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Anlatmayacaklarimiz

= Akut unkomplike sistit

= Kateter iliskili USI

= Gebelikte asemptomatik bakteriiiri
= Kateter iliskili USI

= Renal Tx hastalarinda USI

= Rekiirren USI



35 yasinda kadin

Ates, halsizlik

Acil tuvalete gitme hissi
Idrar yaparken yanma
Kusma

Yan agrisi

Bir hafta once SYE
nedeniyle levofloksasin ted

Lab:
= BK:16.500/milimetre
= Kreatinin:1.4 mg/di
(1 hafta once 0.8mg/dl)

m Idrarda:

— Lokositiiri (L esteraz )

— Nitrit+

Fizik Muayene:

= 38.6 C ates

= 110/dk kalp atim hiz1
= TA:105/70 mmHg

s Dehidrate goriiniimde
= Suprapubik ve kosto
vertebral hassasiyet

M~




URINER SISTEM
INFEKSIYONLARI (USI)
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Komplike olmayan USI

= Norolojik ve yapisal olarak normal olan lriner
sistemin infeksiyonu (alt ya da {ist {iriner sistem)

= Pratikte erigskin gebe olmayan kadinlarda goriilen
Infeksiyonlar



Komplike USI

Norolojik veya yapisal olarak anormal olan liriner
sistemlerde;

— Gebelerde — Bobregin kistik hastaliklar:
— Cocuklarda — Anatomik anomaliler
— Erkeklerde — Obstriiksiyon

— Norojenik mesane

— Yabanci cisim

— Diabetes mellitus

— Renal transplantasyon
— Prostatit

— Rezidii 1drar kalmasi
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URINER SISTEM
INFEKSIYONLARI (USI)

/ N\

Toplum Kokenli Hastane Kokenli

/ N\

Komplike Komplike olmayan

U N

Komplike edici faktorler
olsun olmasin Pratikte eriskin gebe olmayan
akut piyelonefrit kadinlarda goriilen sistit

Komplike edici faktorlerin
varliginda sistit
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Acute complicated urinary tract infection (including pyelonephritis) in adults
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Typical presentation

e INTRODUCTION — Urinary tract infections (UTIs) include cystitis (infection of the bladderlower urinary tract) and pyelonephritis (infection of the kidney/upper urinary tract). The patht

UTI begins with colonization of the vaginal introitus or urethral meatus by uropathogens from the fecal flora, followed by ascension via the urethra into the bladder. Pyelonephritis deve
pathogens ascend fo the kidneys via the ureters. Pyelonephritis can also be caused by seeding of the kidneys from bacteremia. It is possible that some cases of pyelonephritis are as:
bacteria in the lymphatics.

DIAGNOSTIC APPRO
Evaluation

Imaging h o aduits with acute complicated UTI (ie, UT! with fever, suspected or documented pyelonephritis, and UTI with sepsis or bacteremia).
Diagnosis
Jlicated cystitis (ie, cystitis symptoms in the absence of fever, flank pain, costovertebral angle tenderness, and other signs of systemic iingss) and UT

MANAGEMEN 1 elsewhere:

Indications ft

'ystitis in women")

Empiric antir .
-l il ) sibimer)
‘-]bostr:?onspitalized st . Oty u%u'neuuuns and asymptomeatic bacteriuria in pregnancy”.)
- Qutpatients o (See "Catheter-associated urinary tract infection in adults" )
Low risk of MOR infection
High sk of MDR infecion * (See "Urinary tract infection in renal transplant recipients” )
Directed antimicrobial therapy o (See "Recurent urinary tract infection in women" )

Addressing underlying urinan fract
abnormalifies -



Komplike/Komplike olmayan ayirimi neden onemli?

~Akut sistit
m Tedavi

» Tedavisiz;%25-42 oraninda spontan iyilesme
 Etkili olmayan tedavi; %2 piyelonefrit

Kompli

— daha “* Antibiyotik tedavi basarisindaki
yan € gecikme kotii prognoza neden olmaz™

— sistit Christiaens TC 2002
kons Ferry SA 2007

Knottnerus BJ 2013

kulla



Ulkemizde birinci basamaga ya da acil
servise basvuran tist liriner sistem
infeksiyonlar1 ne yogunlukta?



Antimicrobial
\gents

4

ELSE

YIER Iniermational Joumal of Ansmiorobial Agents 30 (202} 407411

WL R ILOTE

Antibiotic prescribing and urinary tract infection

Sevgl Canbaz®, Yildiz Peksen, Ahmet Tevhik Sunter, Hakan Leblebicioglu,
Mustafa Sunbul

e parresmer of Publle Heelth Sobod of Madirber, Ondokur Moyl Ulelersiry, Somemee 55000, Turkey

Heosved | Maxh D005 goceplsad 2 May J0ELE

Bolgesel; o
Birinci basamaga basvuran hastalarin %17.81 USI

Table 2 %2 piyelonefrit ?
Physical examination findings

Signs Acute cystitis (n = 216) Recurrent UTIs (n = 102) Pyelonephritis (n = 53) Urethritis (n = 48)
Suprapubic tenderness N (%) 162 (75.0) 43 (42.2 18 (34.0) 35 (72.9)

Fever N (%) 51 (23.6) 24 (23.5) 28 (52.8) 15 (31.3)

Loin tenderness N (%) 40 (18.5) 38 (37.3) 38 (71.7) 10 (20.8)
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Akut Piyelonefrit



Etiyoloji
Toplum kokenli USI

= Kadin;
— %385-90 E.coli

= Yasli Kadin /Erkek /Anomali varliginda:
— E.coli
— Proteus
— Pseudomonas spp
— Kilebsiella spp
— Enterobacter spp
— Enterokoklar
— Stafilokoklar



Bulgular;

— Ani baslayan sistemik bulgular (Titreme 1le yiikselen ates,
halsizlik (%5 hastada yok)

— Mesane semptomlar1 (acil ve/veya sik 1drara gitme hissi,
diziir1) (%20 hastada yok)

— Yan agris1 /kostovertebral hassasiyet ( bazi calismalarda
tan kriter1 degil)



Bulgular;

= Erkekler icin USI icinde kabul edilen prostatit; sistit
bulgular1 +pelvik ve perineal agn

®m Yasli veya debil hastalarda
— Dusme
— Fonksiyonel durumda degisilik
— Mental durumda degisiklik

