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REKURREN URINER SISTEM
INFEKSIYONLARI (RUSI)

Tanim: Onceki USI atagi tam tedavi edildikten sonra
gecirilen yeni semptomatik atak

v’ Alti ay icinde gecirilen semptomatik USI sayisi : > 2
veya

v’ Bir yilda gecirilen USI sayisi: > 3




* Onceki epizod tedavi edildikten sonraki iki
GEIaPD hafta icinde gelisir.
* Etken ayni

* Farkli etkenle yeni infeksiyon veya

> ki hafta siirede ayni etkenle gelisen
Reinfeksiyon infeksiyon
« |ki infeksiyon arasinda yapilan kultur

negatif olmal..

—_————— -
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| Rekiirrenslerin cogu reinfeksiyon seklinde olmaktadir. :
| |
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o Ataklarin 1/3’i ilk ataktan sonraki alti ay icinde
gecirilir.
— En sik 3 ay icinde

e >55 yas bayanlarda bu oran yaklasik: %50

e Etken E.coli ise tekrarlama riski
daha fazladrr.

e Saglikli kadinlarda bile yaygindir.
e |drar kultiru ile dogrulanmahdir.




Risk Faktorleri

* Genetik faktorler
— ABH kan grup antijenlerini sekrete etmeyenler
— |L-8 reseptoru

* Davranissal faktorler
— Spermisidli Grun kullanimi (diyafram vs)
— Cinsel aktivite sikhigl veya yeni es
— Yakin zamanda antibiyotik kullanimi
— |lk atagin <15 yas gecirilmesi
— Annede USI dykisi




Risk Faktorleri

* Yapisal faktorler ve komorbiditeler
— Anatomik sorunlar

— Postmenopozal donem
— DM

 Uropatojenlerin viriilansi

— Daha virulan izolatlar gosterilmemistir.

.
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UROLOJIK GORUNTULEME

RUSI geciren cogu kadinda urolojik sorun yoktur.
Rekurren sistitlerde 6nerilmez.
Cinsel aktiviteyle iliskisiz RUSI’lerde énerilir.

Tekrarlayan Proteus spp. izolasyonunda tastan
siphelenilmelidir.

Tas varligi-- USG / abdominopelvik BT
Rezidu idrar-- USG

AAFP. Am Fam Physician 2010;82. 638-43
European Association of Urology guideline for urological infections 2015



UROLOJIK GORUNTULEME

* Genc kadinda ilk akut piyelonefrit :
— Rutinde 6nerilmez
— Tedaviye gec yanit varsa onerilir.
e > 2 piyelonefrit gecirenlerde
— Urografi veya USG &nerilir.

Ekskretuar Urografi ve sistoskopi

* Anatomik / fonksiyonel bozukluk siiphesinde,

« USI *+ persistan hematduride,

* |drarda devam eden E.coli izolasyonu varsa dnerilir.

www. uptodate.com




The Centre for Evidence-based Medicine: Levels of Clinical

Evidence

LEVEL 1

LEVEL 2

CASE-CONTROLLED
LEVEL 3 STUDIES

LEVEL 4

CASE REPORT OR
LEVEL 5 EXPERT OPINION

HIGHEST LEVEL OF EVIDENCE

COHORT
STUDIES

-3

- -|l- - LOWEST LEVEL OF EVIDENCE

* RCT = RANDOMIZED CUNICAL TRIAL

a) Oxtord CEBM grades of recommendation
Grade

A

B

C
D

b) ADA levels of evidencel'@
ADA level of evidence
A

B
c

E

Description

Consistant level 1 studies (e.g. a systematic review or well conducted RCT)
Consistent level 2 or 3 studies or extrapolations from level 1 studies (g.g. individual
cchort studies or case control studies)

Level 4 studies or extrapolations from level 2 or 3 studies (e.g. case senes studies)

Level 5 evidence or troublingly inconsistent or inconclusive studies of any level (e.g.
expert opinion or bench resesarch)

Description

Clear evidence from well conducted, generalisable, RCTs that are adaquately powered
or supportive evidence from well conducted RCTs

Supportive evidence from well conducted cohort studies or supporting evidence from a
well conducted case-control study

Supportive evidence from poorly controlled or uncontrolled studies or conflicting
evidence with the weaight of evidence supporting the recommendation

Expert consansus or clinical expariance

RCT = randomised controlled trial.



REKURREN URINER INFEKSIYONLARA
YAKLASIM

v Antimikrobiyal tedavi
v’ Antimikrobiyal profilaksi
v’ Davranissal faktorlerin diizenlenmesi

v’ Antimikrobiyal disi profilaksi




ANTIMIKROBIYAL TEDAVI

* |lIk USI atagi komplike olmayan sistit gibi tedavi edilir.

Reklurren komplike olmayan sistit
* Tedavi secimi: Sporadik sistitteki gibi
* Lokal antibiyotik direnc oranlari dikkate alinmaldir.




Rekurren Komplike Olmayan Sistit

Kendi kendine tani ve tedavi- li¢ guin
(self diagnosis-treatment) (1A)
* Bilincli, istekli hastalarda onerilmelidir.
e Taninin kaltarle dogrulanmasi gerekmez.
 Antibiyotik secimi sporadik USI'deki gibidir.
* 48 saat icinde yanit alinamazsa doktoruna
basvurmasi konusunda hastaya bilgi verilmelidir.

