )
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: T.C. Ty
Istanbul Universitesi e
Cerrahpasa Tip Fakiiltesi

EPIKRIZ
Protokol Dodum Tarihi 21.05.1959
Ad Soyad Yas / Cinsiyet 56/ K
_ . ACIL GOZLEM
(X4 e
4 y11 dnce.., Tarh 29.11.2011 tmm SERviSt Doktor
" - akip Eden Yatiran
Ameliyat Tarihi Doktor Doktor
Eslik Eden
Hastalik VAR
Komplikasyon VAR
Yatihs Nedeni TETKik | Yaus Giag 29.11.2011 Dosya No
Tarihleri

TANI R10 - Abdominal ve pelvik agn (Birincil Tam) (Kesin Tam)

SIKAYET : KARIN AGRISI

HIKAYE : KARIN AGRIST SIKAYETI ILE HASTA TARAFIMIZA BASVURDL.
OZGECMIS : OZELLIK vOK

SOYGECMIS : OZELLIK yOK

GECIRDIGEI AMELIYATLAR : YOK

SUREKLI KULLANDIGI ILACLAR : YOK

ALTSKANLIKLARI : YOK

KLINIK GIDIS VE SONUC : HASTA DEGERLENDIRILDLBATIN TUM KADRANLARDA HASSASIYET )
MEVCUT.HASTAYA BATIN BT CEKILDI: INSIZYON HATTI BOYUNCA CILTALTI 13*4* 13 CMLIK KOLEKSIYON
SAPTANDL AMOKLAVIN BASLANAN HASTA BT SONUCU ILE POLIKLINIK KONTROLUNE GELMEK UZERE TABURCU
EDILDI.

Postop 1. ayda insizyon hattinda koleksiyon—> kiiltiir alinmadan—> Ko-amoksiklav
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26.10.2015~> Insizyonel herni=> Mesh ile onarim—>sefazol alerjisi 2 AB degisikligi?

TARIH : 26.10.2015 15:45, DEFTER NO : 20156265

AMELIYAT EKIBI :
OPERATOR :
OPERATOR :
ANESTEZIST

AMELIY AT KESI SAG/ SOL
603801 GREFTLI INSIZYONEL HERNI ONARIMI (603801)

AMELIYAT ONCESI : INSIZYONEL HERNI

ANESTEZI : GENEL

AMELIYAT NOTU : GAA HASTA SUPIN POZISYONDA MASAYA ALINDI. USULUNE UYGUN SEKILDE BOYANIP
ORTULDU. GA MEDIAN VE VERTICAL BALIK AGZI INSIZYONLA CILT VE CILT ALTI GECILDI.SAGLAM FASYA USTU
SERBESTLENDI. FITIK KESESI EKSIZE EDILDI. 1.0 PDS ILE DEFEKT KAPATILDI. USTUNE UYGUN BOY UTLARDA
KESILEN PROLEN MESH ONLEY OLARAK 1.0 PROLEN IPLERLE SABITLENDI. YAPILAN KANAMA KONTROLUNUN
ARDINDAN INSIZYON ALTINA IKI ADET HEMOVACK DREN YERLESTIRILDI. CILT VE CILT ALTI USULUNE UYGUN
SEKILDE KAPATILDI. YAPILAN PANSUMANIN ARDINDAN OPERASYONA SON VERILDI.

AMELIYAT ACIKLAMA : PROLEN MESH ILE ONLEY TARZI INSIZYONEL HERNI TAMIRI
AMELIYAT SONU : PROLEN MESH ILE ONLEY TARZI INSIZYONEL HERNI TAMIRI
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Protokol Dogum Tarihi 21.05.1959
Ad Soyad ! Yas / Cinsiyet 56/ K
Istek Tarih | 31.10.2015 Isteyen |GENEL CER.GOREON SER.A BLOK Isteyen

Birim Doktor
Konsiiltasyon 31.10.2015 Birim ENFEKSIYON HASTALIKLARI Doktor
Tarih KONSULTASYON HEKIMLIGI

HASTA BILGI : 52 K ABDOMINOPLASTI+ ONLAY PROLEN MESH ILE INSIZYONEL HERNI TAMIRI YAPILAN
HASTANIN SEFAZOL TEDAVISI ALTINDA AKUT FAZLARINDA ARTIS MEVCUT. SEFAZOL ALERJIST GELISEN
HASTANIN ANTIBIYOTERAPISI ACISINDAN DEGERLENDIRILMESI RICA OLUNUR.

ACIKLAMA : hasta yatadinda ded gd iyi suur acik koopere oryente
ates:38 nds:88 dss:22 ta:100/60

batinda insizyon hattinda yer yer pirilan akinti mevcut

defans ribaund yok
diz sefazol sonrasi dil ve yluzde sisme olmus

oneriler:

+hastadan 2hk alinmasi, tit génderilmesi

+abse-kolleksiyon-fistil agisindan batin géruntlleme yapilmasi(gereginde drenaj ve kiltir 6meklemnin
saglanmasi)

+tigesiklin 1x100 mg iv yikleme 12 saat sonra 2x50 mg iv idame baslanmasi

TTEMGOTaTT CTp UTE RTE TaRIb]

+kiltir sonug takibi dnerilir saygialnmia
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‘ TIG kesilmis, Cipro+metronidazol altinda =1 ay sonra tekrar bas vuru = 4x2 cm koleksiyon

T.C.

Istanbul Universitesi
Cerrahpasa Tip Fakiultesi

KONSULTASYON
Protokol Do§um Tarihi 21.05,1959
Ad Soyad Yas / Cinsiyet 56 f K
Istek Tarih 26.11.2015| Isteyen ACIL GOZLEM SERVIS Isteyen
Birim Doktor
Konsiiltasyon 26.11.2015 Birim ENFI_EKSH;]N HASTALIKLARI KONSULTASYOM | Doktor
Tarih HEKIMLIGI

HASTA BILGI : 56 YAS KADIN HASTA, INSIZYONEL HERNI NEDENIYLE 26.10.2015 TARIHINDE MESH ILE TAMIR YAPILAN POSTOP
DONEMDEN ITIBAREN BASLAYAN YARADA AYRISMA VE AKINTISI OLAN HASTANIN SON 2 GUNDUR BASLAYAN YARA YERINDE AGRI
OLMASI NEDENIYLE TARAFIMIZA BASVURDU. ORAL OLARAK CIPRO, FLAGYL KULLANDIGINI BELIRTEN, ATESI: 37.5 GONDERILEN RUTIN
TETKIKLERDE WBC: 14,1 , NEU%#48,3, CRP:37,8 GELEN YAPTIRILAN YUZEYEL USGDE YARA CEVRESINDE YAYGIN SELULIT GORUNUMU
VE CILTTEN 2 CM DERINDE 4*2CMLIK YOGUN IGERIKLI KOLEKSIYON SAPTANMISTIR. TARAFINIZDAN DEGERLENDIRILMES] RiCA

OLUNUR.

ACIKLAMA : KOLEKSIYON ALANINDAN DRENE EDILEREK AEROB VE ANAEROB KULTUR ALINDIKTAN SOMRA PIPERACILLIN MEVCUT
TEDA".."ILERIN I(ESILMESI

NDT T‘r"GECII(L'[N E REI:'.;I:—I'E KoDU : JEP]FZ (DIS ECZAMNEDEN ALINACAK)
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Protokol Dogum Tarihi 21.05.1959
Ad Soyad Yas / Cinsiyet 56/ K
Istek Tarih | 06.01.2016 Isteyen | ACIL POLIKLINIK Isteyen

Birim Doktor

Konsiiltasyon |07.01.2016| Birim ENFEKSIYON HASTALIKLARI Doktor

Tarih KONSULTASYON HEKIMLIGI )

HASTA BILGI : 56 YAS KADIN HASTA, INSIZYONEL HERNI NEDENIYLE 26.10.2015 TARIHINDE MESH ILE TAMIR
YAPILAN POSTOP DONEMDEN ITIBAREN BASLAYAN YARADA AYRISMA VE AKINTISI OLAN HASTANIN SON 2
GUNDUR BASLAYAN YARA YERINDE AGRI OLMASI NEDENIYLE TARAFIMIZA BASVURDU. ORAL OLARAK CIPRO,
FLAGYL KULLANDIGINI BELIRTEN, ATESi:37.5 GONDERILEN RUTIN TETKIKLERDE WBC:18.1 CRP:51
BULUNMUSTUR.YAPILAN US:INSIZYON HATTI SUPEROLATERALINDE CILT ALTINDA 52X34 MM LIK LOKULE
KOLLEKSIYON IZLENMISTIR.HASTANIN TARFINIZCA DEGERLENDIRILMES] RICA OLUNUR.

ACIKLAMA : 56 Y/K HASTA, INSIZYONEL HERNI NEDENIYLE 26.10.2015 TARIHINDE MESH ILE TAMIR YAPILMIS.
POSTOP DONEMDEN ITIBAREN BASLAYAN YARADA AYRISMA VE AKINTISI VAR.

SON 2 GUNDUR BASLAY AN YARA YERINDE AGRI OLMASI NEDENIYLE BASVURMUS. ORAL OLARAK CIPRO, FLAGYL
KULLANIYOR.ATESI:37.5 GONDERILEN RUTIN TETKIKLERDE WBC:18.1 CRP:51

YAPILAN USG:INSIZYON HATTI SUPEROLATERALINDE CILT ALTINDA 52X34 MM LIK LOKULE KOLLEKSIYON
[ZLENMIS.BU SEBEPLE DANISILDI

ONERILER:

1.2HK+K+APSE BOSALTILARAK AEROB/ANAEROB KX GONDERILMESI,

2.SULPERAZON 2*2 GIV + TYGACIL 1*100 MG YUKLEME 2*50MG IV IDAME BASLANMASI,

3.YAKIN GD/ANT/CRP/PROKALSITONIN/HEMOGRAM/KX SONUCLARININ TAKIBI,

4.GEREGINDE REKONS.

Cerrahi tarafindan ayaktan takip ediliyor. TIG+sulperazon ile bulgular geriledi.
Acinetobacter tekrar iiremedi. Riskler konusuldu birlikte takibi planland:.
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ACIL CERRAHI 40 E Sarapnel yaralanmasi, humerus + tibia kirig, eksternal fiksatér, ileal rezeksiyon

Yas / Cinsiyet :40/E Gonderilen Madde : Balgam
Numune Zamani: 30.07.2015 07:14 Kabul Zamani :30.07.2015 07:35
ISLEM ACIKLAMA
Balgam Kulturu Balgam kaliteli degil,
Ureyen Organizmalar Metisiline direncli S. aureus .
Bakteri Tanimlamas: ve Duyarlilik Testi (Antibiyogram) : [1] Oral k°l°n1zas}'°n,
Acinetobacter baumannii iiredi. Temas izolasyonu

Bakteri Tanimlamas! ve Duyarliik Testi (Antibiyogram) : [2]

BAKTERI TANIMLAMASI VE DUYARLILIK TESTI

[1] [2] [1] [2] [1] [2]
TRIMETOPRIMSULFAMETOKSAZOU S | R || NETILMISIN - R CEFOXITIN - -
KLINDAMISIN S | - || PIPERASILIN/TAZOBAKTAM| - R TIKARSILIN - -
ERYTROMYCIN S | - || AZTREONAM - - IMIPENEM - -
LINEZOLID S | - || AMPICILLIN - - LEVOFLOKSASIN - -
TEIKOPLANIN S | - || AMPICILLIN - SULBACTAM | - - METISILIN - -
VANKOMY CIN S | - || KLORAMFENIKOL - - MOXIFLOKSASIN - -
DAPTOMY CIN S | - || SEFOPERAZON - - NORFLOKSASIN - -
PIPERACILLIN - | R|| COLISTIN - R INITRDFURANTIDN - -

MIK:32 mog/ml
AMIKACIN - | R|| SEFTRIAKSON = = “RIFAMPISIN - -
SEFTAZIDIM - | R|| SEFOTAKSIM - - SEFAPERAZON - SULBACTAM| - | -
SIPROFLOKSASIN - | R || DORIPENEM - - CEFAZOLIN - -
GENTAMISIN - | R || DOKSISIKLIN - - TETRASIKLIN - -
CEFEPIME - | R || FUSIDIK ASIT - - TIGESIGLIN - -
MEROPENEM - | R|| FOSFOMISIN - - TOBRAMISIN - -
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Kontrol kiiltiirlerde Acinetobacter iiremedi

