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ABU (Asemptomatik Bakteriuri)

Orta akim idrar 10° cfu/ml
* Kadinda 2
* Erkek 1

Kateter ile alinan idrarda 102 cfu/ml
Premenaposal saghkli kadin % 1-5
Saglikh yash grup % 4-19

D.mellitus % 1-27

Gebelik % 2-10

 Yatalak yasl grup % 15-50

* Spinal kord travmasi % 23-89

Tedavi? Ne zaman?



ABU acisindan risk faktorlerine sahip gruplar

* Gebelik
* Tedavi edilmeli slire 2-7 giin

* D.Mellitus
e Kontroli iyi olmayan hastalarda tedavi?

e Post-menapozal kadinlar
* Pre- menapozal grupla ayni

* Yasl yatalak hastalar
* Arastirmak ve tedavi etmek 6nerilmiyor

* Renal transplante grup
* Tedavi 6nerilmiyor

 Disfonksiyone ve/veya rekonstrikte alt Giriner sistemli hastalar
* Tedavi 6nerilmiyor
* E.coli kolonizasyonu semtomatik IYE da koruyor

* Uriner kateteri olan hastalar
* islem yapilacaksa yada kateter degistirilecekse tedavi yapilmali



Summary of evidence LE
Treatment of asymptomatic bacteriuria is not beneficial in the following conditions:

e women without risk factors; 3b
e patients with well-regulated diabetes mellitus; 1b
e post-menopausal women; 1a
e elderly institutionalised patients; 1a
e patients with dysfunctional and/or reconstructed lower urinary tracts; |2b
e patients with renal transplants; 1a
e patients prior to arthoplasty surgeries. 1b
Treatment of asymptomatic bacteriuria is harmful in patients with recurrent urinary 1b
tract infections.

Treatment of asymptomatic bacteriuria is beneficial prior to urological procedures 1a
breaching the mucosa.

Treatment of asymptomatic bacteriuria in pregnant women was found to be beneficial | 1a

by meta-analysis of the available evidence; however, most studies are old. A recent
study reported lower rates of pyelonephritis in low-risk women.




Katetere bagli IYE

» Kateteri olan yada son 48 saat icinde kateter konan hastalar
e 103 cfu/ml

e Coklu ajanli Gropatojen ve coklu ilac direncli
« Komplike IYE gibi tedavi edilmeli

* Tedavi ile semptomlar hizli dizeliyorsa 7 glin

* Tedaviye gec cevap veren hastalar 14 gin

e Ciddi olmayan olgularda 5 glinltuk levofloksasin
* Ust sistem semptomlari olmayan 65 yas alti kadinlar 3 glinliik tedavi

e Uzamis kateter cekiliminde 24 saatlik tedavi?

* 2 haftadan 6nce kateter konmus hastalarda semptomatik IYE varliginda
kateterin degistirilmesi
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Kateter-stent teknolojisi

Uretral Stent
 Lateks-kaucuk kisa sureli  Politretan
* Silikon daha az dokuda inflamasyon ¢ Silikon
* Hidrofilik kapli kateter-TAK e Hibrit
 Gumus alasim kapl * Eriyebilen
* Antibiyotik iceren * mPEG-DOPA kapli
* 1 haftadan az sireli drenajlarda e Resistan E.coli tutulumunu engeller
* bakteri kapl * Klorhexidin kapli stent
* Non-virulan E. coli « GUms kapli stent

* Antibiyotik kapli stent



Kateter kalis streleri

Uretral kateter

* Trans Uretral cerrahi
* 1-4gln

* Acik prostatektomi/ radikal prostatektomi
* 7-12 glun

« Ureter-bdbrek tas cerrahisi
* 1-4gln

Nefrostomi

e Perkitan cerrahi
* 1-3gln

Ureter katater

» Sistektomi- barsak rekonstriksiyonu
* 7-14 gun

Double J stent
e 2-6 hafta



Kalici stent ve kateterlerde degisim sureleri

e Uretral kateter
e 3-6 hatfada bir

* Suprapubik kateter
e 3-8 hafta

e Perkiitan nefrostomi
* 6-8 hafta

e Double J stent
* 3-12 ay






Urodinamik inceleme

* Islemin urotelyuma travmatik etkisi diistiktir
e |[drar kulturi temizse proflaksi verme