AMMI Canada Guideline for complicated UTI 2005
European Association of Urology guideline for urological infections 2015



Komplike Olmayan Sistit Tedavisi

| Fluoroguinolones
. od
Can one of the recommended antimicrobials* @ | (resistance prevalence high in
below be used considering: s0me areas)
Availability
Allergy history OR
Tolerance
p-lactams
Nitrofurantoin monochydrate/macrocrystals 100 (avoid ampicillin or amoxicillin
o mg bid X 5 dalyls alone; lower efficacy than other
(avoid if early pyelonephritis suspected) available agents; requires close
follow-up)
OR

. mg
(one DS tablet) bid X 3 days
(avoid if resistance prevalence is known to
exceed 20% or if used for UTI in previous 3
months)

OR

Fosfomycin trometamol 3 gm single dose
(lower efficacy than some other recommended
agents; avoid if early pyelonephritis suspected)

*The choice between these agents should be
individualized and based on patient allergy and
compliance history, local practice patterns, local
community resistance prevalence, availability, cost, and
patient and provider threshold for failure (see Table 4)

OR

Pivmecillinam 400 mg bid x 5 days
(lower efficacy than some other recommended
agents; avoid if early pyelonephritis suspected)

IDSA Guideline 2010. CID 2011;52: e103-120



Komplike RUSI Tedavisi

Erkenden genis spektrumlu antibiyotik baslanmalidir.
Idrar kiltiir sonucuna gore deeskalasyon yapilmalidir.
— Sistitte 7 guin, piyelonefritte 10-14 gin

Predispozan faktorler arastiriimalidir.

Kronik bakteritiri olanlarda yeni semptom eklenirse kiltir
alinip tedavi baslanmalidir.

Urolojik araclari olanlarda tedavi stiresi kisa tutulmahdir.

AMMI Canada Guideline for complicated UTI 2005




Komplike RUSI

* Antimikrobiyal profilaksi 6nerilmez.

» Baskilayici antimikrobiyal tedavi

— Cok sik USI geciren persistan genitolriner
anomalili kisilerde dnerilir.

e Tedavi tamamlandiktan 1-2 hafta sonra idrar
kultiru tekrarlanmalidir:

— Bakteriyel persistansi dislamak,
— Sonraki ataklarin tedavisine yon vermek

AMMI Canada Guideline for complicates UTI 2005




ANTIMIKROBIYAL PROFILAKSI

Ne zaman uygulanmali?

e Davranissal degisiklik ve

* Antimikrobiyal disi profilaksi basarisiz olmussa
onerilir.

* |drarin steril oldugundan emin olunmalidir.

* Antibiyotik seciminde:
— Ataklardaki etken/etkenlerin duyarhlik profili
— Lokal direnc verileri
— Yan etkiler
— Maliyet

European Association of Urology guideline for urological infections 2015
AMMI Canada Guideline for complicated UTI 2005
AAFP. Am Fam Physician 2010;82. 638-43



Devamli Profilaksi (1A)

Nitrofurantoin
Trimetoprim
TMP-SXT
Fosfomisin

Ekolojik kollateral etkileri dustinulerek kinolonlar ve
sefalosporinler rutinde kullanilmamal..

Nitrofurantoine bagli akciger fibrozisi veya hepatit
akilda tutulmahidir.

European Association of Urology guideline for urological infections 2015



Toplam sure:??

— 6-12 ay yeterli olmayabilir.

Profilaksi kesilince koruyuculuk devam etmez.
Bir antibiyotikten digerine gecmek
onerilmiyor.

Profilaksi sirasinda gelisen USI tedavisi:

— Kulture gore tedavi tamamlandiktan sonra
veniden profilaksiye baslanabilir.




Continuous antimicrobial prophylaxis regimens for
women with recurrent urinary tract infection

Expected UTIs

Regimens
per year

Trimethoprim-sulfamethoxazole 40 mg/200 | 0 to 0.2
mg once daily

Trimethoprim-sulfamethoxazole 40 mg/200 | 0.1
mg thrice wkly

Gece Trimethoprim 100 mg once daily 0to 1.5

yatmadan MNitrofurantoin 50 mg once daily 0 to 0.6

once igilmeli Nitrofurantoin 100 mg once daily 0 to 0.7
Cefaclor 250 mg once daily 0
Cephalexin 125 mg once daily 0.1
Cephalexin 250 mg once daily 0.2
Morfloxacin 200 mg once daily 0
Ciprofloxacin 125 mg once daily 0

* High recurrence rates observed with tnimethoprim associated with
trimethoprim-resistance.

Fosfomisin 3 g/10 glinde bir
onerilir.

Avrupa Uroloji Kilavuzu
Kanada Uroloji Kilavuzu



Post-koital Profilaksi (1A)

RUSI ataklari cinsel temastan sonraki 24-48 sa
icinde gelisiyorsa dusuntlmelidir.

Devamli profilaksiye benzer sonuc
alinabilmektedir.

Cinsel temastan sonra 2 saat icinde ilac
alinmahdir.