(Ancak fokal iiriner sistem bulgularinin olmadigi durumlarda
bakteriiir1 glivenilir bir prediktor degil )



Piyuri
- Yol gosterici
- Yoklugu alternatif tanilar1 diisiindiirmeli
- Obstriiktif enfeksiyonlarda negatif olabilir

Bakteriyemi (%10-50)
- Daha agir klinik tablo
- Immiin yetmezlikli hasta
- Obstriiksiyon varliginda
-> 65 yas




Steril Pitiri nedenleri

Infeksiyon iliskili
Antibiyotik kullaniyor olmak
Son iki hafta da gecirilmis
USI

Jinekolojik infeksiyon
Uretrit

Prostatit

Balanit

Viral genitoiiretral enfeksiyon
Fungal enfeksiyon
Trichomonas enf

Wise G, 2015 NEJM



Steril Pitiri nedenleri

Infeksiyon iliskili
Antibiyotik kullaniyor olmak
Son iki hafta da gecirilmis
USI

Jinekolojik infeksiyon
Uretrit

Prostatit

Balanit

Viral genitoiiretral enfeksiyon
Fungal enfeksiyon
Trichomonas enf
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Infeksiyon dis1
Halihazirda /yakin zamanda kateteri olmasi
Yakin zamanda sistoskopi, U. endoskopi
US de tas / neoplazm /
US de yabanci cisim (stent gibi)
Pelvik 1sinlama tedavisi
Uriner fistiil
Polikistik bobrek
Rejeksiyon
Renal ven trombozu
Intestinal nefrit
Analjezik nefropatisi
Papiller nekroz
Intersitisiyel sisitit
SLE, Kawasaki




® Taniy1 nasil koyalim?



Tam

Bulgular
+

Piytlir1

+

Bakteriuri
+

Kan Kiilturu

Ayirict Tana:
Yan agris1 +/-Ates -piuirt ;

« Akut kolesistit

« Apendisit

e Urolithiazis

* Paraspinoz kas agrilari
* Renal ven trombozu
« PID




Biitiin piyelonefritli hastalar1 goriintiilememiz
gerekiyor mu?



Tani

Goriuntileme ne zaman?

Hastanin 11k basvurusu sirasinda

= Sepsis / septik soktaki hasta
= Bilinen veya siipheli obstriiksiyon varligi
= Idrar PH sinmn >7.0 olmasi

® Glomeriiler filtrasyon hizinin 40ml/dk altina yeni diigsmiis
olmasi



Hangi goruntiuleme yontemi?

m BT
(Abdomen ve pelvik tarama )
Kontrasth:

— Apse, inflamasyon, gaz formasyonu saptanmasinda en
duyarli yOntem

Kontrastsiz :

— Tas, gaz yapan patolojiler,nemoraji, obstriiksiyon ve
abse i¢in yeterli

= Renal USG:
— Hidronefroz i¢in en duyarl yontem

— Kontrast veremediginiz hastalar i¢in oneriliyor



Komplikasyonlar

= Bakteriyemi (%10-50)
= Sepsis/septik sok

= Akut Bobrek Yetmezligi (daha ¢ok liriner obstriiksiyon
veya enstriimentasyon varliginda)

= Renal kortikomediiller abse
= Perinefritik apse

= Amfizomatoz sistit (DM)

= Papiller nekroz (DM)



Hastay1 nasil yonetelim?

Hasta hastaneye yatmali m1?

Parenteral sivi tedavisi yapilsin mi?



From Minneapolis Veterans Affairs (VA)
Health Care System and the University of
Minnesota, Minneapolis ().R.).); and the
University of Buffalo, State University of
Mew York, and VA Western Mew York
Health Care System, Buffalo (T.A.R.).
Address reprint requests to Dr. Johnson
at Minneapolis VA Health Care System,
1 Veterans Dr., Infactious Diseases 111F,
Minneapolis, MN 55417, or at johns007 @
umn.adu.

M Engl ) Med 2018;378:43-59,
DOz 10.1056/ NE]JMcpl 702758
Copyright & 200 8 Mossachusetts Medical Society.

The NEW ENGLAND JOURNAL of MEDICINE

CLINICAL PRACTICE

Caren G. Solomon, M.D_, M.P.H_, Editor

Acute Pyelonephritis in Adults

James R. Johnson, M.D., and Thomas A. Russo, M.D., C.M.

This Joumal feature begins with a case vignette highlighting a common dinical problem. Evidence sup-
porting various strategies is then presented, followed by a review of formal guidelines, when they evist. The
article ends with the authors” dinical recommendations.

An otherwise healthy 35-year-old woman presents with urinary urgency, dysuria,
fever, malaise, nausea, and flank pain. During a recent trip to India, she took a
fluoroquinolone for diarrhea. On examination, the temperature is 38.6°C, the
pulse 110 beats per minute, and the blood pressure 105/50 mm Hg; she has supra-
pubic and flank tenderness, without abdominal tenderness. The white-cell count
is 16,500 per cubic millimeter, and the serum creatinine concentration 1.4 mg per
deciliter (124 pmol per liter) (most recent measurement before presentation, 0.8 mg
per deciliter [71 ymol per liter]). Urinalysis is positive for leukocyte esterase and
nitrites. How would you evaluate and manage this case?

THE CLINICAL PROBLEM




Eve hizh taburculuk

Acil servis ya da gézlem
uinitesinde ilk miidahale

Acil hospitalizasyon

Hastahgin siddeti

Oral tedaviye uygunluk

Eslik eden medikal
durum'
Psikososyal durum?!

Sivl resiisitasyonu

Kardiyopulmoner resiis.

Semptomatik tedavi?

Oral antibiyoterapi

IV antibiyoterapi

Goriintiileme

Urolojik degerlendirme
ya da
Girisimsel radyoloji

Hafif, kusma yok
Evet uygun
Yok ya da stabil

Stabil

Gerek yok/minor

Gerek yok

Iv+/- oral

Acil servisten ayrilmadan regete
et

Gerekirse tek doz

Gerek yok

Gerek yok

Orta, +/- kusma

Ik doz iv tedavi sonras1 uygun

Yok ya da stabil

Stabil

Orta diizey +/- idame

Gerek yok

Iv+/-oral

Eve gondereceksen gitmeden
regete et

Acil bir doz ver
Gerekirse acil serviste tekrarla

Obstriiksiyon, abse ya da
amfizamat6z pyelonefrit riski
varsa
goriintiile?