* PVR yuksek hastalar

* Spinal kord travmasi olan hastalar

* Tek doz profilaksi
e TMP-SMX
* Fluorokinolon



Sistoskopi

* Urotelyuma travmatik etki diistk
* EUA kilavuz profilaksi gerek yok

* AUA tek doz profilaksi
* TMP-SMX



ESWL

* Profilaksisiz islem sonrasi
IYE %26 ya kadar cikiyor

e Tek doz tedavi? Urinary microbial “burst” after shock wave lithotripsy
e TMP-SMX - _Reagents Female Male
* Fluorokinolon part o2 larger study: E
* Sefalosporin © 6 Healthy oo
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Trans-Uretral rezeksiyon prostat/mesane

* Profilaksi ile cerrahi sonrasi bakterilri % 26 dan % 9 a dlstyor
e Septisemi ve CRP yuksekligi % 4.4 den % 0.9 azaliyor
* Tek doz uygulama yerine 2-5 glinluk tedavi 6neriliyor

 Kisa sureli tedevi ile bakteriyel resistans artmiyor
* Fluorokinolon
* Aminoglikosit
» Sefalosporin
* TMP-SMX



PerkUtan Bobrek Cerrahisi

 Tas/darlik/timor

* Renal parankim hasari
* Basincliirrigasyon

* Enfekte tas tedavisi

* Tek doz vs 3 gunlik seftriakson
tedavisi arasi fark yok

* Orta kanit duzeyinde tek doz ilac
yeterli



Ureteroskopi

* Fleksibl Gretereskopik bébrek
tasi cerrahisi

* Endoskopik Ureter tasi cerrahisi
e |[drar kultird temiz
* Tek doz tedavi yeterli
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Acik/laparoskopik cerrahi

* Temiz
e Radikal nefrektomi
* Temiz kontamine
* Elektif Griner sisteme girilen tim cerrahiler
e Kirli
* Enfekte Uriner sisteme girilen cerrahiler
e Barsak kullanilan rekonstriktif cerrahiler

e 2. kusak sefalosporin ( anaerobik etki)
* Oral neomisin-metranidazol 18-24 saat 6nce



leum Mezenterinin Isaretlenmesi







Anastomozun Tamamlanmasi







UreterouUreteral Anastomoz




Ureterolreteral Anastomoz




leal Segmentten Ureterlere Kateterlerin
Yerlestirilmesi
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leal Segmentten Ureterlere Kateterlerin
Yerlestirilmesi




Kateterlerin Ileal Segmente Dikisle
(Poli(glikolid-ko-laktid)) Tespit Edilmesi




Ureteroileal Anastomoz
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Enhanced Recovery After Surgery
Multimodal steps of ERAS protocol

[
» Intra Operative » »l Discharge |

Pre Operative

Post Operative

Optimised health /
medical condition

Informed decision and
patient education

Pre operative health &
risk assessment

Optimised hydration &
nutrition

Reduced starvation

Patient information and
expectation managed

Discharge planning

No / Reduced bowel
prep (bowel surgery)

Minimally invasive
surgery

Use of transverse
incisions

No nasogastric tubes
(bowel surgery)

Planned mobilisation

[.

Rapid hydration &
nourishment

J

Appropriate IV therapy

No wound drains

Use of Local
anaesthetic with
sedation

Epidural management
(inc thoracic)

Optimised fluid
management

No NG ( bowel surgery)

Catheters removed early

Regular oral analgesia -
paracetamol and
NSAIDS

Avoidance of opiate-
based analgesia where

possible or administered

topically

il |

Estimated
discharge date as
planned

Full information
and ongoing
support

Allied Health
professional
follow up where
required

Personal follow
up from clinical
team (home calls)
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Abstract

Objectives: Urinary tract infection (UTI) following radical cystectomy (RC) is a common complication associated with significant mor-
bidity and risk of readmission. Recent literature has assessed the effect of perioperative antibiotic regimens on the rate of postoperative
infections but not yet yielded with significant changes in UTTI rates. Our study focused on the effect of postoperative suppressive regimens
on the rate of UTI following radical cystectomy with Enhanced Recovery After Surgery (ERAS) protocol.