Protokol Kimlik No 39673918220 Dogum Tarihi 17.09.1974
Ad Soyad Yas / Cinsiyet 41/ E
istek Tarih 07.08.2015 |isteyen ACIL CERRAHI SERVISI isteyen

Birim Doktor
Konsiiltasyon | 10.08.2015|Birim ENFEKSIYON HASTALIKLARI KONSULTASYON | Doktor
Tarih HEKIMLIGI

HASTA BILGIi: 40 YASINDA (IMMOBIL) SURUCTAKI BOMBALI PATLAMADA HUMERUS VE TiBIA PARCALI KIRIGI OLAN(EXTERNAL
FIKSASYON UYGULANMIS), ILEAL REZEKSIYON YAPILAN, VUCUDUNDA YAYGIN SARAPNEL YARALANMALARI OLAN HASTANIN CVK
KULTURUNDE STAF. HOMINIS UREMESI OLMULTUR. TARAFINIZCA DEGERLENDIRILMESI RICA OLUNUR

ACIKLAMA : TEIKOPLANIN TEDAVIST ALTINDA OLAN HASTANIN MEVCUT TEDAVISININ DEVAMI ONERILDI
EK ONERIMIZ BULUNMAMAKTADIR
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Protokol Dogum Tarihi 17.09.1974
Ad Soyad Yas / Cinsiyet 41/ E
Istek Tarih 05.10.2015 Isteyen ACIL CERRAHI SERVISI Isteyen

Birim Doktor
Konsiiltasyon 05.10.2015 Birim ENFEKSIYON HASTALIKLARI KONSULTASYON Doktor
Tarih HEKIMLIGI

HASTA BILGI: 41 E 2 AY ONCE SURUGTAKI BOMBALI PATLAMADA HUMERUS VE TIBIA PARGCALI KIRIGI OLAN(EXTERNAL FIKSASYON
UYGULANMIS), ILEAL REZEKSIYON YAPILAN(2 AY ONCE) VE 21.09.2015 DE OMENTAL NEKROZ NEDENI iLE OPERASYON YAPILAN
HASTA MERONEM 7. GUNUDEDIR.WBC:7.8 CRP :4.2 ATESi:36 DERECEDIR.HASTANIN ANTiBIYOTERAPISININ STOPLANMASI AGISINDAN
DEGERLENDIRILMESI RICA OLUNUR.

ACIKLAMA : TARAFINIZDAN ODAK KONTROLUNUN SAGLANMASI SARTIYLA HASTANIN TEDAVISININ EN AZ 14GUNE TAMAMLANMASI
GEREKMEKTEDIR.




BAKIEryoIo]l Kaporu

Protokol No : Laboratuvar Mo  :16035
TC Kimlik Mo ' Génderildigi Tarih :06.07.2015
O LGU Ad Soyad : Numune Barkodu :4155135
S' Dogum Tarihi 115.05.1977 Ginderen Birim  :POLKLINIK - PLAST IK CERRAHE POLIKLINIGE
Yas / Cinsiyet :38/E Ginderilen Madde :Yamma Sirintisd
38 E MNumune Zamam : 36.07.2015 19:25 Kabul Zamam :06.07.2015 19:25
b LEM IKLAMA
TlP I DM E'am Boyama ile :E’rbel hiicreler garildi
Lékositler garildl
KBY Gram pozit¥ diplokokdar

Gram pozit¥ comaklar
Gra kif kar gk
Rena]‘ tra‘nsplantll Angr:;g:tke:::xliniruiwaluenfelsiwn gorindmil
o . Y Kiitiirid
Dlyabetlk aya yen Organizmglar Escherichia coli

Bakteri Tammilamas: ve Duyarhik Testi (Antipiyogram) : [1]

111111117 Acinetob ba nii diredi.
DOku ku!'turu Bakter! Taamc;:;ma:::“myarm Testi (Antipiyogram) : [2]
Metisiline direncli 5.
KOL MIK=256 Bakter! ]"amm&alr‘ngaﬁr w:IEE—:m Testi (Antipiyogram) : [3]

Anaerch Kiiltir
Anerop Urevenler Bakter aremedi

[1] zl_.lm [1] [2 [3] _ [1] [2] [3]
GENTAMISIN s 5 S || AMPICILLIN - - NR || FOSFOMISIN = -1 -
SIPROFLOKSASIN s R S || COLISTIN | R | CEFOXITIN -1 -1 -
MK - 256 wgfm
AMIKACIN 5 R - ERYTROMYCIN - - R || TIKARSILIN =] =] -
SEFTAZIDIM s R - PIPERACILLIN - = - LEVOFLOKSASIN | - | - | -
CEFEPIME s R - AMOKCILLIN/KLAVULONAT| - - - METISILIN =1 -1 -
IMIPENEM s | R - AMPICILLIN - SULBACTAM] - - - MOXIFLOKSASIN | - | - | -
MIN:-32 ugiml
MEROPENEM 5 | R - AZITHROMYCIN - - - MALIDDXIC ASIT -1 -1 -
MIig:-32 ugiml
TRIMETOPRIMSULFAMET OKSAZOLY R - 5 || KLORAMFENIKOL - - - MNETILMISIN = -1 -
PIPERASILIN/ TAZOBAKT AM s R - SEFDINIR - - - NORFLOKSASIN = -1 -
AZTREONAM s - - CEFIXIME - - - NITROFURANTION| - | - | -
SEFTRIAKSOM s - - SEFOPERAZON - - - RIFAMPISIN =1 -1 -
SEFUROKSIM 5 - - SEFOTAKSIM - - - CEFAZOLIN - -1 -
ERTAPENEM 5 = = KLINDAMISIN = = = TETRASIKLIN - -1 -
LINEZOLID - S || DORIPENEM - - - TIGESIGLIN =] =] -
SEFAPERAZON - SULBACTAM - - DOKSISIKLIN - - - TOBRAMISIN = -1 -
TEIKOPLANIN - S | | FUSIDIK ASIT - - - DAPTOMYCIN = -1 -
VANKOMYCIN - - 5
(R:Direncli  I: Orta Derece Duyar S : Duyarh )



OLGUs.

Komplikasyon YOK DIYABETIK AYAK YARASI

Yatis Cikis
Tarihleri

E11.2 - gec yetiskin-baslangigh, diabetes (mellitus) (obes olmayan) (obes) (Kesin Tani)
E13.5 - Diyabetes mellitls, diger tamimlanmis, periferik dolasim komplikasyonuyla birlikte
(Kesin Tani)

TANI E78.2 - Hiperlipidemi karma (Kesin Tani)
N18.8 - Kronik bébrek yetmezlikleri, diger (Kesin Tani)
S91.2 - Timadin etkilendigi ayak parmak(lar)in acik yarasi (Birincil Tam) (Kesin Tani)
$91.3 - Ayadin diger kisimlannin acik yarasi (Kesin Tani)

SIKAYET : SAG TOPUKTA ACIK YARA

HIKAYE : 9 YILDIR TiP 1 DM HASTASI OLUP 9 YILDIR INSULIN KULLANAN HASTANIN YAKLASIK2 YIL ONCE SAG
TOPUKTA PARAKERATOTIK KANAMALI LEZYON SEKLINDE BASLAYAN ACIK YARASI ILERLEYEREK TOPUK
BOYUNCA KURU NEKROZA DONUSMUS. HASTAYA BOBREK YETMEZLIGI NEDENIYLE DIS MERKEZDE BOBREK
TRANSPLANTASYONU UYGULANMIS VE ACIK YARASININ DEGERLENDIRILMESI ICIN TARAFIMIZA

Y ONLENDIRILMIS. SILVERDINLE PANSUMANLA YARASI TAKIP EDILEN HASTA YAKLASIK 16 AY ONCE KLINIGIMIZE
DEBRIDMAN AMACLI YATIRILMIS. 12 AY ONCE YARA KAPANMAMASI SEBEBIYLE ANKARA ‘DA 4 FARKLI
HASTANEDE MUAY ENE CILAN HASTA 07. n? 2014 TARIHINDE CTF PLASTIK, REHGNSTRUKTIF VE ESTI:—I'IK

Yatirihs Nedeni | AMELIYAT 06.07.2015 Dosya No

CTF ENFEKEIYDN HASTAL[KLARI BIRIMI NE TETKIK UE TEDAVI AMA(;LI mnsl DLAN HASTANDA AYAKTA ACIK
YARA VE OSTEOMYELIT TANISI KONMUS, 18.07.2014 'DE A.B TEDAVISI iLE TABURCU EDILMIS. HASTA
18.07.2014 TARIHINDE TETKIK VE TEDAVI AMACLI CTF PLASTIK CERRAHI SERVISINE YATIRILDI. PANSUMAN ILE
TAKIP SONRASI TABURCULUGU YAPILAN HASTA AYAKTAN TAKIBINDE ACIK YARANIN KAPANMAMASI NEDENIYLE
BIRIMIMIZE 2. KEZ BASVURDU VE OPERE EDILMEK UZERE YATIRILDI. DEBRIDMAN + GREFT UYGULANAN VE
TABURCU EDILEN HASTANIN GREFTINDE TOTAL KAYIP OLMASI UZERINE MAYIS AYINDA SERVISIMIZE
YATIRILAN HASTAYA DEBRIDMA+ SERBEST DOKU AKTARIMI UYGULANMIS. HASTANIN FLEP ALTINDA YAS
NEKTORITK YARASI GELISMESI UZERINE TEDAVI AMACLI SERVISIMIZE YATIRILDI.

OZGECMIS : HT,HIPERKOLESTEROLEMI, TIP 1 DM, BOBREK TRANSPLANTASY ONU
SOYGECMIS : AGABEYI 2 YIL ONCE SVO NEDENI ILE EXITUS
GECIRDIGI HASTALIKLAR : BOBREK YETMEZLIGI




OLGUs.

Protokol Kimlik No 19402110682 Dogum Tarihi 15.05.1977
Ad Soyad . Yas / Cinsiyet 38/E
Istek Tarih 13.07.2015 | Isteyen PLASTIK CERRAHI SERVISI A Isteyen

Birim Doktor
Konsiiltasyon 13.07.2015  Birim ENFI_EKE_P!_DN HASTALIKLARI KONSULTASYON Doktor
Tarih HEKIMLIGI

HASTA BiLGI : SN MESLEKTASIM, HASTANIN YARA KULTURD SONUGLARI CIKMISTIR. TARAFINIZCA DEGERLENDIRILMESI RICA OLUNUR

ACIKLAMA : HASTA YATAGINDA DEGERLENDIRILDI GD I¥I ATESSIZ VITALLERI STABIL
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OLAMN HATSNAIN TARAFINIZCA DEGERLENDIRLMESI RICA OLUNUR.

ACIKLAMA : YARA KULTURUNDE ESBL + UREMESI OLAN HASTANIN MEVCUT ANTIBIYOTIKLERI KESILEREK
ERTAPENEM 1*1 GR IV TEDAVI BASLANMASI VE GEREGINDE REKOSN OENRILIR
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OXA-type Carbapenemases and Susceptibility of Colistin and Tigecycline Among Carbapenem-Resistant
Acinetobacter Baumannii Isolates from Patients with Bacteremia in Turkey.

Cakirlar FIK, Ciftci IH, Gonullu M.

Abstract

BACKGROUND: Carbapenem-resistant Acinetobacter baumannii (CRAEB) has emerged as one of the most troublesome pathogens in healthcare
settings worldwide. The present study was conducted to analyze the genes encoding resistance to carbapenems and to determine in vitro activity of
colistin and tigecycline against CRAB isolates from blood culture of hospitalized patients at Istanbul University Cerrahpasa Medical School hospital.

METHODS: Between January 2012 and June 2014, a total of 72 CRAE isolates were isolated by conventional methods from blood cultures of
patients with bacteremia who were hospitalized in intensive care units and in various departments of the hospital. The isolates were confirmed using
a Phoenix automated system. Antibiotic susceptibilities were determined by disk diffusion method and Etest. Molecular detection of resistance
genes were screened by multiplex real time polymerase chain reaction (gFCR) and PCR parameters.