Drene edilmesi gereken odak
varsa

Sepsis ya da kritik degistirici
faktor’

Hayir

Stabil degil/ kritik!

Stabil degil/ kritik'

Yogun resiisitasyon

Vazopresor, O2 destegi, invaziv /
non-invaziv MV

Iv+/-oral

Hastanin durumu stabillesene
kadar ertele

Hizlica uygula
Yatistan sonra devam et

Obstriiksiyon, abse ya da
amfizamatoz pyelonefrit riski
varsa
goriintiile?

Drene edilmesi gereken odak
varsa



HAYIR

Yetiskinde akut piyelonefrit yonetimi

Akut piyelonefrit

Genitoiiriner goriintiileme i¢in endikasyon var mi?

GFR de akut azalma ( GFR<40 ml/dk)
Bilinen ya da siiphelenilen tirolitiazis
Uriner pH >7.0

~

l l EVET

J

Hastaneye yatis endikasyonu var m?
Sepsis ya da septik sok

Genel durum bozuklugu
Immunsupresyon

Eslik eden unstabil durumlar

Kotii psikososyal durum

Oral antibiyotik secenegi olmamast

EVET

lHAYIR

Acil serviste takip gerekiyor mu?
Belirgin hipovolemi

Bulant1 ya da kusma

Orta siddette hastalik

HAYIR

Oral antibiyotikle eve gonder
+/- ilk doz uzun etkili
antibiyotik

EVET

HAYIR
CEseseee———

Drenaj gerekiyor mu?

HAYIR
ﬁ l EVET

Hastaneye yatis

Goriintiilemede odak varsa drene et
Iv antibiyotik, iv s1vi

Yogun bakim (sepsis/septik sok)
Semptomatik tedavi

EVET

Hidrasyon ihtiyac1?
Hemodinamik instabilite?

Acil serviste ilk tedaviyi ver — Yatis endikasyonu devam ediyor mu?
Iv ab, s1v1, semptomatik ted Devam eden bulanti, kusma?

Agir ve eve gidemeyecek hasta?




Hangi Antibiyotik?

= Son yillarda en sik kullanilan antibiyotiklere karsi
belirgin bir diren¢ s6z konusu

— Kinolonlar

— TMP-SMX

— Aminoglikozidler

— Betalaktam+ Blaktamaz inhib



Hangi Antibiyotik ?

= Klinisyen antibiyotik karar1 verirken
1. Piyelonefrit tedavisinde etkin antibiyotikleri
2. Direng degerlendirmesi yaparak
» Lokal epidemiyolojik direng verileri
« Hasta bazl1 direng riski

3. Ulusal veya uluslararasi rehberlere gore vermeli

= Yine de hastay1 degerlendirirken basarisiz bir baslangi¢ tedavisinin
hasta ya ne kadar zarar verebilecegini ongormeli.



= ULUSLARARASI PENCERE

-“w;"l-: Oeesn
wol 1

Pnc.':'.;c1 _5'-.-.1{. _ﬂ'-u =
eaan 1 ap .-J-"I':"I I'

por oo i U:f’- l‘ =

7

LK

5 D.C.
Atlantic
Ceean

Rockall
iy

North
Atlantic

Ocean

onstanta
Black
Sea

. B
Scale 1: 19,500,000 yob gyt
«  Lambert Conformal Conic Projection,
Vallettatoa standard paralicls 40°N and 56'N
9 300 Kiomsers

ey eeesenioa
9 By suborave.




1-Lokal epidemiyoloji

Direnc¢ oranlar

U: 0.0% (0/8)
C: 50.0% (4/8)

U: 4.8% (1/21)
C:15.4% (2113)

RESEARCH

Fluoroquinolone-Resistant and

Extended-Spectrum B-Lactamase—

S,

Producing Escherichia coli
Infections in Patients with
Pyelonephritis, United States?

- = Talan, Sukhjit S Takhar, Anusha Krishnadasan, Fredrick M. Abrahamian,
iliam R. Mower, Gregory J. Moran; EMERGEncy ID Net Study Group

U: 0.0% (0/16)
C: 0.0% (0/6)

U: 12.5% (3/24)
C: 33.3% (7/21)

Emerging Infectious Diseases » www.cdc.govieid - Vol 22, No. 9, Seplember 2016

/

U: 5.6% (4/71)
C: 20.3% (13/64) U: 4.0% (1/25)
C: 9.1% (1/11)

el

U: 4.6% (1/22)
C: 14.3% (3/21)

U: 5.3% (1/19)
C:11.1% (1/9)

Kinolon direnci

U: 5.7% (3/53)

C:16.7% (3118) [®W\

U:23.1%
C: 20.0%

(313)
(2110)

ESBL+

RESEARCH

Figurs 2. Prevalence of extended-
spectrum fHactamase—producing
Escherichia coll infection among patier
Wit uncompilcated {U) and complicats
{C) pyelonephritis, by study site, Liniter
States, July 2013-December 2014, Sh
shies are listed In the online Technical
Appendhc {hip:itwwwne.cdc.gowiEID!
article/22/0/15-0145- Techapp 1. paf);
anline Technical HFFEHI]I Tablas 2 am
prowide addbonal resuls on antmicol
reglstance rales.
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Figure 3.1. Eschesidhia coli. Percentage (%) of invashe |solates with resisrance m fluoroquinolones, by cosniry,
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Int. J. Environ. Res. Public Health 2013, 10, 6235-6254; doi:10.3390/1jerph10126235

International Journal of
Environmental Research and
Public Health
ISSN 1660-4601
www.mdpi.com/joumnal/ijerph
Review

Escherichia coli in Europe: An Overview
Nerino Allocati %+, Michele Masulli }, Mikhail F. Alexeyev ! and Carmine Di Tio !