Methods: We retrospectively reviewed 427 patients who underwent RC with ERAS protocol between May 2012 and January 2017 at
our institution. The ERAS protocol infection prevention measures included 24-hr perioperative antibiotic followed by suppressive antibiotic
until removal of catheter/stents. A patient was found to have a UTI if they had a positive urine culture and documented symptoms, positive
urine culture with treatment per practitioner discretion, or negative or unavailable urine culture but the clinical presumption of UTI that got
treatment. Urosepsis was defined if any of UTI episodes were associated with positive blood culture. Patients™ characteristics, UTI events,
and urine culture sensitivities were reviewed for analysis.

Results: The incidence of UTT and urosepsis was 36.1% and 7.13% within 90-days following RC, respectively. The median time to the
first UTI was 13 days (IQR 8=35). Candida (25.57%) and Escherichia coli (22.16%) were the most commonly identified pathogens. UTI
and urosepsis were significantly lower in patients who received suppressive fluoroquinolones compared to other antibiotic regimens
(32.72% vs. 45.24%. P =0.04 for UTI and 5.25% vs. 11.90%. P =0.04 for urosepsis). In multivariable analysis, orthotopic neobladder and
perioperative transtusion were significantly associated with increased UTI rate (OR = 2.3 and 1.71, p < 0.05, respectively).

Conclusions: UTI is common following RC and urinary diversion with ERAS protocol. The most common isolated pathogens are can-
dida and Escherichia coli. Orthotopic neobladder and perioperative transfusion are independent risk factors for postoperative UTI. The use
of suppressive fluoroquinolones is associated with a significant decrease in UTI rate. © 2019 Elsevier Inc. All rights reserved.
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(B) Sensitivity (%)

. (A) Frequency of common pathogens cultured from patients with UTI; (B) Percent sensitivity of postcystectomy UTI etiologies to various antibiotics.



Prostat biyopsisi

* Proflaksi mutlak gerekli

* Biyopsi 6ncesi lavman

* Rektal povidone-iodine uygulamasi
* Fluorokinolon

e Fosfomisin- trametamol

* Florokinolon direnci
e E. Coli ST 131 % 22 saptaniyor



ORIGINAL RESEARCH

The Effect of Local Antibiogram—based
Augmented Antibiotic Prophylaxis

on Infection-related Complications
Following Prostate Biopsy

Raoul S. Concepcion, MD, FACS, .2 Edward M. Schaeffer, MD, PhD,? Neal D. Shore, MD, FACS,4

Deepak A. Kapoor., MD, FACPE.,>-¢ Jeffrey A. Scott, MD," Gary M. Kirsh, MD?7

Integra Connect, West Palm Beach, FL; 2Vanderbilt University School of Medicine, Nashville, TN; 3Department
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 TABLE1 )

Co-morbidities Associated With Higher Risk of Infectious
Complications in Patients Undergoing Prostate Biopsy

Diabetes

Immunosuppression

History of prior biopsy

History of prostatitis

Prior fluoroquinolone exposure within 6 months
International travel

Healthcare provider

Current use of corticosteroids

Current use of tumor necrosis factor inhibitors

Data from American Urological Association.*



( TABLE2 )

Risk Factors for Potential Fluoroquinolone Resistance

Poor health

Urinary catheterization
Recent hospitalization

Previous urinary tract infection with prior antibiotic exposure

Data from Van der Starre WE et al.*2



TABLE 5 }

Augmented Antibiotics
(Day of Biopsy)

Standard

If penicillin allergy

Standard

If penicillin allergy

High-risk patients

Standard

If penicillin allergy

Standard

If penicillin allergy

Standard

Drug

Ceftriaxone
Ciprofloxacin
Aztreonam
Ciprofloxacin

Ceftriaxone

Levofloxacin®

Gentamicin

Levofloxacin®

Augmented Antibiotic Regimen by Individual Practice

Sensitivity to
E coli

Practice 1

95%

83%

96%

83%
Practice 2

92%

68%

86%
68%

Dosage

g
500 mg
29
500 mg

1g
750 mg

3 mg/kg
750 mg

Formulation

PO

Sig

At time of biopsy
bid

1 h before biopsy
bid

At time of biopsy

Single dose 2 h prior
to biopsy

At time of biopsy

Single dose 2 h prior
to biopsy

A rectal swab may be performed roughly 3 weeks prior to procedure (by referring

urologist) to guide choice of prophylactic antibiotics.