RESULTS: CRAE isolates were highly resistant to tetracycline (86.1%), tnmethoprim/sulfamethoxazole (84.7%), ceftazidime (83.3%), cefepime
(81.9%), ciprofloxacin (81.9%), amikacin (75.0%), piperacillinftazobactam (75.0%), cefotaxime (72.2%), and gentamicin (65.4%). Tigecycline and
colistin resistance were not detected. MIC50 and MICS0 of tigecycline (MIC ranges 0.016-1 pg/mL) and colistin (MIC ranges 0.125-1.5 pg/mL) were
found to be 0.5 pg/mL and 1 pg/mL, respectively. All isolates were positive for OXA-51 that shows molecular identification of A baumannii. Fifty-one
(70.8%) and 2 (2.8%) of these isolates were positive for OXA-23 and OXA-58 genes, re- spectively.

CONCLUSIONS: This study indicated the most of the CRAB isolates in our hospital carry the OXA-23 gene. Colistin and tigecycline resistance were
not detected. However, significant effort must be done to prevent the spread of OXA-23-producing CRAB-solates and continuous monitoring of drug
resistance is necessary in clinical settings.

= CTF 2012-2014 72 KDAB > %100 OXA-51, %70 OXA-23, %3 OXA-58 E
= Kolistin ve TIG direnci @ > OXA-23 yayilimina dikkat .
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Scaife et al., 1995
Go et al., 1994
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bla sy Carbapenemase Gene Intrinsic to This Species
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My eq i Was sought in clinical isolates of Acinefobacter species in a multiplex PCR, which also detects
Mgy 2a e and class | integrase genes. All isolates that gave a band for Mo, - . identified as A.
baumannii. This gene was detected in each of 141 isolates of A. banmanni but not in those of 22 other

Acinefobacter species.

Acinetobacter baumarnnii is an increasingly important noso-
comial pathogen that particularly affects critically ill patients. It
is associated with multiple antibiotic resistance, and many
widespread strains are resistant to almost all antibiotics cur-
rently in use (4, 7, 8, 9, 10). There is mounting evidence that A.
bawmannii has a naturally occurring carbapenemase gene in-
trinsic to this species (3, 11, 13). The first report of this gene
described Bag,, . -, (2), but since then a large number of
closely related variants have been found (with OXA numbers
64, 63, 66, 67, 68, 69, 70, 71, 75, 76, 77, 83, 84, 86, 87, 88, 89, 91,
92, 94, and 95) (1, 5. 11), and we have referred to them
collectively as “Plooxasiuee genes. Carbapenem resistance
has only been associated with these genes when the insertion
sequence IS4bal is upstream (11) and is not an indicator of
whether an isolate has such a gene.

Although it is clear that bla . . <; . 2ENes are present in at
least the wast majority of isolates of A. bawmannii, there has
been some debate as to whether they are present in all isolates
of this species (3). If they are consistently found and are also
unique to this species, then their detection could provide a
simple and convenient method of identifving A. baumannii
which could more easily be carried out than current definitive
methods, such as amphﬁed rRMNA gene restriction analysis {12)

R N T P R T I I L I T I L

Since A. bawmannii is clinically by far the most significant of
the Acinetobacter species, the ability to distinguish it rapidly
from other members of the genus would be highly valuable.

Here we describe the results of testing large numbers of well-
characterized clinical Acinetobacter isolates for g, . <
genes by PCR with group-specific primers (13) and compare
the results with those obtained by ARDRA. Detection of
Bl e 451 g00e AN be carried out as part of a multiplex, and two
such multiplexes {one detects all the known groups of OXA
carbapenemase genes in Acinetobacter [13], and the second
detects bla g s1amer PG a3 ke a0d the class 1 integrase
gene) are in current use in our laboratories; the class 1 inte-
grase gene is a useful marker for outbreak strains of A. bau-
mannii {6, 10).

All isolates of Acinetobacter received by the United Kingdom
reference laboratories between November 2005 and March
2006 were included (170 isolates). Every isolate was compared
with previous isolates by pulsed-field gel electrophoresis
(PFGE) of Apal-digested DNA, using BioNumerics software,
as described previously (9. 10). The set included 64 isolates of
OXA-23 clone 1 (the most prevalent genotype in the United
Kingdom), 22 isolates of the South East clone, 18 isolates of
the T stmm and 1 isolate each of the W strain (knu:rwn to

I T L. . . I I . . T T I

I T -



OXA-23 klon II

Avrupa bélgesinde goriilen {i¢ major A. baumannii
klonundan biri

Daha viriilan, salgin potansiyeli yiiksek

Klon I = Giiney Afrika, Cek cumhuriyeti, Polonya, 1talya,
[spanya = salginlar

Klon II 2 G Afrika, 1spanya, Tiirkiye, Yunanistan, Fransa
- salginlar

Klon III-2 Hollanda, 1ta1ya, Fransa, Ispanya

Promedmail

Giamarellou et al., 2008

Van Dessel et al., 2004
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Fig. 4. Pie chart showing the results of the Multiplex PCR | for the prevalence of the OXA
genes in the 97 Acinetobacter baumannii isolates obtained from a Tertiary Academic Hospital

Klas D karbapenemazlarin diinya geneli dagilimini temsilen

www.intechopen.com

Feizabadi et al., 2008
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Fig. 6. Pie chart showing the results of the Multiplex PCR I for the four strains of
Acinetobacter baumannii circulating in a Tertiary Academic Hospital
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J Antimic rob Chemother. 2006 Sep;58(3):537-42. Epub 2006 Jul 1.

High prevalence of OXA-51-type class D beta-lactamases among ceftazidime-resistant clinical isolates of
Acinetobacter spp.: co-existence with OXA-58 in multiple centres.

Vahaboalu H', Budak F, Kasap M, Gacar G, Torol S, Karadenizli A, Kolayli F, Eroglu C.

@ Author information

Abstract
OBJECTIVES: This study was designed to demonstrate the prevalence of the newly discovered carbapenem-hydrolysing class D enzymes, OXA-
514ype and OXA-58, among clinical isolates of Acinetobacter spp.

METHODS: A total of 72 isclates from six centres were studied. |solates were screened by PCR with specific primers for bla(0XA-51-type) and
bla{0XA-58). PCR products were sequence-analysed. Plasmids were digested with EcoRV and genomic DNAs were digested with Pwull.
Hybridization experiments were done with digoxigenin-labelled specific probes. Macro-restriction analysis was done on Smal-digested genomic
OMAS.

RESULTS: A total of 56 (77.8%) isolates were positive for bla{OXA-51-type) genes. Sequence analysis of the products from 23 selected isolates
revealed the occurrence of multiple alleles in all contributing centres. The bla(OXA-58) gene was detected among 10 isolates from five centres. All
were also positive for bla(0XA-51-type) genes. Among the bla(OXA-58)-positive isclates, two from the same centre were positive for a novel OXA-51
allele (OXA-86). Southern hybridization of plasmids and of genomic DMNAs suggested that bla(OXA-51-type) genes are located on chromosomes
whereas bla(0OXA-58) genes are plasmid bome in these 10 isclates. Plasmid profiles and pulsed-field gel electrophoresis patterns indicated the
spread of the bla(OXA-E8) gene ameng multiple clones. The blaiDXA-51-type) and bla(OXA-E8) co-carrier straing were mostly associated with a
pandrug-resistant phenctype.

CONCLUSIONS: This study indicated that bla(OXA-58)-bearing plasmids are readily spreading ameng multiple clenes of the bla{OXA-51-type)-
bearing clinical isclates of Acinetobacter spp. Since these isclates are highly resistant to antibiotics this finding indic ates the existence of a
significant problem in Turkish hospitals.



High prevalence of OXA-51-type class D f-lactamases among ceftazidime-resistant clinical
isolates of Acinetobacter spp.: co-existence with OXA-58 in multiple centres

Table 1
Occurrence of OXA-51-type B-lactamase-positive isolates of Acinetobacter spp. in six ICUs

(1) (2) (3) (4) (5) (6)
OXA-51 alleles Istanbul® Kocaeli Samsun Trabzon Izmir Kayseri Total
Positive
OXa-51 2 2 4 8
OXA-64 1 1
OX4-B66 2 2 3 7
OX4-568 1 i 1 3
OXa-69 1 1 2
OXA-86 2 2
NSIP 2 1 6 8 3 13 33
Total & 2 9 12 9 18 56 (77.8%)
Megative 2 2 1 5 16
Grand total 8 2 15 14 10 23 72

dNames of the cities of contributing centres.

bNSI, sequence identification not obtained.

Iki 8nemli bulgu;
1) OXA s1ve OXA 58 ENZIMLERI birlikte = Pandrug R
2) Cogu kékende Tigesiklin MIK’leri >2 2 R Vahaboglu ve ark, JAC, 2006
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Characterisation of carbapenem-resistant Acinetobacter baumannii outbreak strains producing OXA-58 in
Turkey.

Kulah C', Moai MJ, Comert F, Aktas E, Celebi G, Ozlu N, Riinsburger MC, Savelkoul PH.

Author information

Abstract
The aim of this study was to characterise the molecular epidemioclogy and mechanisms of carbapenem resistance of nosocomial Acinetobacter

baumannii isolates in a new university hospital in Turkey. A total of 145 carbapenem-resistant A._baumannii (CRAB) isolates were collected during
the period 2003-2006. All isclates were typed by amplified fragment length polymorphism (AFLP) analysis. AFLP analysis showed three predominant
clusters consisting of 72, 20 and 12 clinical strains as well as some smaller clusters and 23 unique strains. The three main clonal AFLP types
corresponded to three major antibictic susceptibility patterns. One environmental isclate was found related to the major outbreak clone. The

, P olymerase chain reaction (PCR)
analysis of different carbapenem resistance genes showed that strains from each of the three main clusters as well as 79% of the remaining strains
harboured the bla(OXA-58) gene. No genes encoding the metallo-betalactamases GIM-1, SIM-1, SPM-1, IMP-like and VIM-ike or the oxacillinases
OXA-24-ike and OXA-23ike were detected. In conclusion, multiple clones of CRAB strains producing OXA-58-type oxacillinase were responsible fo
a sustained CRAB outbreak occumng in a hospital in Turkey. These isolates were not associated with A. baumannii strains of the major Europes

lones I, Il or ll1.

145 KDAB kokeni 2 AFLP analizi = 3 biiyiik kiitme hepsi bla(OXA-58)
MBL @ OXA-23 @ major Avrupa klonlarindan (I-II-III) farkl




Infect Genet Evol 2013 Mar;14:92-7. doi: 10,1016/ meegid.2012.11.003. Epub 2012 Dec 1.

Clonal diversity and high prevalence of OXA-58 among Acinetobacter baumannii isolates from blood cultures in
a tertiary care centre in Turkey.

Metan G'. Sariguzel F, Sumerkan B, Reijden Tv, Dijkshoorn L.

# Author information

Erratum in
Infect Genet Evol. 2013 Jun; 16:447-3.

Abstract

Genotypic diversity, antimicrobial susceptibilty, and presence of OXA-genes were assessed in 100 nosocomial Acinetobacter strains from a tertiary-
care hospital, Turkey. Minety-eight isolates were identified by AFLP library identific ation to Acinetobacter baumannii. Furthermore, the isolates were
divided into 30 AFLP clusters and single strains at a similanty cut-off level of 90%, the defined strain level. Most of these clusters grouped together
in larger clusters at a lower similarty level, indicating diversification beyond the strain level. At a similarity level of 80%, the A. baumannii isolates
were allocated to eight clusters of multiple izelates (A, C. D, E, G, H, J, L) and 3 single isclates (B, F, I). Comparison of the isclates to those of the
Leiden AFLP database revealed that the large cluster H (41 isclates) corresponded to a tentative novel international clone previously identified both
by AFLF and MLST (CC15). Clusters D and E grouped with European (EU) clone Il isclates, and cluster J with those EU clone |. Clusters A, C, G,
and L could not be identified to any international clone. MLST of selected isolates of the major clusters commoborated the clone allocation by AFLP,
except for the tested cluster A isolate which was identified to CC2 (EU clone II). Carbapenem resistance of 75 A. baumannii isolates was associated
with the blalOXA-58-like gene or blaOXA-51ike with ISAbal upstream. Altogether, 5% of the Acinetobacter isolates were multidrug resistant (MDR)
and 77% extensively drug resistant (XDR). The findings show that multiple strains and clenes MOR and XDR A, baumannii were endemic in the
hospital.