1. European Association of Urology guideline for urological infections 2015
2. Canada Society of Obstetrician and Gynaecologists guideline for RUTI 2010



Post-coital antimicrobial prophylaxis regimens for
women with recurrent urinary tract infection

Regimens

Expected UTIs per

year

Trimethoprim-sulfamethoxazole 40
mag,/200 mg

Trimethoprnim-sulfamethoxazole 80
mag,/400 mg

Mitrofurantoin 50 mg or 100 mg
Cephalexin 250 mg
Ciprofloxacin 125 mg
Morfloxacin 200 mg

Ofloxacin 100 mg

0.20

0.00

0.10
0.03
0.00
0.00

0.06




Gebelikte Profilaksi

Profilaksi 6nerilenler (2B):
* Gebelik 6ncesi sik USI ataklari gecirenlere

* |ki kez antibiyotik tedavisine ragmen devam eden
bakteriliri (semptomlu / semptomsuz)

* DM gibi eslik eden durum varligi
** Gebeligin son 4 haftasinda antibiyotik kesilmeli.

Secenekler:
— Sefaleksin 125-250 mg/gln
— Nitrofurantoin 50 mg/gin

1. European Association of Urology guideline for urological infections 2015
2. Canada Society of Obstetrician and Gynaecologists guideline for RUTI 2010



BASKILAYICI TEDAVI

 Uriner sorunu duzeltilemeyenlerde
disundulebilir (11A)
— Ureter stent,
— Renal transplant,
— Struvit taslari olanlar

* Antibiyotik hastaya gore secilmelidir.
e Sure ??

AMMI Canada Guideline for complicated UTI 2005
AAFP. Am Fam Physician 2010;82. 638-43



DAVRANISSAL FAKTORLERIN
DUZENLENMESI

* Post-koital miksiyon ve sivi alinmasi
* Onden arkaya temizlik
e Spermisidli Grtnlerin kullanilmamasi (4C)

A Sistit

. A\ \kadmiarin

£ ) hayatim
malwedivnr




ANTIMIKROBIYAL DISI PROFILAKSI

v Hormon tedavisi

v Immunoaktif profilaksi
v’ Metenamin tuzlari

v’ Probiyotik

v’ Cranberry

v’ D-mannoz

v Intravezikal hyaltironik asit ve
condroitin sulfat

v’ Diger (Bitkisel)




Hormon tedavisi

Post-menopozal vajinal ostrojen (1A)

Laktobasiller vajinal pH’yi1 asidifiye ederek
tropatojen kolonizasyonunu inhibe eder.

Vajinal 6strojen laktobasil kolonizasyonunu artirir.
Krem (glinlik / haftada iki kez), tablet veya
Ostradiol salan vajinal halka

USI sikhigini azalttigi kanitlanmistir.

Yan etki: Vajinal irritasyon (%6-20)

1.European Association of Urology guideline for urological infections 2015.
2.Canada Society of Obstetrician and Gynaecologists guideline for RUTI 2010.
3. Beerepoot MAJ et al. J Urol 2013 190:1981-89.



Effectiveness of Estriol-Containing Vaginal
Pessaries and Nitrofurantoin Macrocrystal
Therapy in the Prevention of Recurrent Urinary
Tract Infection in Postmenopausal Women

CID 2003;36:1362-8

R. Raz,"* R. Colodner.? Y. Rohana,” S. Battino,® E. Rottensterich,” |. Wasser,” and W. Stamm"®

'Infectious Diseases Unit and *Microbiological Department, Haemek Medical Center, *Gynecological Unit, Omer Clinic, Afula, *Faculty
of Medicing, The Technion, Haifa, and *Zvulun Outpatient Clinic, Kiryat Bialik, Israel; and *Division of Allergy and Infectious Diseases,
University of Washington School of Medicine, Seaftle, Washington

We compared the efficacy and safety of estriol-containing vaginal pessary use with those of oral nitrofurantoin
macrocrystal (NM) therapy for preventing urinary tract infection (UTI} in postmenopausal women with
recurrent UTL. Owver a period of 9 months, 86 women received an estriol-containing vaginal pessary (0.5 mg
estriol) twice weekly, and 85 women received NM (100 mg) once daily. We recorded 124 episodes of UTI in
women who received estriol-releasing pessaries and 48 episodes of UTI in women treated with NM (P =
L0003), Twenty-eight women (32.6%) who received estriol had no episodes of UTI versus 41 women (48.2%)
in the NM group. There was a significant increase in the number of superficial cells in women who received
estriol , whereas in the NM group, no such changes occurred. However, there was no change in the extent of
Lactobacillus colonization and in the vaginal pH in women who received estriol. Use of an estriol-containing

pessary is less effective than oral NM therapv in the prevention of bacteriuria in postmenopausal women

because of its failure to restore the population of lactobacilli and to reduce the vaginal pH in these women.

* n=86 kadin, Ostriol iceren vajinal halka (haftada iki kez), 9 ay

* n=85, nitrofurantoin giinde bir kez

e 9 ay sliresince gecirilen atak sayisi nitrofurantoin grubunda
daha distk bulunmus.