Ceftriaxone
Ciprofloxacin
Aztreoname
Ciprofloxacin

Amikacin

Ceftriaxone
or
cefepime

Amikacin

Aztreonam

Ceftriaxone

Ciprofloxacin
or
levofloxacin

Practice 3

99%

82%

99%

82%
Practice 4

100%
7%

100%
77%
Practice 5

95%
89%

g
500 mg
29
500 mg

500 mg
1g
29

500 mg
29

1g

500 mg
or
750 mg

At time of biopsy
bid

1 h prior to biopsy
bid

30 min before biopsy
At time of biopsy

30 min before biopsy
1 h before biopsy

At time of biopsy

bid
or

qd

Augmented Antibiotics

(Day of Biopsy)

If penicillin allergy

Standard

If penicillin allergy

Standard

If penicillin allergy

Standard

If penicillin allergy

Standard

If penicillin allergy

Drug

Aztreonam

Ciprofloxacin
or
levofloxacin

Ceftriaxone
Ciprofloxacin
Aztreonam
Ciprofloxacin

Gentamicin
Cefuroxime
Gentamicin
Levofloxacin

Amoxicillin/
clavulanic acid
Ceftriaxone
Ceftriaxone
Gentamicin

Ceftriaxone
Ciprofloxacin
Gentamicin
Ciprofloxacin

Sensitivity to
E coli Dosage
Practice 5 (cont'd)
95% 249
89% 500 mg
or
750 mg
Practice 6
91% 1 gram
81% 500 mg
Not reported 2g
81% 500 mg
Practice 7
90% 3-5 mg/kg
Not reported 500 mg
90% 3-5 mgrkg
73% 750 mg
Practice 8
78% 875mg
86% 19
86% 19
86% 5 mg/kg
Practice 9
94% 19
88% 500 mg
91% 3-5 mg/kg
88% 500 mg

Formulation

PO

IV bolus
PO
IV bolus
PO

PO
IV bolus
PO

Sig

1 h before biopsy

bid
or

qd

At time of biopsy
BID

1 h before biopsy
bid

At time of biopsy
bid
At time of biopsy
Single dose

Single dose

At time of biopsy
At time of biopsy
30 min prior to
biopsy

At time of biopsy
bid

At time of biopsy
bid




Quinolone Resistance to E coli by State/Region Based on Local

Antibiograms Provided

State/Region

Florida

Alabama

Louisiana
Tennessee
Maryland

Southern California
Northern California
lllinois

New Mexico
Pennsylvania
Colorado

Quinolone Resistance to E coli

56%
47%
39%
38%
32%
27%
19%
18%
17%
12%
1%




Infection Rate for Practices Who DID NOT Incorporate Local Antibiogram Reviews in
Antibiotic Selection in Phase |

W Phase | M Prospective m+/—|

*Limited i Infection- Infection-

prospective related related

phase to 9 o0 : complic- complic-

physicians ,\‘,) 5 ations ations

and MRI/US 7 4" i went from went from

fusion N 0 patients 1 patient

biopsies in phase in phase 53% Reduction in

only Ttol 1to2 infection-related
patient patients complication rate
during the O i during the
prospective G prospective;
phase phase

Practice 1 : Practice 2 :Practice 3*; Practice 4 : Practice 5 : Practice 6 : Practice 7 : Practice 8; Practice 9 Total

IRC % 3.1 den 1.4 e dusulyor




Tas cerrahisi

Minimal invaziv cerrahi

* Obstrukte sistem

* Artmis bobrek ici basing

* Mukozaya travma

* Enfekte tas varligi

* Mutlak 2 temiz idrar kalttru
* Pilri

* CRP yuksekligi

* Ates







Quantifying the impact of the urinary tract
microbiome to urinary stone disease

5/5/19
Aaron W. Miller, Ph.D.
Project Scientist



Objectives

* Quantify the relative importance of the urinary tract vs. gut
microbiome to USD