98 KDAB 2 30 AFLP kiimesi %80 benzerlik: 8 kiime, 3 tek koken—>
[ki kitme EU klon II, bir kiime EU klon I ile gruplands

%75 bla(OXA-58) veya bla(OXA-s51)

%77 XDR




KDAB bakteremilerinde tedavi: Ne verirsen kolistinle...

Eur J Clin Microbicl Infect Dis. 2014 Aug;33(8):1311-22. doi: 10.1007/5100%5-014-2070-6. Epub 2014 Feb 15.

Comparison of colistin-carbapenem, colistin-sulbactam, and colistin plus other antibacterial agents for the
treatment of extremely drug-resistant Acinetobacter baumannii bloodstream infections.

Batirel A1 Balkan I, Karabay O, Agalar C, Akalin S, Alici O, Alp E, Altay FA_Altin N, Arslan F, Aslan T, Bekiroalu N, Cesur S, Celik. AD, Dogan M, Durdu B,

Duygu F, Enain A, Engin DO, Gonen |, Guclu E, Guven T, Hatipoglu CA, Hosoalu 5, Karahocaqil MK, Kilic AU, Ormen B, Ozdemir D, Ozer S, Oztoprak M, Sezak
M, Turhan ', Turker W, ¥ilmaz H.

# Author information

Abstract

The purpose of this investigation was to compare the efficacy of colistin-based therapies in extremely drug-resistant Acinetobacter spp. bloodstream
infections (XDR-ABSI). A retrospective study was conducted in 27 tertiary-care centers from January 20059 to August 2012, The primary end-point
was 14-day survival, and the secondary end-points were clinical and microbiological outcomes. Thirty-six and 214 patients [102 (47.7%): colistin-
carbapenem (CC), 69 (32.2%): colistin-sulbactam (CS), and 43 (20.1%: tigecycline): colistin with other agent (CO)] received colistin monotherapy and
colistin-based combinations, respectively. Rates of complete responselcure and 14-day survival were relatively higher, and microbiclogical
eradication was significantly higher in the combination group. Also, the in-hospital mortality rate was significantly lower in the combination group. No
significant difference was found in the clinical (p = 0.97) and microbiclogical (p = 0.92) cutcomes and 14-day survival rates (p = 0.79) between the
three combination groups. Meither the timing of initial effective treatment nor the presence of any concomitant infection was significant between the
three groups (p = 0.08) and alse for 14-day survival (p = 0.08). Higher Pitt bacteremia score (PES), Acute Physiclegy and Chronic Health Evaluation
Il {APACHE Il) scere, Charlsen comerbidity index (CCI), and prelenged hospital and intensive care unit (ICU) stay before XDR-ABS| were significant
ek factors for 14-day morality (p =002 p=00001 p=00001 p=00 andp=001 respectively) Inthe multivarable aoalysis PBS _sge and

duration of ICU stay were independent risk factors for 14-day mortality (p < 0.0001, p< 0.0001, and p=0.001, respectively). Colistin-based
combination therapy resulted in significantly higher microbiologic al eradication rates, relatively higher cure and 14-day survival rates, and lower in-
hospital mortality compared to colistin monotherapy. CC, CS, and CO combinations for XDR-ABSI did not reveal significant differences with respect
to 1d-day survival and clinical or microbiclogical cutcome before and after propensity score matching (PSM). PBS, age, and length of ICU stay were
independent risk factors for 14-day mortality.

Sulbaktam fena degil, Rifampin versek mi?...



‘ Kolistin direnci yayiliyor...

o Med Microbicl. 2015 Sep;84(9):953-7. doi: 10.1089%jmm.0.000127. Epub 2015 Jul 14.
Molecular identification of tigecycline- and colistin-resistant carbapenemase-producing Acinetobacter baumannii

from a Greek hospital from 2011 to 2013,

Mavroidi A', Likousi §7, Palla E', Katsiari M?, Roussou Z', Maguina A2, Platsouka EDY.

# Author information

Abstract

An alarming increase in the resistance rates of tigecycline and colistin among carbapenemase-producing Acinetobacter baumannii recovered from a
Greek hospital over a 3-year peried (2011-2013) was investigated. The antimicrobial resistance profiles and carbapenemase gene content were
determined for a collection of colistin- and/or tigecycline-resistant carbapenemase-producing A. baumannii isclates (n = 42), which were recovered
consecutively during the study peried. A gradual increase in the incidence of blaOXA-23 producers was chserved from 2011 to 2013, A cluster of 21
isclates comprised tigecycling-resistant blaOXA-23 producers displayed a single antimicrobial resistance pattern. The emergence of two blaOXA-23
producers resistant to both tigecycline and colistin was documented. Furthermore, determination of the mechanisms of colistin and tigecycline
resistance and molecular typing by the tr-locus sequence typing (3LST) scheme for nine isolates recovered from bloodstream infections were
performed. Cut of nine isolates, five tigecycline- and two colistin-resistant isolates were blaOXA-23 producers of 3LST ST101 comesponding to the

ALST ST101 in
ol measures for

Greece; th :
A, baumannii are urgent.
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Table 5

Main mechanisms of acquired antimicrobial resistance in A cinetobacter bawmannii

Mechanism Genetic event Antimicrobials

High-level expressed AmpC cephalosporinase Chromesomal mutation Penicilling (with or without beta-lactamase inhibitors), 3GC
High-level expressed OXA-51-like beta-lactamase Chromosomal mutation (insertion of [S4bal upstream of &la 9y4.57) Carbapenems

Other beta-lactamases

Extended-spectrum beta- lactamases” MGE acquisition Penicilling, 3GC
Z\-Tetallo—betﬂ—lactmmsesb (carbapenemases) Penicilling, 3GC, carbapenems
Orxacillinase-type carbapmmmse55 Penicilling, carbapenems
Functional loss of porins (impermeability) Chromoesomal mutation Variable

Altered penucillin-binding proteins Chromesomal mutation Variable

Active efflux pumps

AdeABC Chromosomal mutation Beta-lactams (variable). aminoglycosides, fluoroquinolones. tigecycline
AdeM Aminoglycosides, fluoroquinolones
AdelTE Tigecycline
Aminoglyeoside-modifying enz_'\'mesd MGE acquisition Aminoglycosides

165 rENA methylases MGE acquisition Aminoglycosides

Topoisomerases modifications Chromesomal mutation Fluercquinolones

Lipid A (LPS) modifications Chromosomal mutation Polvmyxins

MGE mobile genetic element (plasmid or transposon), 3GC third-generation cephalosporins.

Most common enzyme types: "PER. VEB and GES (TEM. SHV and CTX-M are rare in 4. bawmeannii); DYV SIML IMP and NDM: COXA-23-. OXA-40-. OXA-58-. OXA-143 and OXA-235-
likee: dAAC(S). AAC(6") and APH(3".
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Kolistin direncinde iic

mekanizma:
(i) D1s membran LPS Lipid A bileseninin

biyosentezini kodlayan genlerin —

lpxA, lpxC or lpxD—inaktivasyonu—> Lipid
A’nin tam kayb1

Lipid A’da modifikasyon = dis membran

net negatif yiikiinde azalma—> Kolistin
afinitesinde azalma

(ii) Kolistinin proteolitik klivaj

(iii) Genis spektrumlu efluks pompasinin
aktivasyonu Cai Y, JAC, 2012
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EPIDEMIYOLOJI

l. Copu iilkede <067

:' Bulgaristan ve Ispanya’dan iki calisma: 9016.7 ve oo19.1
I+ Ispanya =2 o%40.7

:' Asya’dan bildirilen oranlar : <0612

I Kore: %30.6

:' ABD <op2.1

I* Giiney Amerika: <oo7.1

i.

Heterorezistans=> daha yaygin ancak standart yok, oranlar
cok degisken

Ko et al
Cai Y, JAC, 2012
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Colistin resistance of Acinetobacter baumannii: clinical reports, mechanisms and
antimicrobial strategies

Table 1.
Worldwide reports of colistin heteroresistance and resistance of A. baumannii

Author (year) Country/region Heteroresistance (no. of strains/%) Resistance (no. of strains/%)
Chang =t al. (2012)° Taiwan — 14/10.4
Lee et al. (2011)° Taiwan - 2/9.5
Gales et al. (2011)° SENTRY - 42/0.9
Herrera et al. (201.1:1.':3 Argentina 14/18.7 o/
Ralain et al. {2011]:: France — 1/—
Al-Sweih et al. (2011)°°2 Kuwait - 30/12
Lopez-Rojas =t al. (2011):: Spain 1/—
Keen =t al. (2010) USA — 1/0.1
Raodriguez et al. (2|:|]_|jj"1 Argentina 6/42.9 1/7.1
Rodriguez et al. (ZDDQJLE Argentina 13/46.4 —
Arroyo et al. (2009) Spain - 61/40.6
Doi et al. (2009) USA — =
Eser st al. I{ZDDE‘)::E Turkish — 14/11.3
BOMEzZ- 38l CES BC 3l l;zuu*;u“'" pann = 1.2
Lee ot al. (2009) Taiwan - 2/1.1
Yau et al. (2009)" SENTRY 7/23.3 1/3.3
Hawley =t al. (ZDDB)::;E' USA 21/100 —
Mezzatests st al. (2008 Ttaly - /0.9
Hawley ot al. (2007) 2 USA - /2.1
Quinteira st al. {ZEID?:IZE Portugal — 10/6.7
Ko et al. (2007)° Korea - _66/30.6
Sung et al. (2007)° Korea - 5/9.1

Li et al. I{EDDEJ: Australia 15/93.6 —
Dabrewski et al. (ZDDE):? Bulgaria — 3/16.7
Garcia-Penuela et al. (ZEIDE:IZS Hong Konag — 1/3.34
Garcia-Penuela et al. (ZEIDE:IZS Spain — J/1.36
Tognim et al. I{ZDDE)":E‘ Brazil — 2/3
Arroyo et al. (2005)° Spain - 22/19.1
Gales st al. I:EEIEI].:I:;a SEMTRY — 2/3.3
Hejnar et al. {1999:1;;5 Czech Republic — 5/5.9

dAcinetobacter spp., including A. baumannii.
Yun Cai et al. JAC, 2012 Colistin resistance of Acinetobacter baumannii: clinical reports, mechanisms and antimicrobial strategies


http://jac.oxfordjournals.org/search?author1=Yun+Cai&sortspec=date&submit=Submit
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Kolistin Direncine kars1 Antimikrobiyal Stratejiler

Direncin nedeni yetersiz kolistin dozu ?
—> Mutant engelleyici konsantrasyon (MEK) ¢alismalari1 bu tezi
dogruluyor.
> Test edilen kdkenlerin o090’inda MEK >128 mg/L
—giinliik dozlar ile bu diizeye ¢ikilamaz
Diisitk doz kolistin, diren¢li mutant subpopiilasyonlari ¢cogaltiyor.
Kolistin tek basina = qizh, q8h, 24h siirekli infiizyon—=> nasil verilirse
verilsin ilk birkag saat hizla bakterisidal, sonra yeniden iireme basliyor.