Oral Ostrojen

 USI sikligini azalttigi gosterilmemistir.

e Uzun sureli kullanimda olasi riskler (meme
kanseri, tromboemboli vb) nedeniyle

postmenopozal donemde onerilmez.




v Immiinoaktif profilaksi
v’ Metenamin tuzlari

v’ Probiyotik

v’ Cranberry

v

/i

v

D-mannoz
ntravezikal hyallronik asit ve
condroitin sulfat

Diger (Bitkisel)




Immunoaktif profilaksi

* Oral, vajinal veya enjektabl asilar Gzerinde
calismalar yapilmistir.

e OM-89 (Uro-Vaxom®)
* Urovac®

e Solco-Urovac®

e StroVac®
 Uromune®




OM-89 (Uro-Vaxom®)

* Oral kapsdul, 1siyla inaktive
edilmis as

 Uropatojen E.coli’nin 18 farkl
serotipini icerir.

* Dogal immuniteyi uyarir
— Dendritik hucre aktivasyonu,

— Notrofil ve makrofaj
fagositozunu artirir.

* Rapel dozlarla spesifik IgG ve IgA
duzeyleri artar.

TERRALAB

we. for bealth is our nature

NN TC / TaB iV a "’.-.
PRODUCTS / URQ-VAXOM®

P

Q) Home

Ul'o-Vaxonl®

is an extract of Escherichia coli, a germ
responsible for the majority of urinary
infections, It stimulates the immune syster
in order to increase the body’s natural
defences against a wide spectrum of
urinary pathogens. Uro-Vaxom® prevent
recurrent urinary tract infections, in
particular cystitis.

European Association of Urology guideline for urological infections 2015



OM-89 (Uro-Vaxom®)

Calismalarin en cok yogunlastigi asidir.
Randomize calismalarda plasebodan etkili (1B)
Guvenilirdir

Ac karina alinmalidir.

Tuarkiye’de Assos firmasi tarafindan ithal edilmektedir.
— 6 mg, 30 kapsul (47 TL)




Beerepoot MAJ et al. J Urol 2013 190:1981-89.

Nonantibiotic Prophylaxis for Recurrent Urinary Tract
Infections: A Systematic Review and Meta-Analysis
of Randomized Controlled Trials

M. A. J. Beerepoot,* S. E. Geerlings, E. P. van Haarst, N. Mensing van Charante
and G. ter Riet

4 calisma (n=891): OM-89 giinde bir adet
* Kullanim siresi: 3ay Takip: 6 ay

« Ortalama USI atak sayisi ve en az bir atak gecirme orani plaseboyla
kiyaslanmis.

* Yan etkiler: Basagrisi, GIS yakinmalari, allerjik reaksiyon

1st Year of Index Control  Jadad

author publication n/N n/N score RR (95% Cl)
oma9

Tammeh 1990 38/61  49/59 2 m— 0.75 (0.60, 0.94)
Schulman 1993 29/82  54/78 4 =l 0.51 (0.37,0.71)
Magasi 1994 19/58  42/54 2 = 0.42 (0.28,0.63)
Bauer 2005 93/231 1221222 3 e 0.73 (0.60, 0.89)
D+L Subtotal (l-squared = 69.3%, p = 0.021) 'E'-:}' 0.61 (0.48,0.78)
M-H Subtotal <> 0.64 (0.56, 0.73)

1



Oral vaccine (OM-89) in the recurrent urinary tract
infection prophylaxis: A realistic systematic review

with meta-analysis™

K.A. Taha Neto?, L. Nogueira Castilho®, L.O. Reis®*

e 5 calisma (ikisi randomize)

e Kullanim siresi: 3 ay
e Takip stresi: 6 ay

Actas Urol Esp 2016

Test for overall effect: Z=4.52 (P<.00001)

Favours Uro-Vaxom

Uro-Vaxom Control Odds ratio Odds ratio
Study or subgroup  Eyents Total Events Total Weight M-H, fixed, 95% C1 Year M-H, fixed, 85% CI
Frey 1986 0 21 6 25 B.6% 0.07 [0.00, 1.32] 1986 * -
Tammon 1990 ] 61 14 29 19.2% 0.29 [0.10, 0.86] 1990 -
Schulman 1293 7 74 15 68 20.8% 0.37 [0.14, 0.97] 1993 —
Magasi 1994 2 o8 10 84 14.7% 0.16 [0.03, 0.75] 1994 —
Bauer 2006 15 171 28 179 36.7% 0.52 [0.27, 1.01] 2005 -
Total (95% Cl) 385 385 100.0% 0.35 [0.22, 0.55] <&
Total events @
Heterogeneity: Chi=3.63, di=4 (P=.46): P=0% I i i |
0.01 01 1 10 100

Favours contral

kalitelerinin duastklugu

Kisithliklar: Takip stresinin kisaligi, calisma




Urovac® (Vajinal ast)

Icerik:
e E. coli’ nin 6 serotipi
* P.vulgaris

o K pneumoniae __ | Iswylainaktive edilmig

tam hiicre asisi (10°/ ml)
* M. morganii

* E. faecalis _




Urovac® (Vajinal ast)

» Urogenital sistemde IgG ve IgA salgilanmasini
indukler.

* Vajende ve mesanede Uropatojenlerin
kolonizasyonunu azaltir.

* Booster dozla ataksiz gecen stire uzamaktadir
(1C).

