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NGU - Tanim

 Uretranin N. gonorrhoeaae disi etkenlerle
gelisen inflamasyonu

— Ko-infeksiyon sik: Gonokoksik CYBH saptanan
erkeklerin %20’sinde klamidyal ko-infeksiyon!

 Ozellikle seksuel aktif genc erkeklerde sik

* Dizlri, Uretral akinti ve / veya Uretral kasinti
ile karakterize



Etyoloji

C. trachomatis *

M. genitalium*¥*

T. vaginalis

HSV

Adenovirus

U. urealyticum (?)
N. meningitidis

. \ " A"v-
AV .
f 2

U. urealyticum




C. trachomatis

* Gram negatif, zorunlu intraselliler mo

Tablo 1. Chlamydia trachomatis’in farkh biyovar ve serovarlarinin neden oldugu enfeksiyonlar (10).

Hastalik/Sendrom Biyovar En sik serovarlar*
Trahom trachoma A, B, Ba, C
Inkliizyon konjonktiviti trachoma D,Da, E,F,G H,IIa J K

|

Uretrit, servisit, salpenjit trachoma
(farenjit, orta kulak iltihabi)

B,C,DEFG,H,IK, Li]

Lenfogranuloma venerum (syn. lymphogranuloma
Lenfogranuloma inguinale, lenfopati venera, venereum
Favre-Durand-Nicolas hastaligi)

L1, L2, L2a, L3

* Mikro-immun-floresan ile belirlenmis

e ABD’de CYBH’In en sik nedeni



M. genitalium

* |lk kez 1981 yilinda NGU’lu hastadan
tanimlandi.

e Hucre duvari olmadigindan Giemsa ile boyanabilir.

e Kultlr zor; sahanda yumurta gorinumla tipik
koloniler!!

* Tanisal testler yaygin olmadigindan gercek insidans
bilinmiyor; NGU’larin %15-20si!!



T. vaginalis

* insanin {irogenital sistemine yerlesen 63/ -
kamcili bir protozoon!!

Kesin tani klinik orneklerin mikroskopik incelemesinde
etkenin gorulmesi ile veya kultlrlerde Uretilmesi ile
konur.

NGU’daki rolu cografi farklik gostermekte;
Afrika’da NGU ‘daki orani % 20’lere ulasmakta.



Chlamydia — Rates of Reported Cases by Age and Sex,
United States, 2014
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Chlamydia — Rates of Reported Cases by Sex,
United States, 1994-2014
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O CDC verilerine gore ABD’de; 2009°dan 2013’e erkeklerde C.
trachomatis insidansinda %21’lik artis

= Gelismis tanisal testlerin yaygin kullanimina baglh!
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Chlamydia trachomatis Infections: Progress and Problems

Walter E. Stamm

[n 1995, the World Health Organization estimated that 89
million cases of Chlamydia trachomatis infection occurred
worldwide [1]. In the United States, C. frachomatis infections
are the most commonly reported bacterial disease, with an
estimated 4-3 million cases occurring annually. Further, ac-
cording to the Institute of Medicine’s recent report on sexually
transmitted diseases (STDs) [2], the sequelae of C. trachomatis
infections in women, namely pelvic inflammatory disease

Division of Allerzy and Infectious Diseases, University of Washington
School of Medicine, Seattle

tis in the female. These sites represent the portal of entry of
infection in men and women, respectively. While C. fracho-
matis has traditionally been considered as the etiologic agent
in ~40%-60% of males presenting with nongonococcal ure-
thritis, recent data suggest the epidemiology of this infection is
changing. In some parts of the United States, where Chlamydia
control programs have been enacted, C. frachomatis now ac-
counts for only 10%-20% of cases of nongonococcal urethritis

Eskiden NGU vakalarinin % 40-60’indan C. trachomatis sorumlu
tutulurken, NAAT ‘lerin yaygin kullanimi ile oran %10-20"ye gerilemis.

Etkenin tanimlandigi NGU vakalarinda; C. trachomatis orani azalmakta!!!