Kolistin yar1 émrii mutad doz araligindan uzun = doz arali81 ¢cok nemli

degil
Yiikleme dozu ve kombine tedavi ile etkinlik artiyor

Kolistin MIK > o.5 mg/L ise (ve Krkl>7o mL/min/1.73 m*) ise etkin bir ilagla

kombine olarak verilmelidir
Cai Y, AAC, 2010
Tan CH, AAC, 2007
Plachouras D, AAC, 2009
Garonzik, AAC, 2011




Kolistin farmakokinetigi - Yiikleme dozunun 6nemi

Doz Déniisiimii (Tiirkiye)
3 30 mg kolistin baz = 1 milyon IU —
150 mg Colymicin = 5 milyon IU
300 mg YD 2Xi150 mg idame = 10 MU + sMU 1zh
-
o
§
S
c
@
YD ilk 48-72 st igin yetersiz
R 3 MU g8h * *
dozu 8nliiyor — —3MU=+45MUaqi2h
wwwe12MU+45MUqg12h '
. . IDEAL DOZ
YD ilk 48-72 st icin direng — ?g#d%ﬁ;&% kS f fsM,bJJ‘;%h 360 mg (2h) >2x150 mg
indiiksiyonunu 8nliiyor ——3MU éﬁ + 3 MU qoh >3x100 mg

YD Vd’ye bagh deglsebihr, en 36 48 60 72 84 96
iyi aktif viicut agirligi (ABW)
ile korele /ime after first dose (hours)

Plachouras, AAC 2009



Kolistin Uygularken :

[laci uygulamadan hemen 6nce hazirlayin (sulandirildiktan sonra oda

sicaklifinda inaktif forma déniisiiyor)

Sulandirilan ilaglar1 bekletmeyin (amfipiliktir = polikatyon ve
yag asitleri = SiSeye yapisiyor)

Yeterli yiikleme dozu verdiniz mi? (300 yerine 375 mg - 2.5

flakon)
Yeterli idame dozu ayarladiniz mi1? 2x150 veya 3x100 mg

TDM olanaginiz var mi=~> Ozellikle zor olgularda (CRRT,
yanik, kapiler kagak vd)

— Dogru 6rnekleme ve saklama
— Sadece valide edilmis mikrobiyoloji-dis1 testler
Ozellikli hasta gruplari i¢in ileri aragtirmalar gerek

Hepatobiliyer atilimin 6nemi heniiz tam bilinmiyor



SINERJIK ETKILI KOLISTIN KOMBINASYONLARI

in vitro ve in vivo ¢ok sayida ¢alisma—> Cogu kolistin duyarli kékenler ile ilgili

En ¢ok calisilan kombinasyon = Kolistin + Rifampin
—heteroresistansi ve kolistin direng¢li mutant gelisimini

ONLUYOR

Kolistin/imipenem kombinasyonu = heteroresistan A. baumannii
kokenlerine karg: sinerjik (kol/meropenem de dyle 49/52)

Kolistin/tigesiklin kombinasyonu =2 iyi sonuglar

Kolistin / amikasin, Kolistin / fosfomisin, Kolistin /azitromisin
—> iyi sonuglar

Rodriguez CH, ] Infect Dev Ctries 2010

Principe L, Ann Clin Microbiol Antimicrob 2009

Pankuch GA, AAC, 2008

Timurkaynak F, I[JAA, 2006

Fulnecky E]J j Infect 2005

Santimaleeworagun W Southeast Asian ] Trop Med Public Health2o1




Checkerboard assay
FIC index 0.375 indicates synergy

Concentration of antibiotic X, ug/ml
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Fraksiyone Inhibitér Konsantrasyon Indeksi (FIKI)

FIKA =Kombinasyonda A ilacinin MIK’i / A ilacinin tek basina
MIK’i
FIKB = Kombinasyonda B ilacinin MIK’i / B ilacinin tek basina
MIK’i

FIKI=-FIKA+FIKB
FIKI <0.5=> Sinerjik Etki

0.5- 42 Aditif/farksi1z Etki
>4 =2 Antagonist Etki




Int J Antimic reb Agents. 2008 Mar;,27(3):224-8. Epub 2008 Feb 7.

In vitro activities of non-traditional antimicrobials alone or in combination against multidrug-resistant strains of
Pseudomonas aeruginosa and Acinetobacter baumannii isolated from intensive care units.

Timurkaynak F', Can F, Azap OK, Demirbilek M, Arslan H, Karaman SO.

& Author information

Abstract

The aim of this study was to assess the in vitro activity of 3 number of non-traditional antibictics (colistin, azithremyein, doxyeycline and rifampicin)
against multidrug-resistant (MDR) strains of Pseudomonas aeruginesa and Acinetebacter baumannii izelated from Intensive Care Units (ICUs). We
also used the checkerboard method to determine whether combinations of colistin with anocther non-traditional antibictic or meropenem act
synergistically against these strains. Thirty-five P. aeruginosa and 25 A. baumannii strains that were found to be MDR were included the study.
Isclates were collected from the specimens of patients in ICUs from 2001 to 2003, All isclates were identified by standard methods and stored at -20
degrees C until use. Antibictic powders of azithromycin, doxycycline, rifampicin, meropenem and colistin were obtained from their manufacturers.
Minimum inhibitery concentrations (MICs) were determined by the agar dilution method on Mueller-Hinton agar. Five strains of A. baumannii and five
strains of P. aeruginosa, all of which had different MIC values for colistin, were selected for the synergy study using the checkerboard titration
method. The susceptibility results for doxycycline and meropenem were interpreted according to Mational Committee for Clinical Laboratory
Standards guidelines. The susceptibility breakpoints for colistin and rifampicin were established as 4 mg/L and 2 mg/L, respectively, based on
previcus studies. Pseudomeonas aeruginosa ATCC 27853 and Escherichia coli ATCC 25522 were used as control strains. Testing against the P.
aerugincsa strains revealed high MICED values for all the drugs except colistin. Doxyeyceline and colistin were both effective against the A
baumannii strains, with high susceptibility rates of 92% and 100%, respectively. Azithromycin had a high MIC50 value against these strains, whilst
rifampicin had a moderate effect (susceptibility rate 64%). The combination of colistin and rifampicin was fully synergistic against four A. baumannii
and two P. aeruginosa strains. Combinations of colistin with meropenem and of colistin with azithromycin each showed synergistic activity against
three A. baumannii isclates, whilst the same combinations resulted in generally additive or indifferent effects against P. aerugincsa strains. The
colistin and doxycyeline combination was generally partially synergistic or additive against all the isclates. MDR strains of P. aeruginosa and A.
baumannii, which cause nosocomial infections with an increasing ratio in recent years, have limited treatment options. According to our in vitro study
results, non-traditional antibiotics such as doxycycline and colistin can be an altemative for the treatment of infections caused by these strains.
Combinations of colistin with non-traditional antibiotics or meropenem could be promising alternatives for the treatment of infections due to MOR
SLrains of A padmanni and F. aeruginosa.

Kolistini siradig1 antibiyotiklerle veya meropenemle kombine edebilirsiniz




Research Paper

Synergistic effects of sulbactam in multi-drug-resistant Acinetobacter baumannii
Fatih Temocin, Fatma Sebnem Erdine, Necla Tulek, Meryem Demirelli,
Gunay Ertem, Sami Kinikli, Eda Koksal

Infectious Dhseases and Clinical Microbiology, Ankara Training and Fesearch Hospital, Ankara, Turkey.

Submitted: February 3, 2014; Approved: May 2, 2015,

Abstract

Acinetobacter baumannii is a frequently isolated etiologic agent of nosocomial infections, especially
mm intensive care units. With the increase in multi-drug resistance of 4. baumannii 1solates, finding
appropriate treatment alternatives for infections caused by these bacteria has become more difficult,
and available alternate treatments include the use of older antibiotics such as colistin or a combina-
tion of antibiotics. The current study aimed to evaluate the in vitro efficacy of vanous antibiotic com-
binations against multi-drug resistant 4. bawmannii strains. Thirty multi-drug and carbapenem
resistant 4. bawmannii strains 1solated at the Ankara Traiming and Fesearch Hospital between June
2011 and June 2012 were used in the study. Antibiotic susceptibility tests and species-level identifi-
cation were performed using conventional methods and the VITEK 2 system. The effects of
meropenem, ciprofloxacin, amikacin, tigecycline, and colistin alone and in combination with
sulbactam against the 1solates were studied using Etest (bioMeérieux) in Mueller-Hinton agar me-
dium. Fractional inhibitory concentration index (F1C) was used to determine the efficacy of the vari-
ous combinations. While all combinations showed a predominant indifferent effect, a synergistic
cttect was also observed in 4 of the 5 combinations. Synergy was demonstrated in 43% of the 1solates Sulbaktam
with the meropenem-sulbactam combination, in 27%, of the isolates with tigecycline-sulbactam, and ile
im 17% of the 1solates with colistin-sulbactam and amikacin-sulbactam. Mo synergy was detected

with the sulbactam-ciprofloxacin combination and antagonism was detected only in the sulbactam- Antagonizm!
colistin combination {6.66% of the 1solates). AntibiOlc COMDINANONS Call DE Uscd a5 an allernaive
treatment approach in multi-drug resistant A. baumannii infections.

Key words: acinetobacter, antimicrobial drugs, drug resistance, drug synergism.



Kolistin + Glikopeptid sinerjisi

Checkerboard > fraksiyone inhibitér konsantrasyonlar (FIKler) <0.5
Letal dozda A. baumannii ile enfekte edilen caterpillar (tirt1l)
deneyleri = monoterapiye kiyasla anlamli sagkalim P<o.05

Kolistin di$ membran1 pargalar=> glikopeptid bakteri hiicresine girer

Kolistin direngli Acinetobacter baumannii kdkenlerinde vanko/teiko

MIKleri kolistin duyarli kékenlere gére belirgin diisiik
[Kol R =2 sinerji daha giiglii!]

Gordon NC, AAC, 2010
LiJ CID 2007




J Antimic reb Chemother. 2011 May 88(5):1047-51. dei: 10.10593/jac/dkr0ES. Epub 2011 Mar 8.

In vitro activity of teicoplanin combined with colistin versus multidrug-resistant strains of Acinetobacter
baumannii.

Wareham DW', Gordon NC, Hornsey M.

# Author information

Abstract

OBJECTIVES: Antimicrobial treatment of multidrug-resistant Acinetobacter baumannii (MDRAB) remains an important therapeutic challenge. With
isolates resistant to all conventional agents now reported, clinicians are increasingly forced to tumn to unorthodox combination treatments in the hope
that these may be efficacious. Although a potent interaction between vancomycin and colistin has been demonstrated, there are concemns regarding
the inherent toxicity of combining these agents in clinical practice. As teicoplanin has less nephrotoxic potential than vancomycin, we assessed
whether a colistinfteicoplanin combination would have similar antimicrobial activities in vitro.

METHODS: The antimicrobial activity of colistin alone and in combination with teicoplanin was assessed versus a collection of MDRAB belonging to
a number of epidemic lineages present in the UK. Synergy studies were undertaken using microtitre plate chequerboard assays, an Etest agar
dilution method and standard time-kill methodology .

RESULTS: The combination of teicoplanin and colistin was bactericidal versus all of the strains tested. In chequerboard assays, fractional inhibitory
concentration indices of <0.5 were obtained, consistent with significant in vitro synergy. Using the Etest method the MIC of teicoplanin fell from =256
mg/L to £2 mg/L in the presence of subinhibitory concentrations of colistin.

CONCLUSIONS: Significant synergy was observed when colistin was combined with teicoplanin versus MDRAE in vitro. This may represent a
useful therapeutic combination for the treatment of A baumannii infections, especially when renal toxicity 1s a significant concern.

PMID: 213583131 [PubMed - indexed for MEDLINE]  Free full text

Kolistin ile teikoplanin kombinasyonu sinerjik



XDR Acinetobacter’de KOL+RIF, KOL+IPM, IMP+SULB, IPM+RIF

Ann Lab Med. 2016 Mar;35(2):138-44. doit 10.3342/aIm. 2016.35.2.138.

In Vitro Synergistic Effects of Antimicrobial Combinations on Extensively Drug-Resistant Pseudomonas
aeruginosa and Acinetobacter baumannii Isolates.

Lee H' Roh KH?, Hong 5G*, Shin HB*, Jeong SH®, Song WP, Uh Y7, Yong D®, Lee K®.

# Author information

Abstract
BACKGROUND: Extensively drug-resistant (XDR) Pseudomonas aeruginosa and Acinetobacter baumannii are a threat to hospitalized patients. We
evaluated the effects of antimicrobial combinations on XDR P. aeruginosa and A. baumannii isolates.

METHODS: F. aeruginosa and A. baumannii isolates, which were resistant to all antibiotics except colistin (CL), were collected from eight hospitals
in Korea. Genes encoding metallof-lactamases (MBLs) and OXA carbapenemases were detected by PCR in eight P. aerugincsa and 30 A.
baumannii isclates. In vitro synergy of antimicrobial combinations was tested by using the checkerboard method.