Hopkins WJ et al. J Urol 2007;177:1349
European Association of Urology guideline for urological infections 2015



Vaginal Mucosal Vaccine for Recurrent Urinary Tract
Infections in Women: Results of a Phase 2 Clinical Trial

Walter J. Hopkins,* Johny Elkahwaji, Lori M. Beierle, Glen E. Leverson and David T. Uehling
J Urol 2007;177:1349

100

—O— Placebo only
—&— Vaccine without boosters

—®— Vaccine with boosters

* n=75 kadin
* Urovac supozituar asi:
* Primer immunizasyon: 3
doz haftalik,
* Booster: Ek olarak 3 doz,
aylik aralarla
* Takip suresi: 6 ay
 USi gecirmeyen kadinlarin
oranlari kiyaslanmis

Percent Infection-free

ﬂ J T B T L T L. T L) T L T L} T ! 1

0 20 40 60 80 100 120 140 160
Day of Study

F1G. 1. Percent of women in different treatment groups remaining
free of urinary tract infections caused by any bacterial strain.




Percent Infection-free

—®— Sexually active, vaccine with boosters
—O0— Sexually active, placebo only

20 4

{ —®— Not sexually active, vaccine with boosters
—L— Not sexually active, placebo only

0 ¥ T T T g T : T T T y T ¥ T T 1

0 20 40 G0 B0 100 120 140 160
Day of Study

F1G. 3. Percent of women in vaccine with boosters or placebo treat-
ment group who were sexually active and remained free of urinary
tract infections caused by E. coli.

Cinsel aktif kadinlarda,
E.coli’ye bagh USI
gecirmeyenlerin orani
cinsel aktif
olmayanlardan yiksek
(p=0.0002).

Vajinal irritasyon: %28
oraninda




Beerepoot MAJ et al. J Urol 2013 190:1981-89.

Nonantibiotic Prophylaxis for Recurrent Urinary Tract
Infections: A Systematic Review and Meta-Analysis
of Randomized Controlled Trials

M. A. J. Beerepoot,* S. E. Geerlings, E. P. van Haarst, N. Mensing van Charante
and G. ter Riet

* n=155 kadin
Urovac Risk ratio .
Uehing 1997 961 2030 5 e 0.87 (0,65, 1.16) * Plasebo kontrolli
Uehing 2003 2% Wis 3 nten 0.79 (055, 1.13)
Hopkins 2007 260 2125 3 0.76 (0.58, 1.00) e 1. ¢a | ISma p rimer
D+L Subtotal (l-squared = 0.0%, p = 0.787) < 0.81(0.68, 0.96) . -
M-H Subtolal < 0.81 (068, 0.96) ImmuniZzasyon,

e 2.calisma booster
dozlari da iceriyor.

Sonug: 2. calismada ilk reinfeksiyon

suresi uzamis.




Percent Infection-Free

Solco-Urovac®

Urovac ile ayni bakterileri igerir.

Aslinda parenteral asidir.

Genis Faz Il calismalari yok

Week of Protocol

100 —<— Placebo/Placebo ——> 6 doz plasebo
90 Vaccine/Placebo — > ik 3 doz asi, sonraki 3 doz plasebo
80 —*—— Vaccine/Vaccine — > 6dozas
70
60 * Fazll galigmasi, 36 kadin
50 . * Asiicerigi vajinal ovile
entegre edilmis.
40 e Takip stresi: 6 ay
30 I * Sonug¢: Tam agsl
20 H—— Treatments ——»- grubunda USI
B ; ; gecirmeyenlerin orani
Ch 17 S T A 0
O t————T7 T T e * Asitya bagh vajinal
0 5 10 15 20 25 31Ya bagh vl

yanma, kizarikhk, hafif
ates

Uehling DT et al. J Infect Dis 2001;183:581-3.



Strovac®

E. coli
P. vulgaris

K. pneumoniae =

M. morganii
E. faecalis .

Parenteral as

Istyla inaktive edilmis
tam hicre asisi

Faz Il calismalari devam ediyor.

Booster dozlari gerekli




Evaluation of a therapeutic vaccine for the prevention

U romune ® of recurren.t urinary tract. illeCt.iOFlS .versus
prophylactic treatment with antibiotics

M. F. Lorenzo-Gomez « B. Padilla-Fernandez - F. J.  Int Urogynecol J (2013) 24:127-134

Sublingual asi: inaktive edilmis tam bakteri lizati (10°/ ml)
--E.coli, P. vulgaris, K. pneumoniae,E. faecalis

(n=159) Asi grubu,
. . A 3 ay slreyle her giin
K * Gunluk TMP-SXT alan

grupla karsilastiriimis.

(n=160), TMP-SXT
glinliik, 6 ay

e Sonug: Antibiyotik
grubundan daha az
USI atagi saptanmis.

Ortalama USi sayisi

* Yan etki
saptanmamis.

N Oow B ot B =) 0 Ww

3.ay 9.ay 15.ay



Vaccination Utilizing the FimCH Complex As a Strategy to Prevent
Escherichia coli Urinary Tract Infections

Solomon Langermann and W. Ripley Ballou, Jr. Medlmmune, Inc., Gaithersburg, Maryland
The J Infect Dis 2001;183: S84—-6

e E.colitip 1 fimbrialarinin icerdigi FimH adezin
yapismada dnemlidir.

