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Olgu sunumu

Olgularin degerlendirilmesi
Epidemiyolojik veriler

Tani ve tedavi yaklasimiari
Ulkemiz acisindan sorunun boyutu

Guncel veriler 1s1ginda genel yaklasim



33 yasinda kadin hasta, evli ve iki gocuklu

Idrar yaparken yanma ve sik idrara ¢cikma

Yakinmalari son iki gundur mevcut..

Bir yil once benzer sikayetleri nedeniyle Ug

gunluk TMP/SMX tedavisi ku
Bilinen baska bir hastaligi bu

lanmis

unmuyor.



Beyaz Kure: 7800 / mm3
Sedimentasyon: 8 mm/saat
CRP: 2.8 mgr/L (0-5)

Tam idrar:

— Nitrit testi (+)

— Her sahada 7-8 BK, 2-3 eritrosit




Tedavi

« TMP/SMX (800/160 mg tb) 2x1
baslandi

» |kinci glin boyun ve sirt bolgesindeg
hassasiyet ve kizariklik

 Siprofloksasin (500 mg tb) 2x1




 Escherichia coli > 100.000 cfu/mL

Antibiyotikler
Ampisilin

Amoksilin Klavulonat
Sefuroksim
Sefotaksim
Seftriakson

Sefepim
Piperasilin/Tazobaktam
Siprofloksasin
TMP/SMX

Amikasin

Ertapenem

Imipenem

+




|drar KUlturi

GSBL (+) Escherichia coli




49 yasinda kadin hasta,

Evli ve bir cocuklu

Ates,

Yan aqgrisi,

Bulanti-kusma

Sik idrara ¢cikma,

Idrar yaparken yanma..

Alti ay 6nce gegirilmis Uriner Sistem Inf.



Ates: 38.2°C

Nb: 110/dak, AKB: 110/70 mmHg
Suprapubik hassasiyet

Bilateral kostovertebral hassasiyet

Diger sistemler tabi



Beyaz Kure: 12.300 / mm3

Sedimentasyon: 57
mm/saat

CRP: 43.8 mgr/L (0-5)

Tam idrar:

— Nitrit testi (+)

— Her sahada 25-30 Iokosit ve
lokosit kumeleri, 5-6 eritrosit




Radyolojik Bulgular

« Sol bobrek boyutlarinda artis
« Parankim ekojenitesinin kaybi
» Kortikomeduller ayrimin yapilamamasi



 Escherichia coli > 100.000 cfu/mL

Antibiyotikler
Ampisilin

Amoksilin Klavulonat
Sefuroksim
Aztreonam
Seftriakson

Sefepim
Piperasilin/Tazobaktam
Siprofloksasin
TMP/SMX

Amikasin

Ertapenem

imipenem

+




GSBL (+) E.coli




Bu hastalarda tani nedir?
Ik tedavi planlamasi ne kadar dogrudur?

Kultur antibiyogram ne zaman
yapilimalidir?

GSBL pozitifligi bizi nasil yonlendirmelidir?



Escherichia coli >100.000 CFU/mL
GSBL (Pozitif)
Ertapenem 1x1 gr/gun (7 gun ve 14 gun)

Tedavinin ilk u¢ gunu icerisinde ates ve
semptomlara yanit alindi

Tedavi sonrasi idrar kulturu negatif.



Uriner Sistem Infeksiyonlarinda Tan

Toplum Koékenli Uriner Sistem Infeksiyonlari

Cao J, et al. J Clin Pharmacol 2013



Akut Komplike Olmayan (Basit) Sistit
Akut Komplike Olmayan Piyelonefrit
Niiks (Relaps)

Reinfeksiyon

Olgu 1: AKOS, Niiks
Olgu 2: AKOP, Reinfeksiyon



Komplike Uriner Sistem Infeksiyonlar
Transplantli hastalarda gorilen USI

Gebelerde semptomatik olgular

Gebelerde Asemptomatik Bakteruri taramalarinda
Pediyatrik hastalar, immunsupresifler..

Tedaviye Klinik yanit alinamamasi durumunda
AKOP

AKOS

— NuUks durumlarinda
— Tedaviye yanitsiz olgularda
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TMP/SMX
Kinolonlar

Klinik Etkin
Maliyet Etkin

lyi tolere edilirlé

« Tedavi suresi 3 gu

« TMP/SMX direncin\g@ %20 olmasi durumunda
kinolonlar..




Nitrofrontain (7 gun)
Fosfomisin (tek doz)

Klinik Etkinlik sini
Maliyet etkin d(©

Ik secenek ded

rrriginda etkisiz
» Lokal direng¢ oranlarrizlenmeli..