RESULTS: Minimum inhibitory concentrations of B-lactams. aminoglycesides, and flucrogquinclones were very high, while that of CL was low for
majority of XDR P. aeruginosa and A. baumannii isolates. Antimicrobial combinations including Imipenem (IPM)-CL, ceftazidime (CAZ)-CL, and
rifampin (RIF)}-CL exerted only additive/indifferent effects on majenty of XDR P. asruginesa isclates. Propertions of XDR A. baumannii isclates that
showed synergistic and additive/indifferent inhibition after treatment with antimicrobial combinations used are as follows: IPM-ampicillin-sulbactam
IAMS), 17% and 80% isolates, respectively; IPM-rifampin (RIF), 13% and 81% isolates, respectively; IPM-CL, 13% and 37% isolates, respectively;
and RIF-COL, 20% and 73% isolates, respectively. Significant proportion (15%) of XDR P. aeruginosa isolates produced MBLs, and majority (32%)
of A. baumannii isolates produced either MELs or OXA-23.

CONCLUSIONS: Qur results suggest that combinations of IPM-AMS, IPM-RIF, IPM-CL, and RIF-CL are more useful than individual drugs for
treating 13-20% of XDR A. baumannii infections.

KEYWORD 5: Acinetobacter baumannii; Combination chemaotherapy; In vitro synergy; Pseudomonas aeruginosa



Table 4. Concentrations of antibiotic combinations that exerted synergistic effects on edtensively drug-resistant A, bawrmannii isolates

Cnmtrin_atinn Strain Na. MICs of individual antimicrobials MICs in combination Effe!r,t u_I
(N of isolates tested) (pgfmL) {pg/mll combination
Imipenem-Calistin (4) Imipenem Colistin Imipenem Colistin FICI
L 32 2 4 1 0.375
11 16 2 4 1 0.5
25 32 0.5 ] 0.12 0.5
26 64 L ] 0.5 0.25
Imipenem-Ampicillin-Sulbactam (6) Imipenem Ampjcillin-Sulbactgm Imipenem Ampicillin-Sulbacjam FICI
19 32 64 i 16 0.5
2% 32 =128 8 3z 0.5
27 32 8 8 1 0.375
28 i 4 2 1 0.5
29 16 4 4 1 0.5
30 64 3 16 2 0.5
Imipenem-Rifampin (1) Imipenem Rifampin MiEnE Rifampin FICI
12 64 32 16 g 0.5
25 32 L i 0.5 0.375
28 16 8 4 2 0.5
29 16 4 1 1 0.3125
Rifa mpin-Colistin (5) Rifampin Colistin Rifampin Colistin FICI
2 4 0.5 1 0.12 0.5
32 2 1 0.5 0.156
11 32 1 g 0.25 0.5
25 L 0.5 1 0.12 0.5
26 64 Fa 2 0.5 0.375
29 L 05 05 0.12 0.375

Sinerjik etki >

(IPM, AMS ve RIF) MIK diizeyleri “direncli”’den = “duyarli”ya gerilemistir
Kolistin MIK’i kombine kullanildifinda 2-8 kat diismiistiir

Sonug: Sinerjik etki varsa invitro tek basina direngli gériinen antibiyotikler

kombine olmak kosuluyla tedavide kullanilabilir

Invitro sonuclar invivo sinerjiyi géstermeyebilir, klinik calismalarla valide edilmelidir



Colistin resistance of Acinetobacter baumannii: clinical reports, mechanisms and

antimicrobial strategies

Table 2.

Reports of colistin combination therapy to A. baumannii

Author (year)

Peck et al. (2012)°

Sheng 2t al.
(2011)"

E-antimaleewgragun
atal (2011)

HDI'I‘ISEé\-': et al.
(2011)"

Shields st al.
(z2010)""

Ozbek st al.
(2010)"

Candel_at al.
(2010)""

Ru:u:lrigl,llgz st al.
(2010)

Pongpech at al.
(2010)""

F'au:hu:un-II:u__a_lnez at
al. (2010}

Antibiotic
combination

imipenem or
rifampicin or
tigecycline

tigecycline

fosfomycin ar
imipenem or
sulbactam
glycopeptide
(vancomycin and
teicoplanin)

carbapenem

tigecycline

tigecycline +
Mmeropenem
rifampicin or
imipenem

imipenem or
imipenem+
sulbactam

rifampicin

Type of
research

i witro

ir witro

ir witro

ir wivo

i
vitro/case
report

ir witro
case

report

ir witro

ir witro

iry witro/in
vivo

Type of AB

imipenem-resistant
AB, colistin
susceptible and
colistin resistant
carbapenem-
resistant 4B,
colistin susceptible
carbapenem-
resistant 4B,
colistin susceptible
MDR AB, colistin
susceptible

XDR AB, colistin
susceptible

MEropenem-
resistant 46

MDR AB, colistin
susceptible

carbapenem-
resistant 4B,
colistin
heteroresistant

MDR AB, colistin
susceptible

MDR AB, colistin
susceptible

Findings

among the combinations of 0.5x MIC antimicrobial agents, colistin plus
tigecycline showed synergistic or bactericidal effects against tour 4. baumannii
EREIEH

the combination of tigecycline and colistin showed good in vitro synergy against
carbapenem-resistant 4B with high imipenem resistance

a chequerboard assay showed the syneraistic effects of colistin plus fosfomyein
against 12.5% of eight isolates; no syneragism between colistin and iH Eiiiiﬂr
colistin and imipenem against the tested isolates

[ciolist inati = hi jve both in wvitro and in a simple
animal (5. melfonella) model of infection

carbapenem/colistin combination proved to be effective against strains isolated
from transplant patients; when this combination was given to these patients,
0% (4/5) of them were treated successfully

a synergistic interaction was observed for tigecycline/colisting tigecycline slightly
changed the post-antibiotic effect of colistin

a renal transplant recipient who developed bacteraemia had a favourable clinical
outcome with a tigecycline/colistin/meropenem combination

colistin/rifampicin and colistin/imipenem were synergistic against heteroresistant
isalates and prevented the development of colistin-resistant mutants

imipenem/colistin showed best synergy effects, while addition of sulbactam to
meropenem and colistin may further improve their antibacterial activity

rifampicin/colistin showed efficacy in witro and in experimental models of
pneumonia and meningitis

Yun Cai et al. JAC, 2012 Colistin resistance of Acinetobacter baumannii: clinical reports, mechanisms and antimicrobial strategies


http://jac.oxfordjournals.org/search?author1=Yun+Cai&sortspec=date&submit=Submit
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Principg_et al.
{2009)"

Arroyo_gt al.
(2009)"

Lee et al. (2008)

Song etal.
(2008)"

Bassett et al.
(2o008)"

Pankuch =t al.
(2008)"

Pantupg:ull:uu et al.
(2007)"

Biancofiore et al.
(2007)"

Tlrnurl-c:?',fnak et al.

(2006)

Motaouakkil et al.
(zoo8)

Petrosillo et al.
(z005) "

Fulnecl-éy et al.
(20053)

Montero et al.
(2004)"

Hogg E__F15I'.

Yun Cai et al. JAC, 2012 Colistin resistance of Acinetobacter baumannii: clinical reports, mechanisms and antimicrobial strategies

tigecycline
tigecycline

tigecycline

MEropeEnem or
sulbactam or
merapenem+
sulbactam

rifampicin

rifampicin

MEropenem

rifampicin

Mmeropenem+
rifampicin
rifampicin or
MEropenem or
azithromycin or
doxyoycline

rifampicin

rifampicin or
rifampicin+
ampicillin/sulbactam

amikacin

rifampicin

rifampicin

Rifampin agik ara 6nde...

in wvitro

in witro

in wvitro

in
vitro/case
report

case
report

case
report

in wvitro

in vivo

case
report

in wvitro

clinical
trial

case
report

case
report

in vitro

in vitro

¥DR AB, colistin
susceptible
tigecycline-non-
susceptible AB
colistin-susceptible

and colistin-
resistant 4B

MDR AB, colistin
susceptible

carbapenem-
resistant 4B,
colistin susceptible
MDR AB, colistin
susceptible
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the tigecycline/colistin combination was more synergistic than
tigecycline/riftampicin and colistin/rifampicin according to the FIC index

tigecycline/colistin was synergistic against five of seven strains

FIC of tigecycline/colistin for 35 4. baumannii isolates (selected by colistin MICs
of 0.12 to 4 mg/L) ranged from 0.75 to 2

combined colistin with meropenem and/or sulbactam can inhibit bacterial
regrowth at 24 h

7 (70%) of 10 patients with ventilator-associated pneumonia benefitted from
caolistin/ritampicin therapy; six patients were cured microbiologically

clinical and microbiological responses were observed in 22 of 29 (76%) critically
ill patients with pneumonia and bacteraemia treated with colistin/rifampicin

subinhibitory meropenem/colistin showed synergy against 49 of 52 strains at 24
h

colistin's activity in prolonging survival in an experimental thigh infection in
neutropenic rats was enhanced after co-administration with rifampicin

colistin/rifampicin/meropenem successfully treated a case of multifocal (lungs,
skin, soft tissues) infection

colistin/rifampicin was fully syneraistic against four of five isolates;

O ST TICTOpETIETT Sy CONStTy gt oIy Cn cacn snomen synergistic activity
against three of five isolates; colistin/doxycycline was partially synergistic or
additive against five isolates

colistin/rifampicin was favourable for all 26 nosocomial infection patients

therapy with colistin/rifampicin, and with ampicillin/sulbactam in case of
susceptibility to this combination, resulted in microbiological clearance of
carbapenem-resistant AB in 9 (64%) of 14 critically ill patients, with limited side
effects

a 52-year-old man with post-surgical meningitis experienced successful clinical
and microbiological outcomes following colistin/amikacin therapy

for strains highly resistant to imipenem and moderately resistant to rifampicin,
colistin/rifampicin may be useful

colistin/rifampicin was syneragistic against 11 of 13 isolates



http://jac.oxfordjournals.org/search?author1=Yun+Cai&sortspec=date&submit=Submit

Rifampin >19 mm = Duyarli

Tableau IX - Concentrations, diamétres critigues et régles de lecture interprétative pour Acinetobacter spp., Stenotrophomonas maltophilia et Burkholderia cepacia.

Concentrations | Diamitres erfligues
Amntibiotigue Charge du critigues Remarques
disque (mg/L) 5 E
5 R

Sulbactam =8 - Activité antibactérienne propre & évaluer par détermination de la CMI pour
Acinetobacter spp. el B. cepacia.

Ticarcilline T5ug =16 = 4 =22 <18 |Pour Acinetobacter spp.

Ticarcillinefac. clavulanique 7510 g =162 | =642 =22 < 18 | Pour Acinetobacter spp. et 5. maltophilia.

Pipéracilline T5pg =16 =64 <12 | Pour Acinetobacter spp. et B. cepacia.

Pipéracillineftazobactam 7510 g =164 | =644 < 14 | Pour Acinetobacter spp.

Imipénéme 10pg =2 . =24 <17

Méropénime 10pg =1 =58 =22 <15

Doripénéme 10 pg =1 =4 =24 <19

Ceftazidime 30pg =4 .1 =21 < I9 | Synergie possible sulbactam + ceftazidime pour Acimetobacter spp.

Céfépime 30pg =4 =8 =21 <% |Synergie possible sulbactam + céfépime pour Acinetobacter spp.

Cefpirome 3 pg =4 =8 =21 <% [Synergie possible sulbactam + cefpirome pour Acinetobacter spp.

Tobramycine 10 g =4 =4 =16 <16 | Pour Acinetobacter spp.

Amikacine 30pg =8 = 16 =17 <15 | Pour Acinetobacter spp.

Isépamicing 30pg =8 = 16 =17 <15 | Pour Acinetobacter spp.

Gentamicine 15 pg (10 UT) =4 =4 =16 <16 | Pour Acinetobacter spp.

Nétilmicine ug =4 >4 =19 < 19 | Pour Acinetobacter spp.

Chloramphénicol 3 pg =8 > 16 =23 < 19 [Interprétation valable pour thiamphénicol.

Tétracycline ANl =4 =8 =19 <17 | Pour 8§ maltophilia et B. cepacia.