* Parenteral asiicerigi: FimH adezin + FimC adezin
(eslik eden protein)
* Hayvan modellerinde

— Bu adezinlere karsi antikor yaniti ve
— USI sikliginin azaldigi gdsterilmis.

* Faz Il calisma sonuclari bekleniyor.




v'Hormon tedavisi

v Immunoaktif profilaksi
v’ Metenamin tuzlari

v’ Probiyotik

v’ Cranberry

v

/i

v

D-mannoz
ntravezikal hyallronik asit ve
condroitin sulfat

Diger (Bitkisel)




Metenamin Tuzlari

Metenamin hipurat ve mandelat
Antiseptik ozelliklidir (Purinol®, Hippurin®)

Asit idrarda formaldehide donlserek
antibakteriyel etki gosterir.

lyi tolere edilebilen bir ilactir.
Doz : 2x1 g/gilin



:\ Cochrane — —
g Library Lee BS, et al. Methenamine hippurate for preventing urinary
tract infections. Cochrane Database Syst Rev, 2012.

Cochrane Database of Systematic Reviews
10:CD003265

* 6 randomize kontrollii calisma (n=2032)

e Sonuclar:

— Kisa sureli kullanan (<1hafta) ve Urolojik anormalligi
bulunmayanlarda USI sikhg azalmustir.

— Uzun sureli kullanan ve Urolojik anormalligi bulunanlarda
etkisi gorulmemistir.

Kisithliklar: Metodolojik sorunlar

Coklu direncli Giropatojenlerle RUSI gecirenlerde
diger seceneklerin etkisiz kalmasi durumunda
denenebilir.
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Probiyotikler (Lactobacillus sp)

Lactobacillus rhamnosus GR-1
L. reuteri RC-14

* Vajinal laktobasil florasini

i Y,
— | L/
Probiotics %/

diizenlerler. Lactobaciill

Rhamnosus

» Urogenital patojenlerle yarisirlar
* Bakteriyel vajinozisi dnlerler

* Ancak RUSI sikhgini azalttigina dair
yeterli kanit yoktur.

European Association of Urology guideline for urological infections 2015
Kontiokari T et al. BMJ 2001; 322: 1571.



Lactobacilli vs Antibiotics to Prevent
Urinary Tract Infections

A Randomized, Double-blind, Noninferiority Trial in Postmenopausal Women

Mariélle A. J. Beerepoot, MD; Gerben ter Riet, MD, PhD; Sita Nys, PhD; Willem M. van der Wal, PhD;

e n=252 postmenopozal kadin

 TMP-SXT, tek doz/giin (n=127) ile

* Lactobacillus rhamnosus GR-1 ve L. reuteri RC-14
oral kapsil (iki kez /glin) kiyaslanmis.

e Profilaksi stiresi: 12 ay

e TMP-SXT alanlarda:

— En az bir atak gecirenlerin orani daha diistik citkmis (%69-- %79)

— ilk atak daha gec gelismis (6. ay ---3. ay)
— idrar ve diski izolatlarinda TMP-SXT direnci saptanmis.

Arch Intern Med 2012;172:704-12



Randomized, Placebo-Controlled Phase 2 Trial of
a Lactobacillus crispatus Probiotic Given
Intravaginally for Prevention of Recurrent
Urinary Tract Infection

Ann E. Stapleton,” Melissa Au-Yeung,! Thomas M. Hooton,? David N. Fredricks 2 Pacita L. Roberts,?
Christopher A. Czaja,® Yuliya Yarova-Yarovaya,' Tina Fiedler? Marsha Cox,' and Walter E. Stamm??

Lactobacillus crispatus
* Intravajinal (n=100),
— 5 glin sureyle her gun,
— Sonraki 10 gln, haftada bir

* Sonuc: Premenopozal kadinlarda USI sikhgini
azaltmaktadir (2B).

Stapleton AE et al. Clin Infect Dis 2011; 52: 1212-7.



3 C_OChrane Schwenger, et al. Probiotics for preventing urinary tract infections in
' L|brary adults and children. Cochrane Database Syst Rev, 2015. 12:
Cochrane Database of Systematic Reviews P. Cd008772

e 9 calisma (n=735, cogu USI dykisi olan kadin)

— 5 calismada plasebo, 2 calismada antibiyotikle,

— 2 calismada profilaksi verilmeyenlerle kiyaslanmis.
e Olgu sayilari az, bias riski var.
* Probiyotik—plasebo: Fark yok

* Probiyotik—antibiyotik:Probiyotikle disuk etki
* Yan etkiler: Ishal, bulanti, kusma, vajinal semptomlar.
— Probiyotiklere baglh bakteremi bildirilmis (kisith veri)

[Metaanalizlere gdre probiyotikler RUSI sikligini
azaltmamaktadir. Kullanilan preparatlarin farkhlig
ve olgu sayisinin azhigi dikkate alindiginda kesin

sonuc alabilmek icin ek calismalar gereklidir.