J of Infect Dis 1999;179 (suppl 2):380-3
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Mycoplasma genitalium Compared to Chlamydia, Gonorrhea and
Trichomonas as an Etiologic Agent of Urethritis in Men Attending
STD Clinics

Charlotte Gaydos1 7 Nancy E. Maldeis<, Andrew Hardick!. Justin Hardick . and Thomas C.
Quinn '

Methods—This was a cross-sectional study of 290 men (age range 19-34 yr) attending Baltimore
City STD Clinics. M. genitalium, C. trachomatis, N. gonorrhoeae, and T. vaginalis, during 2004
were detected using nucleic acid amplification tests (NAATSs). (N = 153 with urethritis and 137
without urethritis). Demographic characteristics and risk factors were ascertained.

ik Bl 1 L= Ay 1 e - 1.

* 19-34 yas arasi 290 erkek hasta;
e C.trachomatis %32.7
M. genitalium % 22.2
* N. gonorrhoeae % 24.2
 T.vaginalis % 5.2




Etiologies of Nongonococcal Urethritis:
Bacteria, Viruses, and the Association
with Orogenital Exposure

Catriona S. Bradshaw,'? Sepehr N. Tabrizi,>* Timothy R. H. Read," Suzanne M. Garland,?** Carol A. Hopkins,'
Lorna M. Moss,' and Christopher K. Fairley'?

"Melbourne Sexual Health Centre, The Alfred Hospital, ?School of Population Health and *Department of Obstetrics and Gynaecology, University
of Melbourne, and “Department of Microbiology and Infectious Diseases, The Royal Women’'s Hospital, Victoria, Australia

Background. The purpose of the present study was to determine pathogens and behaviors associated with
nongonococcal urethritis (NGU) and the usefulness of the urethral smear in predicting the presence of pathogens.

Methods. We conducted a case-control study of men with and without symptoms of NGU. Sexual practices
were measured by questionnaire. First-stream urine was tested for Chlamydia trachomatis, Mycoplasma genitalium,
Ureaplasma parvum, U. urealyticum, herpes simplex virus (HSV)-1, HSV-2, adenoviruses, and Gardnerella vaginalis
by polymerase chain reaction.

Results.  C. trachomatis (20%), M. genitalium (9%), adenoviruses (4%), and HSV-1 (2%) were more common
in cases with NGU (n = 329) after age and sexual risk were adjusted for (P = .01); U. wurealyticum, U. parvum,
and G. vaginalis were not. Infection with adenoviruses or HSV-1 was associated with distinct clinical features, oral

* 329 NGU;
— C. Trachomatis %20
— M. Genitalium %9
— Adenovirus %4
— HSV-1 %2
— % 65 hastada patojen saptanamamis.

J of Infect Dis 2006;193:336-45
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Figure 2. Prevalence of pathogens at baseline.

305 NGU;
e C.trachomatis % 43
* T.vaginalis % 13
M. genitalium % 31
* %16 hastada multiple patojen
e En sik C. trachomatis + M. genitalium (%8)
* %29 hastada bu 3 patojen izole edilmemis!!!

Schwebke JR et al. CID 2011;52:163-70




Are Ureaplasma spp. a Cause of
Nongonococcal Urethritis? A Systematic
Review and Meta-Analysis

Nan Zhang', Rong Wang?*, Xue Li%, Xu Liu', Zhaobing Tang?, Yunde Liu?*

Table 2. The prevalence of undifferentiated Ureaplasma spp. in NGU in China and the world.

[ Neugrw Control group
Positive case 75 514 103 477
ze(n) 164 1744 267 1519
sitive rate® 45.73% 29.47% 38.58% 31.40%

8752:1'430’ P=0.232 between the NGU and control groups in the world.
¥ =2.145 P=0.143 between the NGU and control groups in China.
7°=18.57, P<0.0001 for the NGU group between China and the world.
#2=5.33, P=0.021 for the control group between China and the world.

e >2000 ¢alismanin incelenip 7 ¢alismanin dahil edildigi metaanalizde;

* NGU ve kontrol gruplari arasinda Ureaplasma spp. prevalansi
acisindan fark yok.

* Pek cok saglikli asemptomatik eriskinde genitolriner
kolonizasyon mevcut!!!