Colistine S0pg =1 =2 =15 <15 [Les diamétres ont pour but de vérifier la résistance naturelle de certaines espéces, mais
ne permetient pas de détecter toutes les résistances acquises ce qui impose de
déerminer la CMI en cas d'utilisation thérapeutique (souche multirésistante).
Interprétation valable pour polymyxine B.

Péfloxacine Spg =1 =4 =22 <16

Ofloxacine Sug =1 =1 =12 <22 | Larésistance aux fluoroguinolones est croisée entre les différentes molécules mais son

Ciprofloxacing Spg =1 =1 =22 <22 |[niveaun dexpression peut varier pour chague molécule.

Lévofloxacine Spg =1 =2 =120 <17

Rifampicine 30 g =4 > 16 =19 < 14 | Pour Acinetobacter spp. et 5. maltophilia.

Trnméthoprime/sulfaméthoxazole 12572375 pg - - Interprétation valable uniquement pour les autres associations riméthoprime-

- 8 maltophilia <476 | >476 =13 < [3 | sulfamide.

- Autres espices =238 | =476 =16 <3

Ce document peut étre téléchargé depuis le site internet de la Société Francaise de Microbiologie : http://www.sfm.asso.fr/




Kolistin + Vankomisin, Kolistin + Kotrimoksazol > KDAB icin bakterisidal

Antimic rob Agents Chemother. 2012 Sep;56(9).4856-61. doi. 10.1128/AAC 0599%5-11. Epub 2012 Jul 2.

In vitro synergy of colistin combinations against colistin-resistant Acinetobacter baumannii, Pseudomonas
aeruginosa, and Klebsiella pneumoniae isolates.

Vidaillac C', Benichou L, Duval RE.

# Author information

Abstract

Colistin resistance, although uncommoen, is increasingly being reported among Gram-negative clinical pathogens, and an understanding of its impact

on the qctwm of qnhmlcrn::ubr-lls is now em::ulwng We evqluqted the ID-DTE.‘-HTI’-H for synergy of colistin plus trimethoprim. trimethoprim-sulfamethoxazole
[ . seudomonas aeruginosa (n = 4), and Klebsiella pneumoeniae (n =
4). The strains included six multidrug-resistant clinical isclates, K. pneumconiae ATCC 700603, A baumannii ATCC 19606, P. aerugincsa ATCC
27853, and their colistin-resistant derivatives (KPm1, ABm1, and PAmM1, respectively). Antimicrobial susceptibilities were assessed by broth
microdilution and population analysis profiles. The potential for synergy of colistin combinations was evaluated using a checkerboard assay, as well
as static time-kill experiments at 0.5= and 0.25= MIC. The MIC ranges of vancomycin, timethoprim, and timethoprim-sulfamethoxazole (1/1%) were
2128, 4to 2128, and 2/38 to =128/2 432 pg/ml, respectively. Colistin resistance demonstrated little impact on vancomycin, timethoprim, or
trimethoprim-sulfamethoxazole MIC values. |solates with subpopulations heterogeneously resistant to colistin were observed to various degrees in all
tested isolates. In time-kill assavs. all tested combinations were synergistic against KPm1 at 0.25= MIC and 0.5x= MIC and ABm1 and PAm1 at 0.5=

ME In contrast, none of the tested combinations demonstrated synergy against any colistin-susceptible P. aeruginosa isclates and clinical strains
of K. pneumcniae isclates. Only colistin plus trimethoprim or trimethoprim-sulfamethoxazole was synergistic and bactericidal at 0.5= MIC against K.
pneumoniae ATCC 700603, Colistin resistance seems to promote the in vitro activity of unconventional colistin combinations. Additional experiments
are warranted to understand the clinical significance of these observations.

Uyari: Klinik uygulamadaki dozlar ile Kotrimoksazol, vankomisin sinerjisi kesin degil




TABLE 1 Antimicrobial susceptibality
MIC {pgfml)®

Isplate C5T VAN TMP TMPSMX (1/19)
A. baumannii

ATCC 19606 1 =128 32 16/ 304

ABml 8 128 32 16/ 306

AB1 0.5 =128 B4 8/152

AB2 1 =128 =128 =128/2432

K. preumoniae

ATCC 700603 05 >128 4 238

KPml 32 =128 4 238

KP3 05 >128 =118 =128/2,432
KP4 05 =128 =118 =128/2,432

F. aeruginesa

ATCC 27853 0.5 =128 =118 ~128/2,432
FAml 8 >128 =118 3612

FAd4 0.5 128 =128 =128/2,432
PAS 1 128 =118 =128/2,432

4 (AT, colisting VAN, wvancomycin; TMEP, I:ri.rnul:l‘mpri.n'l'. SMX, sulfamethoxazole.

TABLE 2 It vitro evaluation of the bacteriostatic (checkerboard assay) and bactericidal activity (time-kill assay) of colistin combinations at 0.5
and 0.25X MIC®

CST 4+ VAN CST + TMP CST + TMP/SMX (1/19)

Isolate 0.5 MIC 0.25% MIC EFIC 0.5 MIC 0.25% MIC YFIC 05% MIC 0.25% MIC EFIC
A baurmanmi

ATCC —4. 72 * i3 —4. 70 +=0.03 0.25 —4.33 = (.33 +3.46 *+ 036 (.30 —4.40 = .27 +3.65 =+ (.60 0.37

1 606G

ABml —4.74 * .01 —461 =013 E —4.83 = 0,01 —i0.71 = 0.37 | .37 —4.23% =007 +2.15 = (.38

."'LEI. —4.534 * (.10 —1.26 * (.63 (.20 —4.25 = (.78 +3.03 * 036 > —4.65 =012 +3.05 =+ 0.40 37

AB2 —4 88 + .13 —4.74 = .18 0.37 =266 = 036 +3.42 += 017 .37 =204 = 036 +3.21 * (.41 >

Kolistin direncine yol acan deg@isimler siradis1 antibiyotik sinerjilerini bozmuyor I




Antimic rob Agents Chemother. 2015 Auwg;559(8):4544-50. doi: 10.1128/AAC 00753-15. Epub 2015 May 18.

Colistin and Fusidic Acid, a Novel Potent Synergistic Combination for Treatment of Multidrug-Resistant
Acinetobacter baumannii Infections.

Phee L' Betts JW?, Bharathan B® Wareham DW'.

# Author information

Abstract

The spread of multidrug-resistant Acinetobacter baumannii (MDRAB) has led to the renaissance of colistin (COL), often the only agent to which
MDRAE remains susceptible. Effective therapy with COL is beset with problems due to unpredictable pharmacckinetics, toxicity, and the rapid
selection of resistance. Here, we describe a potent synergistic interaction when COL was combined with fusidic acid (FD) against A. baumannii.
Synergy in vitro was assessed against 11 MORAE isolates using disc diffusion, checkerboard methodology (fractional inhibitory concentration index
[FICI] of = 0.5, susceptibility breakpeint index [SBPI] of =2), and time-kill methodology (22 log10 CFU/mI reduction). The ability of FD to limit the
emergence of COL resistance was assessed in the presence and absence of each drug alene and in combination. Synergy was demonstrated
against all strains, with an average FIC| and SBPI of 0.064 and 73.85, respe MR FR A EEEETERCOL-FD was synergistic and rapidly
bactencidal, including against COL-resistant strains. Fusidic acid prevented the emergence of COL resistance, which was readily selected with COL
alone. This is the first descnption of a novel COL-FD regimen for the treatment of MDRAB. The combination was effective at low concentrations,
e T T R T e P Further studies are warranted to determine the mechanism underlying the
interaction and the suitability of COL-FD as an unorthodox therapy for the treatment of multidrug-resistant Gram-negative infections.

Copyright @ 2015, American Society for Microbiclogy. All Rights Reserved.



Kolistin/Fusidik asit

Kolistin direngli tiim kékenlerde sinerjik
Hizli bakterisidal

Ortalama FIKI 0.064 (<0.5)

Ortalama Duraylilik Sinir deger Indeksi 78.85 (>2)
Kolistin duyarli kékenlerde kolistin monoterapisi ile
secilen kolistin direncinin gelismesini ONLUYOR
Klinik rutin dozlar yeterli




t2381 SANFORD GUIDE. supplement 2013

e Imipenem-cilastatin or meropenem may show increased
activity, even in the presence of carbapenemases OR
e Rifampin 600 mg IV/po once daily reported most often

Combination Therapy is recommended for all

patients prescribed colistin. Our current o Due to the detergent effect of colistin on the cell wall,
preference is either imipenem-cilastatin or the activity of many antibiotics is enhanced (BMC Inf
meropenem. If the patient is a||ergic to Dis 11:109, 2011; Int J Antimicrob Agents 37:244, 2011)

o Combinations reported as synergistic, additive, and
even antagonistic

o Combinations may help prevent, or slow, selection of
colistin-resistant subpopulations

carbapenems, then combine with rifampin. No
clinical data to support triple therapy

In vitro exposure to polymyxin B or E (colistin) results in rapid selection of resistant subpopulations; same
phenomena noted in infected animal models. Refs: AAC 54:3783, 2010 and JAC 65:1984, 2010.

Slower selection of resistance with more frequent dosing.

In vitro, minocycline prevented the emergence of resistance and augmented colistin antibacterial activity;
tigecycline may function similarly but no data.

Synergy with rifampin vs P. aeruginosa or Acinetobacter baumannii is unpredictable.

Antibacterial activity is concentration-dependent BUT there is little or no post-antibiotic effect. Further,
nephrotoxicity is concentration and time dependent. Animal model data is inconsistent. Hence, at lease at the
present time once daily dosing is NOT recommended.

Interesting "seesaw" effect of colistin vs A. baumannii. The greater the resistance to colistin the greater the
susceptibility to beta-lactams and glycopeptides. Refs: CID 45:594, 2007; CID 46:1324, 2008; JAC 66:1047, 2011,

SEESAW=TAHTEREVALLI ETKISI




Kolistin-direncli A.baumannii kékenlerinde diger antibiyotiklerin MIK’leri belirgin diisiiyor

MIC, pg/mL (no. of strains with MIC)