! Department of Experimental and Clinical Sciences. “G. d” Anmunzio” University of Chieti-Pescara,

Chieti I-66013, Ital}r., E-Mails: masu]]i@.uuich.it [:L‘llk'[.)', CRIanﬂe.diﬂiD@llﬂifh.iT {C.D.I) Int. J. Environ. Res. Public Health 2013. 10 6241
? Department of Cell Biology and Neuroscience, University of South Alabama,
Mobile. AT 36638 Ug‘_gh E-Mail- malexf}'e@souﬂ]alal:a ma_edu Table 3. Antibiotic resistance of E. coli isolated (%R from human sources in Europe.
Country Tlul'd-genel‘:fuon Fluoroquinolones  Aminoglycosides }-Iuln- . Ref
* Author to whom correspondence should be addressed; E-Mail: allocati@unich it; powe “Ph"];T""ms =3 -~ "“2“6““ il
Aansina - - K !
Tel : +30-0871-35 5-‘43{]7 Fax:- +30-0871-355-4808. Belgium 6.0 215 93 14 [25]
Bosnia and 3.0 150 30 0 [571°
Received: 15 September 2013, in revised form: 4 November 2013 / Accepted: 7 November 2013 / Herzegovina ) ' '
Pttt A AT b P78 Bulgaria 29 30.2 173 10.1 [25]
Croatia 4.0 150 7.0 1.0 57
Cyprus 362 474 239 182 23]
Czech Republic 114 235 88 37 23]
Denmark 85 141 64 30 [25]
Estonia 122 29 48 11 [25]
Finland 51 108 53 27 [25]
France 82 179 79 26 [25]
Germany 8.0 237 76 36 [25]
Greece 149 26.6 16.8 108 [25]
Hungary 15.1 312 148 83 23]
Iceland 6.2 140 6.2 08 [25]
Ireland 90 229 10.2 36 [25]
Ttaly 198 405 183 103 29]
Latvia 159 168 114 92 [25]
Lithuania 70 129 97 24 [25]
Luxembourg 82 241 82 28 [25]
Malta 128 320 155 96 [25]
Netherlands 5.7 143 78 22 [25]
Norway 36 00 41 12 2]
Poland 11.7 273 84 40 [25]
Portugal 113 272 16.1 75 25]
Romania 220 304 19.6 109 [25]
Slovakia 310 419 179 129 [25]
Slovenia 8.8 20.7 98 41 [25]
Spain 12.0 345 148 49 25]
Sweden 3.0 7.9 3.7 1.0 [25]
Switzerland 30 150 7.0 1.0 571
Turkey 420 520 35.0 23.0 [57]
United Kingdom 9.6 175 82 36 23]

* Tsolates with resistance to all three antimicrobial classes; ® data 2011; © data 2008.



Hasta bazli direnc¢ degerlendirmesi
risk faktorleri

= >60 yas,

= Daha dnce gegirilmis USI 6ykiisii

= Uriner kateter varhigi

= Kronik medikal durumlar

= Yenl hospitalizasyon

= Yeni antibiyotik tedavisi

= Direngli bolgeye seyahat
Hooton 2018
Johnson 2018



Uluslararasi rehberler

International Clinical Practice Guidelines for the
Treatment of Acute Uncomplicated Cystitis and
Pyelonephritis in Women: A 2010 Update by the
Infectious Diseases Society of America and the
European Society for Microbiology and
Infectious Diseases

Kalpana Gupta,' Thomas M. Hooton,2 Kurt G. Naber,® Bjgrm Wullt,"® Richard Colgan,® Loren G. Miller,?
Gregory J. Moran,5 Lindsay E. Nicolle,® Raul Raz, " Anthony J. Schaeffer,® and David E. Soper”

1Department of Medicine, Veterans Affairs Boston Health Care System and Boston University School of Medicine, Boston, Massachusetts; 2Department of
Medicing, University of Miami Miller School of Medicing, University of Miami, Miami Rorida; *Department of Family and Community Medicing, University
of Manyand, Baltimare, Maryland, *Division of Infectious Diseases, Harbor-UCLA Meadical Centar, Tarrance, and SDepartment of Emergancy Medicing and
Division of Infectious Diseases Olve View-UCLA Medical Center, Shymar, Califomia; ®Deptartment of urology, Norttweestem University, Chicago, lllinois; and
TDepartments of Obstetrics and Gynecology and Medicine, Medical University of South Carolina, Charleston, South Carnoling; 8De partment of Internal
Medicine and Department of Medical Mirobiology University of Manitoba, Winnipeg, Canada; ¥Technical University of Munich, Munich, Gemmany, "Lund
University Hospital, Lund, Sweden; and Vinfectious Diseases Unit, Ha'bmek Medical Center, Afula, and Rappaport Faculty of Medicine, Technion, Haifa, lsraeal

* T ——ry —— T T w— T T T—— T T srm————— =

The focus of this guideline is treatment of women with acute
uncomplicated cystitis and pyelonephritis, diagnoses limited

in these guidelines to premenopausal, nonpregnant women

with no known urological abnormalities or comorbidities. It
should be noted that women who are postmenopausal or have
well-controlled diabetes without urological sequelae may be




I.LWhat s the Treatment for Acute Pyelonephritis?

Recommendations

8. In patients suspected of
culture and susceptibility test s
initial empirical therapy shou
the basis of the infecting urop:

9. Oral ciprofloxacin (500 m
without an initial 400-mg dose
an appropriate choice for the
hospitalization where the preval
uropathogens to fluoroquinolor
(A-1). If an initial one-time in
acting antimicrobial, such as 1
24-h dose of an aminoglyoos
intravenous fluoroquinolone
fluoroquinolone resistance is
initial 1-time intravenous do
antimicrobial, such as 1
a consolidated 24-h  dose
recommended (B-111).

i. Data are insufficient to m
what fluoroquinolone resistar
agent in conjunction with or

for treatment of pyelonephrit

10. A once-daily oral
ciprofloxacin (1000 mg ext
levofloxacin (730 mg for 5
for therapy in patients not
the prevalence of resistance «
not known to exceed 10%
fluoroquinolone resistance ist
intravenous dose of a long-actir
as 1 g of ceftriaxone (B-1I1) or

aminoglycoside, is recommended (B-111).