Toplum kokenli GSBL bir sorun olarak degerlendirilmeli mi?




Escherichia coli Klebsiella pneumoniae
%13.7 (4-24) %23 (11-35)

%16.6 %41.8

Sader HS, et al. Diagn Microbiol Infect Dis, 2014



Summary of latest data on antibiotic resistance in the EU Ki nOIOH, 3 1 kuSGk Sefalospo r‘in
Figure 1. Klebsiella pneumoniae: percentage of invasive isolates with combined resistance to third- ” . 4
generation cephalosporins, fluoroquinolones and aminoglycosides, EU/EEA, 2010 (top), 2013 (bottom) ve am l nog l l ko z l d l er\e karsl
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Figure 3. Escherichia colf: percentage of invasive isolates with resistance to third-generation
cephalosporins, EU/EEA, 2010 (top), 2013 (bottom)
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Table A2.4 Escherichia coli: Resistance to third-generation cephalosporins?
European Region

Table A2.16 Klebsiella pneumoniae: Resistance to third-generation cephalosporins?
European Region

- aran No information obtained for this report

No information obtained for th

n

report
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Klimik ADCG Uriner Sistem infeksiyonlari Uzlasi Raporu



Journal of Infection (2006) 52, 9 14
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Outpatient prescription of oral antibiotics
in a training hospital in Turkey: Trends
in the last decade

Ismail Yasar Avci®™, Selim Kilic®?, Cengiz Han Acikel®, Muharrem Ucar®,
Metin Hasde®, Can Polat Eyigun®, Alaadin Pahsa®, Sadettin Cetiner®

*Department of Infectious Diseases and Clinical Microbiology, Gulhane Military Medical Academy,
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Journal of _
Antimicrobial

J Antimicrob Chemother

doi:10.1093/jac/dkw574 Chemotherapy

Epidemiology and susceptibility of pathogens from SMART 2011-12
Turkey: evaluation of hospital-acquired versus community-acquired
urinary tract infections and ICU- versus non-ICU-associated
intra-abdominal infections

Iftihar Koksal'*, Gurdal Yilmaz?, Serhat Unal?, Pinar Zarakolu?, Volkan Korten3, Lutfiye Mulazimoglus,
Fehmi Tabak®, Birgul Mete*, Vildan Avkan Oguz®, Zeynep Gulay®, Emine Alp®, Robert Badal’ and Sibylle Lob”

!Karadeniz Technical University, Trabzon, Turkey; “Hacettepe University, Ankara, Turkey; *Marmara University, Istanbul, Turkey;
“Istanbul University, Istanbul, Turkey; °Dokuz Eylul University, Izmir, Turkey; ®Erciyes University, Kayseri, Turkey; “International Health
Management Associates, Inc., Schaumburg, IL, USA

Table 2. ESBL positivity and antibiotic susceptibility rates for E. coli, K. pneumoniae and all Gram-neqgative isolates combined in HA versus CA UTIs

ESBL (%) ETP IPM AMK FEP CTX FOX CAZ CRO cIp LVX SAM

E. coli
HA 109 50.5% 97.3 100 96.3 54.1 . 96.3 58.7 495
CA 68 38.2 98.5 100 97.1 60.3 . 92.7 67.7 58.8

K. pneumoniae
HA 61 443 86.9 60.7 . . 62.3

CA 12 41.7 100 66.7 . 100 58.3 artan GSBL

All Gram-negative Aktivitesi
HA 271
CA 92

ETP, ertapenem; IPM, imipenem; AMK, amikacin; FEP, cefepime; CTX, cefotaxime; FOX, cefoxitin; CAZ, ceftazidime; CRO, ceftriaxone; CIP, ciprofloxacin;
LVX, levofloxacin; SAM, ampicillin/sulbactam; TZP, piperacillin/tazobactam.

Susceptibility of all Gram-negative species combined is shown using breakpoints appropriate for each species (0% susceptible assumed for species with
no breakpoints for any given drug). Susceptibility values >90% are shown in bold and differences >10% between HA and CA isolates are underlined.