Tested Breakpoint
concentration for susceptible Parent Colistin-resistant
Antibiotic range, pg/mL strains, pg/mL strains strains
Penicillins 5 T BN BN EE BN BN O
Ampicillin 2-32 =8 ,6 (2), =32 (15) 2(3), 4 (8), 16 (3), =32 (3) \
Amoxicillin-clavulanic acid 2/1-32/16 NB , 4(3),16(2), =32 (12) =2 (13), 4 (2), 8 (1), =32 (1) \
Ticarcillin-clavulanic acid 8/2-128/2 <16 I =8 (4), 16 (1), =128 =8 (16), =32 (1) I
(12)
Piperacillin-tazobactam 4/4-128/4 =16 I =4 (5), 64 (12) =4 (16), 64 (1) I
Benzylpenicillin 0.03-0.5 NB I =0.5(17) =0.5(17) I
Oxacillin 0.25-4 NB =4 (17) =4 (17)
Cephalosporins I
Cefalotin 2-64 NB I =64 (17) =<2(2), 8 (1), =64 (14) I
Cefazolin 4-64 NB =64 (17) =4 (3), 16 (4), 32 (2), =64 (8) I
Cefoxitin 4-64 NB I =64 (17) =<4 (9), 8(2), 16 (1), 32 (2), =64 I
3)
Ceftazidime 1-64 =8 I 4(1),8(3),16 (1), =1(12),2(1),4(2), 16 (1), =64 I
I =64 (12) (1) I
Ceftriaxone 1-64 <8 8 (1), 16 (3), 32 (1), =<1(10), 2 (1), 4 (2), 8 (2), 16 (1),
| =6202 =64 (1) |
Cefepime 1-64 =8 2(1),4(2),8(2,16 =<1(15), 2 (1), 16 (1)
I (11), 32 (1) I
Carbapenems
p | |
Meropenem 0.25-16 =4 =<0.25(4), 0.5 (1), 8 =<0.25 (16), 4 (1)
I onsen |
Imipenem 1-16 =4 I =1(6), 8 (11), =16 <1017
) 1
Aminoglycosides I I
Amikacin 2-64 <16 I =<2(13),4 (1), 8 (2), =2(17) I
16 (1)
Gentamicin 1-16 =4 I =1(3),2(1),8(1), =1 (6), 2 (1), 4 (5), 8 (1), =16 (5) I
=16 (12)
Tobramycin 1-16 <4 I =1(14),2 (1), 4 (1), =1(17) I
I 8 (1) I
Quinolones
Nalidixic acid 2-32 NB I 4 (5), =32 (12) =2(3),41(2),81(2),16 (8), =32 (2)
Ciprofloxacin 0.25-4 =4 =0.25 (2), 0.5 (2), 2 =0.25 (4), 0.5 (2), 1 (8), 2 (1), =4
I 1), =4 (12 (2)
Norfloxacin 0.5-16 =4 I 2(4),8(1),=16(12) =0.5(2),1(2),2(8),4(3), =16 (2) I
Sulphonamides and trimethoprim
Trimethoprim 0.5-16 =<2 I 8(2), =16 (15) 8 (1), =16 (16) I
Trimethoprim-sulfamethoxazole 20 (1/19)-320 (16/304) =2/38 I =20 (4), =320 (13) =20 (4), 80 (1), 160 (1), =320 (11) I
Macrolides and lincosamides I I
Erythromycin 0.25-8 NB =8 (17) =0.25 (12), 0.5 (4), =8 (1)
Clindamycin 0.25-8 NB I =8 (17) 0.5 (1), 4 (4), =8 (12) I
Streptogramins: quinupristin-dalfopristin 0.25-16 NB I =16 (17) 0.5 (1), 1.(8), 2(7), 8 (1) I
Glycopeptides
Teicoplanin 0.5-32 NB I =32 (17) =0.5(14),1(1),2 (2
Vancomycin 1-32 NB I =32 (17) =1 (6), 8 (4), 16 (1), =32 (6) I
Tetracycline 1-16 NB 4(2),8(1), =16 (14) =1(2),2(1), =16 (14) I
Rifamycins: rifampicin 0.5-32 NB I 2(1),16(2), =32 (14) =<0.5(12), 1 (5) I
Oxazolidinones: linezolid 0.5-8 NB I =8 (17) =8 (17) I
Other
Fusidic acid 0.5-32 NB ‘ =32 (17) =<0.5(8), 1 (6), 2 (2), =32 (1) ’
Nitrofurantoin 16-512 NB QSG (1), =512 (16) 32 (1), 64 (1), 128 (1), 256 (6), ,
& =512 (8) o
© 2007 |nfeCtiOUS Diseases Society Of America NOTE. NB, no breakpoint data were available for these antibiotics against Acinetobacter baumannii.

Jian Li et al. Clin Infect Dis. 2007:45:594-598 winical Infectious Diseases



MIC50, antimicrobial susceptibility profile, and susceptibility rates of 3683 polymyxin-
susceptible and 24 polymyxin-resistant Acinetobacter baumannii isolates.

Polymyxin-susceptible Polymyxin-resistant
phenotype? phenotype®
MIC,,,  Susceptibility MIC,,  Susceptibility

Antimicrobial agent pa/mL rate, % pg/mL rate, % PP OR (95 Cl%)°
Ampicillin-sulbactam 16 45.4 4 70.8 .013 2.92 (1.14-7.76)
Piperacillin >64 21.0 64 33.3 138 1.88 (0.74-4.69)
Piperacillin-tazobactam >64 332 32 45.8 .187 1.71 (0.71-4.07)
Ticarcillin-clavulanate 128 29.3 64 33.3 .762 1.14 (0.54-2.83)
Aztreonam >16 4.9 >16 20.8 <.001 5.21 (1.68-15.0)
Cefoxitin >16 0.9 >16 20.8 <.001 30.0 (9.18-92.4)
Cefepime 16 38.4 4 58.3 .046 2.24 (0.93-5.44)
Ceftazidime >16 34.5 >16 45.8 .240 1.61 (0.67-3.84)
Ceftriaxone >32 16.2 32 41.6 <.001 3.7 (1.52-8.89)
Cefuroxime >16 2.6 >16 25.0 <001 12.72 (4.41-34.97)
Imipenem 1 71.6 1 66.6 .589 0.79 (0.32-2.02)
Meropenem 2 68.0 4 58.3 314 0.66 (0.28-1.60)
Ciprofloxacin >4 32.7 1 50.0 .072 2.06 (0.86-4.90)
Levofloxacin >4 35.6 <05 50.0 142 1.81 (0.76-4.31)
Amikacin 32 48.8 3 8.3 399 1.46 (0.61-3.55)
Gentamicin >8 37.0 4 50.0 .190 1.70 (0.71-4.05)
Tobramycin 4 53.8 8 45.8 434 0.73 (0.30-1.73)
Minocycline <1 88.4 =<1 87.5 .885 0.91 (0.26-3.89)
Tigecycline 0.5 97.0 0.5 95.8 729 0.70 (0.10-14.16)
Doxycycline =1 740 =1 87.5 150 2.37 (0.67-10.03)
Tetracycline 8 43.1 <4 58.3 133 1.85 (0.77-4.49)
Trimethoprim-sulfamethoxazole >2 37.9 <2 54.2 420 1.39 (0.58-3.31)

? The category of susceptibility for polymyxin was determined as specified by the Clinical and Laboratory Standards Institute [5],
except for tigecycline, which was interpreted according to the breakpoints approved by the US Food and Drug Administration (<2
png/mL for susceptible and =8 ug/mL for resistant).

® Calculated by x? test.

¢ ORs and respective 95% Cls refer to comparisons of susceptibility rates between polymyxin-resistant A. baumannii and poly-
myxin-susceptible A. baumannii for each antimicrobial agent.

Rodrigo E. Mendes et al. Clin Infect Dis. 2008;46:1324-1326

© 2008 by the Infectious Diseases Society of America C].il] ICH]. In [-'e ct l. Ous DIS eaASEeS
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: Cecropin A-melittin hybrid I
" - KDAB kokenlerinde LPS’ye afinitesi kolistinden fazla |
i — Hizli bakterisidal I
I Rodriguez-Herndndez et al. JAC 2006 I

I
:Mastoparan - Kolistin duyarli ve direngli A. baumannii I
lkékenlerinde MIK’in 8 katina ¢ikarak BAKTERISIDAL etki |
J gOsterir I
I I
IBu yeni peptidlerin etki mekanizmasi tam bilinmiyor .
I Vila-Farreset al. Eur | Med Chem. 2015 I
I I
I I
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i Monoklonal antikor tedavisi

Abstract - Send to: -

Indian J Med Res. 2010 Apr;131:578-83.

Iron regulated outer membrane proteins (IROMPs) as potential targets against carbapenem-resistant
Acinetobacter spp. isolated from a Medical Centre in Malaysia.

Hwa WE', Subramaniam G, Mansor MB, Yan OS: Gracie, Anbazhagan D, Devi S5.

# Author information

Abstract

BACKGROUND & OBJECTIVES: Carbapenem-resistant Acinetobacter spp. have gained increasing significance as opportunistic pathogens in
hospitalized patients. Carbapenem resistance is often associated with the loss andior decrease in outer membrane proteins (OMP) and
overexpression of multidrug efflux systems. However, carbapenem-hydrolysing beta-lactamases of Ambler Class B (metallo-enzymes) and Ambler
Class D (oxacillinases) have also been detected in Acinetobacter spp. In this study we have investigated the role of the iron regulated outer
membrane protein (IROMPs) and the loss of a 25-kDa OMP in carbapenem resistance of Acinetobacter calcoaceticus.

METHODS: Carbapenem resistant clinical isolates (n=39) of Acinetobacter baumannii / calcoaceticus were used. Identification of Acinetobacter spp.
at species level was done by amplified ribosomal DNA restriction analysis (ARDRA). MIC was evaluated using agar dilution method according to
CLSI standards. Presence of outer membrane proteins were determined by SD5-PAGE. A representative strain of A. calcoaceticus, 526 with the
loss of 29-kDa OMP was selected for further analysis as strain 526 had unique resistance mechanism, that is, the presence of IMP-4 metallo-beta-
lactamases. IROMPs were expressed under iron deficit conditions. Bands comesponding to IROMPs were excised from SDS-FAGE and used to
immunize rabbits for the production of polyclonal antibodies. The antibodies raised against IROMPs were detected by an in-house ELISA and then
used for bactericidal activity against carbapenem resistant A. baumannii [ calccaceticus.

RESULTS: All isolates were resistant to all antibiotics including imipenem and meropenem and had loss of a 29-kDa OMP. The polyclonal antibodies
showed bactericidal effect against the organism tested and it specifically killed the bacteria grown in iron deficit medium.

INTERPRETATION & CONCLUSIONS: In this study, a 29-kDa OMF has been identified to be the major outer membrane protein in A. baumannii /
calcoaceticus and loss of this porin and overexpression of IROMPs have contributed to carbapenem resistance. Polyclonal antibodies raised against
IROMPs may have a role in antimicrobial therapy in these isolates.



] Patojen bakteriler, cogalip enfeksiyon olusturmak i¢in demire

lihtiya¢ duyar. Demiri elde edebilmek i¢in konagin demir
baglayan proteinleri (heme, ferritin, transferrin,

Ihemosiderin)ile yarismak zorundadir.

:Bakteri “siderofor” ad1 verilen diisiik molekiil agirlikls yiitksek

lafiniteli demir selatdrleri ve bunlarin 6zgiil yiizey

Ireseptorlenm Iron Regulated Outer Membrane Proteins

I (IROMPS) salgilar.
I

| Bu reseptdrler demirin kisitli olugu durumlarda eksprese olur.
I Acinetobacter disinda Escherichia coli, Pseudomonas

Iaeruginosa ve Neisseria gonorrheae’de de IROMPlarin rolii

I gosterilmistir.

=1$te bu proteinlere kars1 gelistirilen monoklonal antikorlar,
Isiderofor aracili demir alimini bloke ederek bakteriyostatik
Ihatta bakterisidal etki olusturur.



BMC Microbiol. 2001;1:16. Epub 2001 Aug 9.

Monoclonal antibodies against the iron regulated outer membrane Proteins of Acinetobacter baumannii are
bactericidal.

Goel VK', Kapil A.

# Author information

Abstract

BACKGROUND: Ircn is an important nutrient required by all forms of life.ln the case of human hosts the free iron availability is 10(-18) M, which is far
less than what is needed for the survival of the invading bacterial pathogen. To survive in such conditions, bacteria express new proteins in their
outer membrane and also secrete iron chelators called siderophores. RESULTS/ DISCUSSION: Acinetobacter baumannii ATCC 19606, a nosocomial
pathogen which grows under iren restricted conditions, expresses four new cuter membrane proteins, with melecular weight ranging from 77 kDa to 88
kDa, that are called Iron Regulated Outer Membrane Proteins (|IROMPs). We studied the functional and immunelogical properties of IROMPs
expressed by A baumanii ATCC 19606. The bands corresponding to IROMPs were eluted from SDS-PAGE and were used to immunize BALB/c
mice for the production of monoclonal antibodies. Hybridomas secreting specific antibodies against these IROMPs were selected after screening by
ELISA and their reactivity was confirmed by Westemn Blot. The antibodies then generated belonged to Igh isotype and showed bactericidical and
opscnising activities against A baumanii in vitre. These antibodies also blocked sidercphore mediated iron uptake via IROMPs in bactena.

CONCLUSION: This proves that iron uptake via IRDOMPs which is mediated through siderophores, may have an important role in the survival of
A.baumanii inside the host,and helps establishing the infection.
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Emergence of colistin-resistant bacteria in humans without
colistin usage: a new worry and cause for wvigilance

Abiola COlumuy iwa Olaitan
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Kolistin maruziyeti olmayan hastalarda kolistin direnci

1) Kolistin ile insan katyonik antimikrobiyalleri (lizozim, LL-37)
arasindaki ¢apraz direng
konagin dogal immiinitesinin bakterilere maruziyeti
- lizozim aktivitesi
2) Kolistin direngli bakterilerin hayvansal gidalar yoluyla alinmasi
Kolistin veterinerlikte sikca kullanilmaktadir

(Domuz ¢ifliklerinde E.coli ishallerini ve septisemisini énlemek icin)

3) Plazmid aracili kolistin direnci aktarimi = E.coli, Klebsiella=> Cin