\

_J
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Cranberry (Vaccinium macrocarpon)
(turna yemisi)

tock.com - 130242734

20 Sase icerir_

7
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129% UICE

| S0VEGETABLE CAPSULES |
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Cranberry

* |Icerdigi proantosiyanidin E.coli P fimbrialarinin
Uroepitele yapismasini engeller.

* |drar asidifiye eder.

 KlcUk caph calismalarda RUSI sikligini azalttig
gosterilmistir.

* Daha yeni ve buyuk calismalarda istatistiksel
fark saptanmamis.

1.European Association of Urology guideline for urological infections 2015
2. Beerepoot MAJ et al. J Urol 2013 190:1981-89.




:\ Cochrane
= Library Jepson RG, et al. Cranberries for preventing urinary tract infections.
Cochrane Database Syst Rev, 2012. 10: p. Cd001321.

Cochrane Database of Systematic Reviews

e 24 calisma

4473 olgu (kadin, gebeler, cocuk, yaslilar, norojenik mesane,
spinal yaralanma,kanser)

* Tablet ve /veya cranberry suyu (150-750 ml/giin)

e Sonuc: Plasebo, antibiyotik veya tedavisiz gruba kiyasla
RUSI sikhgi azalmamaktadir.

e Kisithhklar: 1.Hasta uyumsuzlugu (ozellikle cranberry suyu
kullananlarda)

2. Uruinlerdeki aktif icerik degisken
 Bu verilere gore glunlik kullanimi onerilmez.

e Standart metodlarla lretilen toz formlarinin
degerlendirilmesi gereklidir.




Cranberries vs Antibiotics to Prevent
Urinary Tract Infections

A Randomized Double-blind Noninferiority Trial in Premenopausal Women

Mariélle A. J. Beerepoot, MD; Gerben ter Riet, MD, PhD; Sita Nys, PhD; Willem M. van der Wal, MSc;

e n=221 premenopozal kadin

 TMP-SXT (tek doz /giin) (n=110) ile

* Cranberry kapsil (iki kez/gtin) kiyaslanmis.
e Profilaksi stresi: 12 ay

 TMP-SXT alanlarda:

— En az bir atak gecirenlerin orani daha dustk cikmis.

— Ilk atak daha gec gelismis (4. ay ---8. ay)
— Idrar ve diski izolatlarinda TMP-SXT direnci saptanmis

Arch Intern Med 2011;171:1270-8
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Dogal se

D-mannoz

Ker

Uropatoj
nlcrelere yapisan bakteri sayisi azalmis olur.

enler mannoza baglanarak Groepitel

Uriner koruyucu dizey nedir?

Oral alindiginda etkin dizeye ulasilir mi?

European Association of Urology guideline for urological infections 2015



World J Urol (2014) 32:79-84

p-mannose powder for prophylaxis of recurrent urinary tract
infections in women: a randomized clinical trial

Bojana Kranjcec - Dino Papes - Silvio Altarac

Randomized for prophylaxis (n=308)
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« Recurrent UTI (n=15)

Analysed (n=103)

* Recurrent UTI (n=21)

Analysed (n=103)

e Recurrent UTI (n=62)
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Intravezikal Uygulamalar

* HiyalUronik asit,
e Kondroitin sulfat

 Mesanede glikozaminoglikan tabakasinin
venilenmesini saglayarak bakteri aderansini onlerler.

 Bu maddeler tek basina veya kombine kullaniimistir.

* Interstisyel sistitte iyi sonuclar alinmasi RUSI
olgularinda kullanimini getirmistir.

European Association of Urology guideline for urological infections 2015



Neurourology and Urodynamics 32:9-18 (2013)
GAG Layer Replenishment Therapy for Chronic Forms of
Cystitis With Intravesical Glycosaminoglycans— A Review

Helmuthadersbacher,l* Arndt van Ophoven,? and Philip E.V.A. van Kerrebroeck?

General study settings General description Findings
# of Patients,
gender, @ Grade of
age + SD or Major inclusion and Primary endpoint(s); Level of recommen-
Refs. Study type (range) Indieation exclusion criteria tool(s) Treatment intravesical Eey results evidence  dation
Damiano Prospective, 57,7, HA-CS (28): uTl Incl: at least 3episodes  Rateof andtimeto UTI 50 mlof L6% HAand — HACS: sipnificant 1b B
etal * TETTomed, 3B1y+119, of uncomplicated UTT ~ recurrence; PUF score,  2.0% CS versus 50 ml decrease in UTI rate
double-blind,| placebo (29): 34.6 within the last year, questionnaire on Qol saline; weekly for 77%); significant
placebe- ¥ + 106 isolated »10° CFU/ml; 4 weeks and then decrease in mean time
controlled excl.: >80 years of age monthly for 5months  to UTI recurrence
(527 + 33.4 days
versus 1852 £ 787
days)
Constantinides Prospective 40,7, 35 y (1845) um Incl: atleast 3episodes  Rate of and time to UTI 40 mg HA in 50 ml; Decrease of mean rate of 3 C
e al® of uncomplicated UTT recurrence; urine 5 months UTI from 4.3 & 155 to
within the last year, culture 0.3 + 0.55; increase of
isolated =10 CFU/ml, time to recurrence:
exrl: urethral stenosis, 498 days versus 96
TEUrogenic days
dysfunction
Lipovac et al ™ Prospective 20,5277y uTl Incl:at least 3 episodes  Rate of and timeto UTT 40 mg HA in 50 ml; Decrease of UTls: 3 C
(17-33) of uncomplicated UTT  recurrence; urine weekly for dweeksand | 499 £ 092to
within the last year, culture then once monthly for | 0.56 + 0.82; incfease

isolated =10° FU/ml;

excl: IC, neurogenic
dysfunction, bladder

carcinoma

Uc calismada da USi oranlari azalmis.