*P < 0.001 compared with CA UTIs,
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EXTENDED SPECTRUM
B-LACTAMASE (ESBL) PRODUCING

ENTEROBAGTEHIAGEAE
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Glvenlik
araligi

Bir yil iginde > 3USI atag:

1.59-7.76

Son 3 ay iginde B-laktam
kullammi

183-11.18

Son 2 hafta iginde
antibiyotik kullanim

1.08-5.35

Son 2 hafta icinde B-laktam
kullanimi

1.20-20.49




UPDATE

Recommendation for treatment of severe infections caused by
Enterobacteriaceae producing extended-spectrum p-lactamases (ESBLs)

D. L.. Paterson

Infectious Disease Section, Instituto per | Trapianti Terapie as Alta Specializzazione, Palermo, Italy and Infectious Disease
Division, University of Pittsburgh Medical Center, Pittsburgh, USA

Extended-spectrum fi-lactamase (ESBL)-producing organisms are a global problem. No randomized

controlled trials have ever been performed to guide optimal treatment. However, in vitro studies and

observational studies strongly suggest that carbapenems (imipenem or meropenem) should be regarded as

drugs of choice for serious infections due to ESBL-producing organisms. Other fi-lactam antibiotics
(cefepime, fi-lactam [f-lactamase inhibitor combinations) are not suitable as first-line therapy. The

ternvancisnim Fuanitanmacr Al tha aconmiatina hatwraaa Ancaalada vacictncina acnd ECIRT wendiintina havra coaaeles

Table 1 Treatment recommendations for infections caused by organisms producing extended-spectrum f-lactamases (ESBLs)

Type of infection First-line therapy Second-line therapy
Bacteremia Carbapenem” (imipenem or meropenem) Ciprofloxacin
Nosocomial pneumonia Carbapenem (imipenem or meropenem) Ciprofloxacin
Intra-abdominal infection Carbapenem® (imipenem or meropenem) Ciprofloxacin

Urinary tract infection Ciprofloxacin Amoxycillin—clavulanate
Meningitis Meropenem® Addition of polymyxin B

*Removal of central venous lines, drainage of collections and removal of neurosurgical hardware is important for optimal outcome of these
infections.



Clinical Infectious Diseases Advance Access published January 29,
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Carbapenem Therapy 15 Associated With
Improved Survival Compared With p
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Bacteremia Duye to Klebsiella pneumonige [solates
Producing the TEM-57 Extended-Spectrum
[3-Lactamase: Treatment Outcome of Patients
Receiving Imipenem or Ciprofloxacin

Andrea Endimiani,’ Francesco Luzzaro,’ Mariagrazia Perilli? Gianl igi Lombardi," Al
Antonio Tamborini,! Gianfranco Ami 2 and Antonio Toniolo'

dra Coli,’

'Laboratorio di Mlcrobio!ogia, Ospedale di Circolo and Universita dell'Insubria, Varese, and “Dipartimento di Scienze e Tecnol
Universita di L'Aquila, L'Aquila, Italy

The treatment outcome of 35 cases of bacteremia due to Klebsiella pneumoniae isolates producing TEM-52
extended-spectrum B-lactamase was studied. Twenty-eight cases, classified as “nonfatal disease”

using the
McCabe and Jackson classification, were investigated with regard to ciproflox

acin and imipenem response,
Because ciprofloxacin was active in vitro against 21 of 28 isolates, only the treatment outcome of the cipro-
ﬂoxacin—susceptible subgroup was evaluated. Eight of 10 cases occurred in patients who experienced a complete
response to imipenem; 2 of 10 failed to respond. In contrast, only 2 of 7 cases had a partial response to
ciprofloxacin, and, in 5 of 7 cases, the treatment failed. Statistical analysis revealed a significant difference in
the treatment outcome of the 2 groups (P = .03). Because the isolates had minimum inhibitory concentrations
of ciprofloxacin close to the susceptibility breakpoint, treatment failure could be ascribed to the inability of
the drug to reach therapeutic concentrations at infected sites,

Clinical Infectious Diseases 2004:38:243-51
© 2004 by the Infectious Diseases Society of America, All nghts reserved
1058-4838/2004/3807-00nag 1= nn



Karbapenemler (Kanitlanmis etkinlik..)
Fosfomisin

Piperasilin/Tazobaktam (Inokulum etkisi)
Sefepim (Inokulum etkisi)

Amikasin

Tigesiklin (P.mirabilis harig)

Kinolonlar

Pitout JD. Lancet ID 2008



GSBL infeksiyon tedavisi sorunlu
Tedavi secenekleri sinirli
Prognoz GSBL (-) olanlara gore daha kotu

GSBL (+) USI'larinda
— Karbapenemler

— PIPITAZ

— Sefepim

— Kinolonlar etkilidir.

Ancak bakteremide MIK diizeyleri dnemli..