* Quantify most dysregulated microbial taxa in USD

 Work towards the mechanistic basis for the contribution of the
microbiome to the onset of stone formation



Oral antibiotics & USD
v e L s

No. enrolled
CaOx
% CaOx + CaPhos
CaOx + Uric acid
% CaPhos
% Uric acid
% Antibiotics used in past
12 months

% Prior USD

% Family History of USD

% Antibiotics used in past
30 days

eight (kg)

% Female

43
43%
22%
4%
13%
17%
39.53% 759 0.01 Relative risk, Fisher Exaj
Tes
35.47 +/-1.73 51.54 +/- 2.53 <0.001 Student's t-test
0% 759 <0.001 Relative risk, Fisher Exact
Test
26% 41% 0.016 Relative risk, Fisher Exact
Test
>0.05
0% 4.17% 0.35 Relative risk, Fisher Exact
Test
171.54 +/- 1.53 171.66 +/- 1.7 0.5 Student's t-test
76 +/- 3.26 81 +/- 6.55 0.59 Student's t-test
60% 589 0.785 Relative risk, Fisher Exact

Test



Urinary tract microbiome differs more than
gut microbiome in USD

Stool x USD-Status ‘Urine x USD-Status
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Urinary tract microbiome and USD risk factors

Permanova
Comparison n-value

Urine by 12m Antibiotic use 0.022
Urine by USD-status 0.009
Urine by Family history of

usD 0.042
Urine by Sex 0.008

* No microbiome associations with age



Reduced capacity for oxalate metabolism
gut

Oxalate-degrading microbial network vs. taxa associated with USD
ODMN USD-Depleted USD-Enriched Genus

Bacteriodes
Ruminococcus

Coprococcus
Oscillospira
Bifidobacterium
Parabacteroides
Lachnospira
Odoribacter
Prevotella
Dorea
Lactobacillus

Veillonella
Blautia

Clostridium
Sutterella
Akkermansia
Oxalobacter

etal. 2019
etal. 2019a
Zampini
etal. 2019
etal. 2019a

Zampini
etal. 2019

Stern et al.
2016
Suryavanshi
etal. 2016
Tang et al.
2018

Tang et al.
™ Miller

2018
Stern et al.

etal. 2019a
2016

Zampini
etal. 2016

Miller et al.
2017b
Miller
Suryavanshi

Miller et al.
2016a
Miller et al.
2016b
Miller et al.
2017a

Miller

o
—
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Shift from Prevotella ->
Enterobacteriaceae in qu

Pathogenic

r Beneficial

200 0 100
Value

Taxa
Prevotella
Dialister
Lachnospira
Clostridiales
Ruminococcaceae
Dorea
Anaerostipes
Faecalibacterium
Epulopiscium
Coprococcus
Parabacteroides
Pseudomonadaceae
Eubacterium
Lachnospiraceae
Sutterella
Ruminococcus
Blautia
Bifidobacterium
Pseudomonas
Unassigned
Enterobacteriaceae

USD_stool Control_stool




Shift from Lactobacillus ->
Enterobacteriaceae In urinary tract

Pathogenic
Beneficial

-200 0 100
Value

Taxa
Lactobacillus
Prevotella
Finegoldia
Campylobacter
Weeksellaceae
Tissierellaceae
Porphyromonas
Sphingomonas
Acinetobacter
Coriobacteriaceae
Baclllaceae
Allobaculum
Bifidobacteriaceas
Xanthomonadaceas
Oxalobacteraceae
Stroptophyta
Parvimonas
Microbactenaceas
Paracoccus
Gaobacillus
Fluviicola
Rhodobacter
Rhodanobacter
Cryocola
Sediminibacterium
Megasphaera
Agrobacterium
Enterococcaceae
Delftia
Pseudomonas
Flavobacterium
Enterococcus
Veillonella
Entercbacteriaceae ’