5 months

of time to recurrence:
178.3 + 255 days
versus 76.7 4 24.6
days



Contents lists available at ScienceDirect
b B Gpnceslogy
Taiwanese Journal of Obstetrics & Gynecology @
journal homepage: www.tjog-online.com - ——

Original Article

Is intravesical instillation of hyaluronic acid and chondroitin sulfate @wmark
useful in preventing recurrent bacterial cystitis? A multicenter case
control analysis

Giorgio Gugliotta *', Gloria Calagna °1 Giorgio Adile P, Salvatore Polito 5

e HiyalUronik asit + kondroitin sulfat grubu (n=98)
— ilk ay haftada bir, 3 ay ayda bir

e Kontrol (n=76): Gunlik TMP-SXT, 6 hafta

* Sonuc:

— 12 ay icinde USI gecirmeyenlerin orani intravezikal
uygulananlarda daha yuksek( %36,7 & %21, p<0.05)
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Cinlilere ait bitkisel ilac
(Chinese herbal medicine--CHM)

2000 yili askin suredir USI tedavi ve
profilaksisinde kullaniimaktadir.

* Bitki tozlari iceren kapsul

 Randomize kontrollu calismalar var.

e RUSI sikligini %30’lardan %4’lere
dusurdigu saptanmis.

Tong Y et al. AfrJ Tradit Complement Altern Med. 2011;8(5 Suppl):108-14
Barrett P et al. ) Ethnopharmacol 2015 5;167:86-96




(%) Cochrane
' lerary Flower A et al. Chinese herbal medicine for treating recurrent urinary tract
Cochrane Database of Systematic Reviews infections in women. Cochrane Database Syst Rev 2015;6:CD010446

e 7 randomize kontrolli calisma (n=542 kadin) (422’si
post-menopozal donemde)

* Calismalarin hepsinde bias riski varmis.

« Akut USI tedavisinde:
— 3 calismaya gore; CHM antibiyotikten daha etkili.

— 2 calismaya gore; CHM+antibiyotik kombinasyonu, tek
antibiyotikten daha etkili.

— CHM cesitleri arasinda etkinlik farki var.
e RUSI icin formule edilmis CHM urunleri tedaviye
yonelik olanlardan daha etkili.

« Sonugc: Ozellikle profilakside kullanilabilmesi icin daha
genis ve kaliteli calismalar yapilmalidir.



| | 1 oo
Angocin® Anti-Infekt N

Bitkisel tablet

 Armoraciae rusticanae radix (baylrturpu)jr

Koklerinden elde
edilir

* Tropaeoli majoris herba (erikgtili)
* |cerigindeki izotiyosiyanatlar antimikrobiyal etkilidir.

e Cift kor plasebo kontrolli calisma (n=174 hasta)
* Profilaksi stresi: 3 ay (2x1 tablet)
e Takip stresi: 6 ay

* Ortalama atak sayisi karsilastirildiginda fark
saptanmamis.

Albrecht U et al. Curr Med Res Opin 2007;23:2415




REKURREN URINER SISTEM INFEKSIYONLARINA YAKLASIM

Mon-pregnant female patient
with suspected uncomplicated
recurrent UTI

l

Optional:
conservative measures Self-start

(not evidence-based) .| antibiotic therapy

1. Spermicide use | (3-day treatment

2. Postecoital voiding dose +/— dipstick

3. Cranberry products

Postmenopausal

Continuous

> antibiotic
YTS prophylaxis
Vaginal Related to
estmgen cream sexual
or ring activity

Yes

!

Postcoital
antibiotic
prophylaxis

CANADA Urology Guideline for management of RUTI 2011.



KILAVUZLARA GORE ANTIMIKROBIYAL DIS|
ONERILER

Kilavuz OM-89 Cranberry Probiyotiki Metenamin |[Vajinal ostriol
Avrupa Onerilir Onerilmez| |Onerilmez

Uroloji

Kanada Onerilmez Onerilir
Uroloji

Kanada Onerilmez Onerilmez Onerilir
Jinekoloji

NICE Onerilmez

iskoc (SIGN) Onerilir Onerilmez| Onerilir Onerilir




SONUC

Ataklarda kendi kendine tedavi, secilmis hastalarda onerilir.
OM-89 (Uro-vaxom) en sik calisilan ve etkili bir asidir.
Vajinal 6strojen postmenopozal kadinlarda etkilidir.

Vajinal asi, cranberry ve probiyotik icin daha fazla kanita
gereksinim vardir.

Antimikrobiyal disi profilakside optimum doz ve sure net
degil.

Antimikrobiyal profilaksi ile basabas karsilastirmal
calismalar yapilmalidir.

Diren¢ sorunu nedeniyle antimikrobiyal disi profilaksi
onemini korumaktadir.
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