11. Oral trimethoprim-sulfamethoxazole

1. Kiiltiir al

2. Ampirik tedavi;
Kinolon direnci <%10
Kinolon direnci>%10
yapilamamis

Oral kinolon
Oral tedavi Onerisi

Uzun etkili Parenteral baslangi¢ tedavisi

o Seftriakson
« Aminoglikozid

Oral TMP-SMZ eger etkenin duyarliligi biliniyorsa

Oral Betalaktamlar diger ajanlara gore daha az etkililer

(Baslangi¢ dozu IV Olmali)

6.Hastane yatis ihtiyaci olan hasta IV tedavi edilmeli
Florokinolon
* Genis spektrum B laktam +/- Aminoglikozid
Karbapenem

oxazole 1s
an 1rmtial
imicrobial,

-h dose of

han other
-111). 1f an

dose of a
ceftriaxone

lycoside, 1s

guideline
4 days for

halosporin
ithout an
ween these
h, and the

ility results

(B-11).



c antimicrobial selection for acute complicated urinary tract infection in adults in the outpatient setting

of acute complicated urinary tract infection is made in the
Ffollowing clinical scenarios:

= Cystitis symptoms with temperature >99.9°F (37.7°C) or
signs/symptoms of systemic illness (chills, rigors) suggesting
extension of infection beyond the bladder* "1
Flank pain and/or costovertebral angle tenderness with pyuria
regardless of temperature and other cystitis symptoms
= Fewer or sepsis in the setting of pyuria in the absence of

other evident cause of infection

+

Obtain urine Gram stain, culture, and suscepti

¥

Are there any risk factors for an MDR infection?®
These include a history of any of the following in the prior three months:
= An MDR urinary isolate (ie, nonsusceptible to at least one agent in three
or more antimicrobial classes; this includes an ESBL-producing isolats)
= Inpatient stay at health care facility {eg. hospital, nursing home, or
leng-term acute care facility)
= Use of a broad-spectrum antimicrobial (eg. flucroquinolone, TME-SMX,
third generation cephalosporin}&
= Travel to parts of the world with high rates of MDR organisms
{including India. Israel, Spain. Mexico)
I

ity testing

Yes No
¥ ¥
Are there any of the following? Are there any contraindications to or concern
= Contraindication to flucroguinclone: with flucroquinclones?
= Allergy or intolerance to a flucroquinclone These include:
= Unmodifiable drug interactions = Allergy or intclerance to a Aucroguinolone

. = Unmodifiable drug interactions

= High risk for fluoroguinolone resistance, specifica
= History of fluoroquinclone-resistant urinary isolate
within the prior three months
= History of fluoroquinclone use in pricr three months

Yas MNo Yes No
¥ ¥ b b
Salect ertapenem 1 g IV or IM once Select ertapenem 1 g IV or IM once Select a long-acting parenteral agent: ¥
daily until culture and susceptibility = Ceftriaxone 1 g IV or IM once
¥ i 5% a
testing results return Followed by a fluoroquinclone: § -E 1 eIV or M
= Ciprofloxacin 500 mag crally twice rtapenam 1 g or ens=
Tailor the empiric antimicrobial daily for 5 to 7 days = Gentamicin 5 mg/kg IV or IM once

regimen based on results of urine = Ciprofloxacin 1000 rmg extended = Tobramycin 5 malkg IV or IM once
culturs and susceptibility testing release crally daily for 5 to 7 days | | gollowed by a non-fluoroquinolone agent: 5t

Total duration of antimicrobial = Levofloxacin 750 mg orally daily = TMP-SM¥ one double-strength Is the community prewvalence of

therapy is 5 to 14 days depending for 5 to 7 days {160 to 800 mg) tablet orally twice Auoroquinclone resistance in

an the ra ity of response and the daily for 7 to 10 days E. coli known to be >10%7

antimicrobial chosen to complete icillin-clavulanate 875 mg orally

the regimen®§ twice daily for 10 to 14 days

= Cefpodoxime 200 mg orally twice daily
for 10 to 14 days

= Cefdinir 300 mg orally twice daily for
10 to 14 days

= Cefadroxil 500 mg orally twice daily
for 10 to 14 days

Yes No
Selact a long-acting parenteral agent: ¥ Select a Aucroquinolone: 5¥

= Ceftriaxone 1 g IV or IM once = Ciprofloxacin 500 mag ocrally twice

= Ertapenem 1 g IV or IM once daily for 5 to 7 days

= Sentamicin 5 ma/kg IV or IM cnce = Ciprofloxacin 1000 mg extended

= Tobramycin 5 magfkg IV or IM once release orally daily for 5 to 7 days

= Levofloxacin 750 mag crally daily

Followed by a fluorogquinclone: 5% for 5 to 7 days

= Ciprofloxacin 500 mg orally twice
daily for 5 to 7 days

= Ciprofloxacin 1000 mg extended
release orally daily for 5 to 7 days

= Levofloxacin 7S0 mg orally daily
for 5 to 7 days

v b + +

Results of urine culture and susceptibility testing should be evaluated
to confirm that the empirically chosen regimen is appropriate

hd +

Patients who hawve worsening symptoms following initiation of antimicrobial therapy. persistent symptoms after 48 to 72 hours of
appropriate antimicrobial therapy. or recurrent symptoms within a few weseks of treatment should have additional evaluation
(including abdominal/pelvic imaging, if not already performed) for factors that might be compromising clinical response

= This algorithm reflects our approach to the selection of empiric antimicrobial therapy for patients in the outpatient setting who hawve an acute complicated UTI {ie,
cystitis with signs or symptoms of infection extending bewond the bladder or pyelonephritis). Cutpatient management is acceptable for patients with mild to
moderate illness, including those who can be stabilized with rehydration and initial antimicrobial therapy in an outpatient or emergency room setting and discharged
on oral antimicrobials with close follow-up. Indications for inpatient management include persistently high fewver or pain, marked debility, inability to maintain oral
hydration or take oral medications, suspected urinary tract obstruction, and concerns regarding adherence to therapy. If inpatient management is anticipated,



Akut piyelonefritte ilk antibiyotik rejimi seciminde onerilen algoritma

1F Akut piyelonefrit 2

p
Tedavi icin diisiindiigiin ajanin hastaya 6zel . T
direnc olasiigim belirle Hflvs.ta.ya o.zel kalE)ul edllebllll‘ diren¢
\ esigini belirle (ajandan bagimsiz)
l Esik degeri %10 U degistirebilir miyiz?
Hastaya ait gecen y1l i¢inde diisiindiigiin 1
ajana direngli gram negatif izolat var m? Ai
andan
) J ——
kagin Hastaya 6zel degistirici faktor var mi?
HAYI Rl Hastaligin agirhg
Yiksek SOFA, hizli SOFA, APACHE skoru
Diisiindiigiin ajan i¢in kiimiilatif E.coli duyarliligim Sepsis ya da septik SOkv
temin et Genel durlim l;{ozuklugu
. .. . 65 yas iistii olma
ayaktan, yatan hasta, hastane, bolge, lilke sirasi ile 7 . . .
(ay Y ge.u ) Kiritik ya da stabil olmayan eslik eden faktdrler
l psikososyal faktorler
Direng icin hastaya 6zel risk faktorii var m? EVETl HAYI Rl
65 yas iistii? Yakin hastane yatig1? Bakimevi?
Yakm' ?ntlblyOtlk 'kullamml? o Risk faktorlerinin oranina Direng i¢in kabul
Urolojik anormalik ya da yabanci cisim ve agurligma gore kabul edilebiliresik degeri
1rengll m.o. 1€ enieksiyon oykusu: edilebilir esik degeri diisiir v 1
Direngcli bakteriler i¢cin endemik bolgeye seyahat? ; g ; stirdiir ya da arttir
l EVET l HAYIR
Risk faktorlerinin oranina ve Tahmini direng HaStaya ozel kabul edebilir diren(;
agirhigina gore tahmini oranin azalt esik degeri
diren¢ oranini arttir