Antibiyotik | Eski M100-S19 (2009) MIK degerleri Yeni M100-S20 (2010) mik
mg/L degerleri mg/L
Duyarh (S) Direggi Duyarll S) |1 Direngli (R)
Sefazoli /Q 16 |>32 /<1 2 >4
souksim <@ | 116-32 |>64  [<1 | |2 >4
Seftizoksim || <@ 16-32 | >64 51 2 >4
Sefrakson || <8 | 116-32 |>64  ||<1 | |2 >4
Seftazidim <8 16 >32 <4 8 >16
Aztreonam | @ 16 >32 <4 8 >16




Antibiyotik

Eski M100-S19 (2009) Disk difiizyon

zon ¢aplar1 (mm)

Yeni M100-S20 (2010) ) Disk
difiizyon zon ¢aplar: (mm)

Duyarli (S)

I

Direncli
(R)

Duyarli (S)

I

Direngli (R)

Sefazolin

> 18

=TI AR

Sefotaksim

>23

.

226\

Seftizoksim

>20

<14

Seftriakson

>21

<13

Seftazidim

Aztreonam




« Karbapenem disi tedaviler soz konusu ise
« Bakteremi gelisimiyle tedavi yaniti olumsuz..
* Mortalite ve morbidite artisi.

J unl Pharmacol 2013



JOC
Original Article

Developing a model to estimate the probability of bacteremia in women with
community-onset febrile urinary tract infection

Won Sup Oh', Yeon-Sook Kim?, Joon Sup Yeom?®, Hee Kyoung Choi'®, Yee Gyung Kwak®, Jae-Bum
Jun’, Seong Yeon Park®, Jin-Won Chung?, Ji-Young Rhee', Baek-Nam Kim"'

Table 2. Predictors associated with bacteremia in women with community-onset febrile urinary tract infection.

Predictors p coefficients OR (95% CI) p value Points
Diabetes mellitus 0.682 1.959 (1.092-3.514) 0.024 1
Urinary tract obstruction by stone 1.061 2.888 (1.154-7.228) 0.023 2
Tenderness on costovertebral angle 1.168 3.216 (1.687-6.130) < 0.001 2
Fraction of segmented neutrophils > 90% 1.306 3.691 (2.010-6.777) < 0.001 2
Platelet < 150,000/uL 1.204 3.333 (1.831-6.068) < 0.001 2
BUN > 20 mg/dL or creatinine > 1.5 mg/dL. 1.116 3.052 (1.708-5.455) < 0.001 2
Fulfillment of all SIRS criteria ® 1.205 3.336 (1.440-7.729) 0.005 2

BUN: blood urea nitrogen; CI: confidence interval; OR: odds ratio; SIRS: systemic inﬂanmiamry response syndrome; * Includin g (1) heart rate > 90 beats/min,
(2) respiratory rate > 20 breaths/min, (3) temperature = 38°C or < 36°C, or (4) white blood cell = 12,000/uL, < 4,000/uL, or band form > 10%.

Table 3. Risk stratification for bacteremia according to the model score.
Risk stratification for bacteremia

(predicted probability) Model score No. of bacteremia /total
Low (< 10%) 0-2 16/163 (9.8%)
Intermediate (10-30%) 3-5 41/140 (29.3%)
High (> 30%) =6 58/80 (72.5%)
Total 115/383 (30.0%)



Biochemical Fharmacology xax (2016) DX-xx

s B Contents lists available at ScienceDirect
Ly 5 :-E 3 _{:-'"" d
ML LA ™ 1 =i 1 |

£ antimikrobiyaller

. 'f-i.".;;ﬂ. y6ni

Review Sef epim-sul baktam
Antibic * Seftriakson-sulbaktam

prabhay  © Oeftazidim-avibaktam (komplike karin igi ve iriner
eman.  SiStem infeksiyonlart)

Seftolozan-tazobaktam (komplike karin igi ve iriner
ARTIC sistem infeksiyonlari)

waeiss + Seftarolin-avibaktam "
Accepted 23 | . . . . . e . wet-
waweal « Tigesiklin (komplike karin igi ve deri ve yumugak doku
Antibotc de e
CABEF (comm

prEumonia) ns.i:
ABSSSI (acume o _ o D)



117 =

Artan GSBL Direnci en ciddi sorun..

Bu durum Karbapenem direnci icin potansiyel risk..