USD urine Control _urine




Single strain of E. coli makes up 10%
of stone microbiome

0.02 0.04 0.06 008 0.1
Value

Less Abundant
More Abundant

OTU

Enterobacteriaceae
Enterococcus
Streptococcus
Staphylococcus
Enterococcus
Flavobacterium
Unassigned
Acinetobacter
Serratia
Enhydrobacter
Haemophilus
Lactobacillus
Clostridiales

Gemella




Combination dysbiosis

e Gut

e Loss of oxalate metabolism
e Shift from Prevotella to Enterobacteriaceae

* Urinary tract
e Shift from Lactobacillus to Enterobacteriaceae

* Stones
 Dominated by Enterobacteriaceae



Oral Antibiotic Exposure and Kidney Stone Disease

Gregory E. Tasian,’*> Thomas Jemielita,* David S. Goldfarb,” Lawrence Cupelcwitc:h,&
Jeffrey S. Gerber,>*” Qufei Wu,” and Michelle R. Denburg®>*

Division of Pediatric Urology, Department of Surgery, and “Center for Pediatric Clinical Effectiveness, The Children’s
Hospital of Philadelphia, Philadelphia, Pennsylvania; *Department of Biostatistics, Epidemiology, and Informatics,
Perelman School of Medicine at the University of Pennsylvania, Philadelphia, Pennsylvania; “Biostatistics and Research
Decision Science, Early Oncology Department, Merck & Co., Inc., North Wales, Pennsylvania; *Division of
Nephrology, Department of Medicine, New York University Langone Medical Center, New York, New York; and
Divisions of ®Nephrology and ‘Infectious Diseases, Department of Pediatrics, The Children’s Hospital of Philadelphia,
Perelman School of Medicine at the University of Pennsylvania, Philadelphia, Pennsylvania



Table 2. Odds of kidney stone disease according to oral antibiotic class

Antibiotic Class

Sulfa

Cephalosporins
Fluoroquinolones
Nitrofurantoin
Broad-spectrum penicillins
Metronidazole
Macrolides

H. pylori treatment
Tetracyclines
Mycobacterial treatment
Lincosamides

Penicillins

5 broad-spectrum ABX classes independently
associated with 1.3- to 2.3-fold increased odds of
nephrolithiasis at Bonferroni-adjusted significance

All conditional logistic regression models were adjusted for cystic tibrosis, gout, diabetes, immobility, urinary tract obstruction, neoplasm, and inflammatory bowel
disease (all prevalent); UTI within the 3-12 month exposure window; exposure to PPls, statins, thiazide diuretics, and loop diuretics within the 3-12 month exposure
window; and total rate of outpatient, inpatient and emergency department visits. Model A made no adjustment for other antibiotic use. Model B was adjusted for
any other antibiotic use within the exposure window. Model C was adjusted for each other antibiotic as separate indicator variables in the model. OR, odds ratio;

95% Cl, 95% confidence interval.

2Below Bonferroni P value (0.05/12=0.00417).




Antibiotics

Comparing Antibiotic Exposure Timeframes

Penicillins - Y
Lincosamides -Gl f !
Mycobacterial Treatment - k@& H
Tetracyclines - Hd
H. Pylori Treatment et e E i
Macrolides s
Metronidazole i —
Broad-spectrum Penicillins h&ioH-o—
Nitrofurantoin Hebk——@—
Fluroquinolones - b HO—H—o—
Cephalosporins i o4 o
Sulfa Held - 00—
O.IO Of5 1.0 1.'5 2.IO 275 3.I0 375 4.IO 4.I5 5?0

OR and 95% CI

| ® 3-6 Months @ 6-12 Months A 1-3 Years X 3-5 Years |
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Decreased butyrate-producers

K00248 butyryl-CoA dehydrogenase [EC:1.3.99.2]
Taxa Mean diff __|p-value | S |
Roseburia hominis -0.53 0.002

Butyrivibrio -0.40 0.003

-

0.46 0.01
Clostridium species varies <0.002

Butyrate is a short-chain fatty acid (SCFA)
e anti-inflammatory
* maintains the gut mucosal barrier
* regulates SLC26 oxalate transporters in the intestine