Hastaya ozel direnc olasihigi




Akut piyelonefritte ilk antibiyotik rejimi seciminde onerilen algoritma
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Tedavi icin diisiindiigiin ajanin hastaya 6zel
direnc olasiigini belirle

d

Hastaya ait gecen y1l i¢inde diigiindiigiin
ajana direngli gram negatif izolat var m?

HAY Rl

Diisiindtigiin ajan i¢in kiimiilatif E.coli duyarliligini
temin et
(ayaktan, yatan hasta, hastane, bolge, tilke sirast ile)

|

Direng icin hastaya 6zel risk faktorii var m?
65 yas iistii? Yakin hastane yatig1? Bakimevi?
Yakin antibiyotik kullanimi?

Urolojik anormallik ya da yabanci cisim?
Direngli m.o. ile enfeksiyon dykiisii?

Direngli bakteriler i¢cin endemik bolgeye seyahat?

l EVET l HAYIR

Risk faktorlerinin oranina ve Tahmini direng
agirhigina gore tahmini oranini azalt
direng oranini arttir

Hastaya ozel direnc olasihigi

Akut piyelonefrit

—) Ajandan

kagin

Q’}

esigini belirle (ajandan bag
Esik degeri %10 U degistir,

eslik eden faktorler

\ HAYI Rl
Ri%(térleri #i oranina Direng i¢in kabul
girhiginagore kabul edilebilir esik degeri
ilebilir gfik degeri diisiir stirdiir ya da arttir

Hastaya ozel kabul edebilir diren¢
esik degeri
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Antimicrobial susceptibilities of Escherichia coliisolates as agents of
community-acquired urinary tract infection (2008-2014)

Nisel Yilmaz, Neval Agus, Arzu Bayram, Pinar Samlioglu, M. Cem $irin, Yeser Karaca Derici, Sevgi Yilmaz Hana

ABSTRACT

Objective: Urinary tract infections (UTIs) are among the most frequently seen comnmmity-acquired infections
worldwide. E. coli canses 90% of urinary system infections. To guide the empirical therapy, the resistance pattern
of E. coli responsible for community-acquired UTI was evaluated throughout a seven-year period in this study.

Material and methods: The urine cultures of patients with urinary tract infections admitted to outpatient
clinics between 1¢ Jammary 2008 and 31+ December 2014 were analyzed. Presence of =10° colony-forming
units/mL in urine culture media was considered as significant for UTI. Isolated bacteria were identified by
standard laboratory techniques or automated system VITEK?2 (BioMerieux, France) and BD PhoenixTM
100 (BD, USA), as required. Antibiotic susceptibility testing was performed by Kirby-Bauer disk diffusion
method using Clinical Laboratory Standard Institute (CLSI) criteria.

Results: A total of 13281 uropathogens were isolated. Overall E. coli accounted for 8975 (67%) of all
isolates. Resistance rates of E. coli to antimi ial agents was d to be as follows: ampicillin
66.9%, cefazolin 30.9%, cefuroxime 30.9%, ceftazidime 14.9%, cefotaxime 28%, cefepime 12%, amoxicil-
lin-clavulanic acid 36.9%, trimethoprim-sulfamethoxazole (TMP-SXT) 20%, ciprofloxacin 49.9%, amika-
cin 0.3%, gentamycin 24%, nitrofurantoin 0.9%, and fosfomyein 4.3%. There was no resistance to imipenem
nor meropenem. The frequency of ESBL-producing E. coli strains was 24%.

Conclusion: It is hided that fosf and nit are appropriate empirical therapy for commmu-
nity-acquired UTI empirical therapy, but the fiuoroquinclones and the TMP-SXT shall not be used in the em-
prical treatment of UTI at this stage. In conchusion, as resistance rates show regional differences, it is necessary
to regularly examine regional resistance rates to determine the appropriate empiric antibiotic treatment and
national antibiotic usage policies must be reorganized according to data obtained from these studies.

Keywords: Antimicrobial susceptibility, community-acquired urinary tract infections; Escherichia coli
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= Cahsmalarin benzemezlerti;

— Calisma yillar

— Hasta kabul kriterleri
Ayaktan hasta tamam da toplum koékenli mi?
* Yeni taburcu
« Kontrol hastasi
 Saglik bakim 1liskili
« Asemptomatik

— Komplike edici faktorlerin varhg............

— Antibiyotik duyarlilik sablonlarindaki farklar

= Calismalarin benzeri;
— Yiiksek direnc¢ oranlari



Direnc¢ oranlari (%)
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11
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Hasta bazl1 diren¢ degerlendirmesi risk faktorleri

Journal of Antimicrobial Chemotherapy (2005) 56, 914-918
doi:10.1093/jac/dki344

Advance Access publication 20 September 2005

Risk factors for ciprofloxacin re: ’

strains isolated from .. . . . - . . .
I'able 4. Multivariate analysis of ciprofloxacin resistance among

urinary tract infe

E. coli
Hande Arslan!, Ozlem Kurt Azap'*, Onder Ergi
Urinary Tract Infec
! Department of Clinical Microbiology and Infectious Di. [-Jdds rato Cnntld’c nce lrltCt"'.-’ﬂl P ".-’E'Llll-l:
Turkey; "Infe'('rir)us Disease Clinics, Ankara Numune
Received 21 April 2005; retwrned 11 June 2005; 1 ..""Lg'l: over 5 {.] ]. .ﬁ ]. a {]8—2 .4’? {].{] 2{]
Ciprofloxacin use 2.8 1.38-5.47 0.004
Complicated UTI 24 1.54-3.61 <(0.001