ONLEYICi YAKLASIM TEDAVIDEN DAHA ONCELIKLI..
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Carbapenem-Resistant Klebsiella pneumoniae Infection in
Three New York City Hospitals Trended Downwards From
2006 to 2014

Sun 0. Park," Jianfang Liu.? E. Yoko Furuya,® and Elaine L. Larson™®

"Mailman Schoal of Public Haalth, *School of Nursing, and *College of Physicians and Surgeons, Columbia Uriversity, New York; *Department of Meadicina, Albert Einztein College of Madicine and
Muontefinee Medical Center, Brons, New Yook

Background. Carbapenem-resistant Klebsiella pneumoniae (CRKP) infection is a rising public health threat since its first out-
breaks in New York City (NYC) in the early 2000s. We investigated annual trends of CRKP infection in hospital-acquired infections
(HAIs) and community-onset infections (COls) treated in 3 NYC hospitals from 2006 to 2014

Methods. We extracted K prneumoniae infection data including carbapenem susceptibility and anatomical sites, compared clinical
characteristics between CRKP and carbapenem-susceptible K pnewmoniae infections, and determined CRKP infection proportions
in total K preumoniae infections in HAI and COl to identify statistically significant trends from 2006 to 2014 using the Cochran-
Armitage trend test.

Resulis. Carbapenem-resistant K preumoniae contributed 17.3% (601 of 3477) of hospital-acquired K prneumoniae infection
compared with 7.7% (149 of 1926) in COIl from 2006 to 2014. Carbapenem-resistant K preumoniae proportions in HAI and COl
were positively correlated over time (r = 0.83, P < .01), and there were downward annual trends of CRKP proportions from 2006 to
2014 in both HAI and COI (25.8% to 10.5% in HAL P < .001; 13.6% to 3.1% in COl, P < .001). By anatomical site, significant down-
ward annual trends were present only in urinary tract infection (P < .001 for both HAI and COI) from 2006 to 2014.

Conclusions. Annual trends of CRKP proportions from 2006 to 2014 were downward in both HAI and COl, and HAI and COl
were positively correlated. Efforts to reduce and prevent CRKP infections in both hospital and community settings were successful
and warrant continuation.

Keywords. carbapenem-resistant Klebsiella pneumoniae (CRKP); carbapenem-susceptible Klebsiella pneumoniae (CSKP); com-
munity-onset infection (COI); hospital-acquired infection (HAI).




Table 1. Clinical Characteristics of Patients With Carbapenem-Resistant vs Carbapenem-Susceptible Klebziella prewmonia in Hospital-Acquired and
Community-0nset Infections
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Table 2. Multiple logistic regression model of potential risk factors for ESBL-E carriage 13 months after urinary tract infection.

Univariate analysis Multivariate analysis
Variable ESBL-positive (n=44) ESBL-negative(n=39) |OR |95%CI P OR 95% CI P
Age > 65 years 18 13 1.4 1 059-35 | 0426 1.8 0.60-5.4 | 0.294
Male sex 5 5 09 02434 0872 085 0.18-39 | 0.833
Chronic urinary tract infection 11 9 1.2 042-32 | 0.788 | 1.0 0.32-3.3 | 0.957
Charlson score[29] >2 7 4 1.7 104663 | 0426 1.7 0.39-7.2 | 0.480
Number of household members >3 8 5 1.6 046-52 | 0474 15 0.37-5.8 | 0.594
E. coliphylogroup B2 or D in urine 37 24 33 1.2-93 0.023 3.8 1.2-12.6 | 0.027
CTX-M group 1 in urine isolate 26 28 062 025-15 0299 070 0.26-19 | 0.492
Antibiotics* 32 31 0.77 |0.27-21 | 0.614 097 0.32-3.0 | 0.958
Travel to Asia, Africa or Middle-East | 10 10 0.92 0.32-24 | 0.807  0.778 | 0.25-2.4 | 0.661

Clearance is defined as two consecutive negative samples. OR = odds ratio for ESBL persistence, Cl = confidence interval.

¥ Any antibiotic received between 14 days and 13 months after positive urinary sample.
e



Hayvan yemlerindeki antibiyotik
katkisinin %90°’dan %40’lara
dusurulmesi..

Ciddi takip ve yaptirimlar

Fekal tasiyicilik oranlari ve GSBL
iliskisinin takibi

Ciddi infeksiyon tablolarinda MiK
kontrolu ile antibiyotik kullanimi

Koruyucu tedaviler..




Toplum kdkenli USI'larinin tedavisinde GSBL siiphesi en
az 1/3-1/4

Hastalarin takibi onemli

Rekurrens ve reinfeksiyon sorgulamasi

GSBL yonunden risk faktorlerinin arastiriimasi
Ust USI'larinda bakteremi siphesi

Fekal tasiyicilik ve hayvan yemlerinin kontrolu..

Yeni antibiyotikler ve karbapenemlerin rasyonel kullanimi



Tesekkurler...