TABLE 2. Univariate analysis of extended-spectrum f-lac-

N ... (=s80) posiciviey among uropathogenic Escherichia

coli
Risk factors for e —— s
wropathogenic id ESBL + E..coli %? :
urinary tract infec
(y 0.925
- 0 <0.001
. | | 0262
0. K. Azap', H. Arslan’, K. Ser . o o . . 0.073
yoommmsanneand = ¥039.2 TMP-SMZ ve Kinolon ve gentamisin direngli | o7
Medicine, Bahcelievler, Ankara, Turkey - - — — 0:032
More than three UTI 47 (10) 14 (30) =0.00 |
isodes in th edi
Al u?;?ye.;met:- precssing y=ar 16 (3) 2 (13) 0.692
UTI in the preceding year 125 (27) 22 (18) 0,006
Use of antibiotic in the preceding 1 (20) 19 (21) 0.001
o TTonaTs
Use of fi-lacam antibiotic 31 (7 Il (35) =<0.001
in the preceding 3 months
Use of quinolones in the preceding 29 (6) 3 (10) 1.000

3 months

UTI, urinary tract infection.



Neden cok ilaca direnc?

= ST131 Klonu

— Kinolon / aminoglikozid/ ¢ogu B laktam antibiyotiklere direngli
— Global olarak hizli yayiliyor

— Uropatojen virulansi yiiksek
Lopez-Cerero L JAC 2014



Emerging Escherichia coli O25b/ST131 Clone
Predicts Treatment Failure in Urinary Tract
Infections

Fusun Can,' Ozlem Kurt Azap? Ceren Seref,! Pelin Ispir," Hande Arslan,” and Onder Ergonul®
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E. coli O25b/5T131 in Treatment of UTI « CID 2015:60 (15 February) e 523

2011 / Baskent Hastanesi

Ayaktan hasta ( en az bir tiriner sistem bulgusu + 16kosittiri)
Antibiyotik duyarlilik testi

MDR >3 grup (B laktam, gentamisin, kinolon, TMP-SMZ)

ESBL tip tayini (PCR)
Filogenetik analiz (PCR)




294 uropatojen E.coli

Ciprofloksasin
Fosfomisin
TMP-SMZ
Cefuroksim
MDR
Karbapenem

27
23

% 24 ESBL +
% 12 ST131

39
0
44
25
39
0



Table 1. Risk Factors for Presence of Sequence Type 131 Clone

ST131 MNon-5T1.31
Isolates Isolates
(n=35), (n = 259), ~
Risk Factor MNo. (%) MNo. (9%%) Value
FPatient risk factors
Mean age (SD) 50 (17) 53 (20) 318
Female sex 31 (89) 221 (85) BO7
Antibiotic use other than 10 (29) 55 (21) 2345
QOuinolone use within last 2 Mo 13 (327) A8 (19) 011
TITITY LT Tl o 2 2o [ W B G 3 oo
vear
O peration within the last yvear 11 (31) 34 (13) D05
‘Bactenal Tactors
QOuinolone resistance A2 (100) 79 (31) = 001
Multidrug resistance 26 (74) 81 (31) =001
ESBL production 21 (a0) 49 (19) = 001
CTX-M-15 positivity 13 (37) 27 {10) <. 001

Abbreviations: ESBL, extended-spectrum

5T131, seguence type 131.

f-lactamase; SD, standard dewviation;
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Table 2. Univariate Analysis for Treatment Failure

Treatment Mo Treatment

Failure Failure
(n=35), (n=259), P
Risk Factor MNo. (%) MNo. (%) Value
Patient risk factors
Mean age (SD) 56 (17) 53 (20) 277
Female sex 39 (87) 213 (86) 843
Antibiotic use within last 26 (58) 100 {41) 033
3 mo
Quinolone use within last 12 (27) 49 (20) 287
3 mo
Hospitalization within last 19 {42) 57 (23) 006
yvear
Operation within last year 13 (29) 32 (13) .006
Bacterial factors
Quinolone resistance 28 (B62) 86 (35) <.001
Multidrug resistance 30 (54) 86 (28) <.001
Belonging to ST131 clone 14 (31) 21 (8) <.001
ESBL production 17 (38) 53 (21) 017
CTX-M-15 positivity 10 (22) 30(12) 067

Abbreviations: ESBL, extended-spectrum f-lactamase; SD, standard dewviation;
5T131. seauence tvoe 131.
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« 26/107 (%24) ST131
o 24/26 (%92) H30
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« ESBL
* 59(%55.1)
* 18 (%31)ST131 klonu (%94 H30-Rx subklonu)
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Table 2
Univanate and multvanate analyses for infection with ST131 H30-Rx subclone among multidrug-resistant Escherichia cob isolates,

Rusk factor Univariate analyas Multivanate analysis

Ok 95% (1 P-value OR 95% 1 Py alue

Patient risk factors
Age =50 years 0.4 0.16-1.16 0.0498 0.25 0.06-1.04 0.058
Female sex 1.6 0.41-6.05 0454 135 0.29-6.24 0,645
UTH within last year 1.2 0.42-1.52 0.705 2 (.54-782 0.286
Quinolone use within last 3 months 0.27-1.95 0534 042 0.1-168 0225
Hospitalisation within last year 3 1.13-8.29 0.027 15 1.04-12.17 0.042
| mimun csuppression L6 0.:4-4.84 (.384 135 031-39 0,682
Chronic heart diseases 03-293 0933 08 0.17-365 0771
Diabetes mellitus 04 0.1-1.38 0.4 044 0.09-2.15 0317
Bacterial nsk factors
m}i-M-lﬂ production 16 1.34-9.88 0.011 48 1.34-1532 0.007

OR, odds ratio; C1, confidence nterval; UTI, urnary tract infection.
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Tedavi- piyelonefrit

m Kiiltiir icin ornek aldiktan sonra
— 3.Kusak sefalosporin
— Aminoglikozid ( bobrek fonksiyonlar1 kontrolii ile)
— Karbapenem

= Kiiltiir sonucuna gore tedavi modifiye edilmelidir.

= Birinci basamak kiiltiir alip bir doz aminoglikozid vererek
hastayi ikinci basamaga sevk eder.



Akut piyelonefritte ilk antibiyotik rejimi seciminde onerilen algoritma

»

direng¢ olasihigim belirle

¥

Hastaya ait gecen y1l i¢inde diisiindiigiin
ajana direngli gram negatif izolat var m?

[ Tedavi icin diisiindiigiin ajanin hastaya 6zel }

1 —) Ajandan
EVET
HAYIR kagin

Diislindiigiin ajan i¢in kiimiilatif E.coli duyarliligini temin et

|

Direng i¢in hastaya 6zel risk faktorii var m?

65 yas istii )

Urolojik anormallik ya da yabanci cisim

3 ay i¢inde hastane yatig 6ykiisii var

3 ay i¢inde antibiyotik kullanimi

3 ay i¢inde direngli bakteri ile enfeksiyon dykiisii

EVET

l

Hastanin acil yatis endikasyonu var mi1? HAYIR =)

EVET

KARBAPENEM (48 saat)

HAYIR

Ajan seg

UZUN ETKILi IV SEFALOSPORIN
AMINOGLIKOZID (48 saat)
ERTAPENEM




Akut piyelonefritte ilk antibiyotik rejimi seciminde onerilen algoritma

[ Tedavi icin diisiindiigiin ajanin hastaya 6zel }

direng¢ olasihigim belirle

¥

Hastaya ait gecen y1l i¢inde diisiindiigiin
ajana direngli gram negatif izolat var m?
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HAYIR

Diistindiigiin ajan i¢in kiimiilatif E.coli duyarliligini temin et

l

Direng i¢in hastaya 6zel risk faktorii var m?

65 yas iistii ) HAYIR >
Urolojik anormallik ya da yabanci cisim AJ an SCQ

3 ay i¢inde hastane yatig 6ykiisii var
3 ay iginde antibiyotik kullanimi 1

3 ay i¢inde direngli bakteri ile enfeksiyon dykiisii

Hastanin acil yatis endikasyonu var
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EVET
(48 saat icin)

UZUN ETKILI IV SEFALOSPORIN
AMINOGLIKOZID

KARBAPENEM




Akut piyelonefritte ilk antibiyotik rejimi seciminde onerilen algoritma
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KINOLON?

| TMP-SMZ?




Komplike olmayan USI etkenlerinde direng oranlari

Oral TMP-SXT Kinolon Gentamisin | Seftriakson
sefalosporin

Arslan 2005
Azap 2009 9 35 22 10 9
Giineysel 2009 17 32 15 - -

Aypak 2010 23 41 25 6 16



Akut piyelonefritte ilk antibiyotik rejimi seciminde onerilen algoritma
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Takip

Ayaktan takip edilecek hastalar i¢in 11k 48-72 saat
yakin takip (Telefon takibi)

m 438-72 saat i¢cinde uygun antibiyotik
tedavisine ragmen yanit vermeyen

hastalara Radyolojik

= Birkag hafta i¢inde semptomlarin goruntilleme

tekrarlamasi halinde



Tedavi suresi

= Kadinlarda
— Patojen tedaviye duyarh ise klinik kiir >%90
 5-7 giin kinolon /10-14 giin TMP-SMZ
B laktamlarla ilgili veriler sinirlidir (oral kullanimda 10-14 giin)

— Patojen tedaviye direncli 1se kabul edilemez bir basarisizlik riski
var (Talan D 2000)

m Erkeklerde piyelonefrit veya prostatit ayird: yapilamadiginda prostat
dokusuna 1yi ge¢en bir ajanla (kinolon) 14 giin siirmeli



Tedavi suiresi

m Tedavi siiresi Onerisi i¢in yeterli veri olmayan durumlar
— Agir hastalik

— Hidroiireter, tas, abse gibi durumlar i¢cin mekanik
girisim yapilan hastalar

— Diger antibiyotikler

m Tedavi siiresinin uzamasi;

— uzaklastirilamayan enfeksiyon odaginin devami halinde
( Non-obstriiktif tas gibi)

— bakteriyemide uzatmaya gerek yok






GFR <40 ml/dk
Bilinen ya da siipheli iirolitiazis

Uriner Ph >7.0

35y, kadin
Ates+, piyiiri+, KVAH + Pyelonefrit
Lokositoz+

l

B Goriintiileme endikasyonu yok

|

Yatis endikasyonu yok D —

|

Kusma+ antiemetik+, analjezik+, antipiretik+
Dehidratasyon+ iv s1vi replasmam+ KULTUR, iv
seftriakson

(AcH-servis)

Sepsis ya da septik sok

Genel durum boz.
Immunsupresyon

Hemodinamik instabilite

Kotii psikososyal durum

Oral ab tedavisine uygun olmamak




Akut piyelonefritte ilk antibiyotik rejimi seciminde onerilen algoritma

[ Tedavi icin diisiindiigiin ajanin hastaya 6zel }

direng¢ olasihigim belirle

¥

Hastaya ait gecen y1l i¢inde diisiindiigiin
ajana direngli gram negatif izolat var m?

1 —) Ajandan
EVET
HAYIR kagin

Diislindiigiin ajan i¢in kiimiilatif E.coli duyarliligini temin et

|

Direng i¢in hastaya 6zel risk faktorii var m?

65 yas Ustii ) HAYIR .
Hastanin yeni hastane yatis ykiisii var AJ an SGQ
Yakin (3 av) antibivotik kullanim

Urolojik anormallik ya da yabanci cisim
Direncli m.o. ile enfeksiyon oykiisii

EVET
) UZUN ETKILI IV SEFALOSPORIN
l HAYIR AMINOGLIKOZID (48 saat)
Hastanin acil yatis endikasyonu var m1? ERTAPENEM
EVET

l

KARBAPENEM (48 saat)




GFR <40 ml/dk
Bilinen ya da siipheli iirolitiazis

Uriner Ph >7.0

35y, kadin
Ates+, piyiiri+, KVAH + Pyelonefrit
Lokositoz+

l

B Goriintiileme endikasyonu yok

|

Yatis endikasyonu yok <«
Kusma+ antiemetik+, analjezik+, antipiretik+
Dehidratasyon+ iv stvi replasmami+, KULTUR, iv

Seftriakson

(AcH-servis)

Sepsis ya da septik sok

Genel durum boz.
Immunsupresyon

Hemodinamik instabilite

Kotii psikososyal durum

Oral ab tedavisine uygun olmamak

l

Bulanti, kusma, dehidratasyon devam ediyor mu?

Intramuskuler seftriakson
Kiiltiir sonucu ¢ikana kadar tif ile kontrol
Kiiltiir sonucu ile oral tedavi secenegi?