PLoS ONE 9(12):e113771




Uretral Akint: Sikaveti ile Basvuran
Hastalarda Neisseria gonorrhocae,
Chlamvdia trachomatis, Urcecaplasma
urealvticum ve Mvcoplasma hominis
EFEtkenlerinin Sikhiggimin Arastirillmasa

Zevnep DANSUK", Giil BAHAR", Oguz Alp GURBUZ", Tavfur DEMIRAY -,
Mustafa CAGATAY ", Ali MERT"

Tablo 1. Arastirmavya katilan ve etkeni belirlenen
hastalarda N. gonorrhoeae, M. hominis, U. urealy-
ticum, C. trachomatis gorulme siklhig: Fn= 72)" |

Etken Sayn %o

o U. wurealyticum 45 62.5
= N. gonorrhhoeae 23 321.8
e C. trachomatis 21 29 .1
o M. hominis 7 o7

* Etkenler arasinda en sik saptanan U. ureaglyticurm du.

Flora 2002; 7:252-56



DERLEME / REVIEW

Turkiye’de Cinsel Yolla Bulasan
Enfeksiyonlarin Epidemiyolojisi

EPIDEMIOLOGY OF SEXUALLY TRANSMITTED INFECTION: REVIEW

Dr. Levent AKIN®

Tablo 3. Ulkemizde bazi: klamidya enfeksiyonlarin
sikligini saptayan calismalar.

Cahbismamnn Prevelans
yapildigs il Calisma grubu (e
Istanbul®’ ( Orewitli erkekler 212 J
Istanbuil™™ Seks iscileri 12.0
Y abanc: uyruklu seks iscileri 14 4
Istanbul™@ Secks iscileri 13.5
Bursa‘l Vajinal akint:l: kadinlar 2.1
Adana™ Gebeler 12.3
Komplikasyonlu gebeler 42 .2
Bursa Gebeler 0.7
Adana™?_ Gebeler 11.1
Ankara Infertil erkekler 61.7
;zmir"" _ Infertil erkekler 8.5
Istanbul™’ Seks iscileri 22
Adana © Infertilitesi olanlar 7-3
Gebeler 2.7
Konuol 2.6
Ankara™ Transeksoellerhomoscksueller 667
Izmir*® Infertilitesi olanlar 4.3
i Control 161
Izmir*! Seks iscileri 25 .4
Izmir™ Esi klamidvya (+) olan kadinlar 33 3
Sivas®’ Scks iscileri 30
Izmir™ Seks iscileri 613
Izmir* Scks isciler > O
Izmir*™= Gebeler 61 3

Turkiye Kiliniklers J Med Sci 2006, 26



Klinik

Laboratuvar olarak kanitli NGU’lerin % 42’si
asemptomatik!!

Dizuri en sik semptom:

— Gonokoksik Gretritlerin ~ tamaminda
— NGU’larin ~ yarisinda gozlenir.
Uretral kasinti, yanma

Uretral akinti:
— Mukoid veya mukoptrulan
— Gun icerisinde veya sadece sabah ilk miksiyon sirasinda olabilir.

— Akinti belirgin olabilecegi gibi, sadece penisin sagiimasi ile de
gozlemlenebilir.

Inkiibasyon: 5-8 giin



Klinik- Etken iliskisi

* Sadece klinikle etken ayirimi
miimkiin degil!!!

* Akut ortaya cikan purulan Gretral akinti: Gonore
e Sadece dizuri sikayeti: Klamidyal infeksiyon
e Dizuri + agrili genital tlser: HSV



Etiologies of Nongonococcal Urethritis:
Bacteria, Viruses, and the Association
with Orogenital Exposure

Catriona S. Bradshaw,'? Sepehr N. Tabrizi,>* Timothy R. H. Read,” Suzanne M. Garland,?" Carol A. Hopkins,'
Lorna M. Moss,” and Christopher K. Fairley'™

Table 3. Clinical features associated with specific organisms in men with nongonococcal urethritis (n = 328).

Chlamydia Mycoplasma Pathogen
trachomatis genitalium Adenoviruses HSV-1 and -2 negative®
Feature (n = 63)° (n=31) (n=13° (n=29 (n=212) P
Age >31 years 26 (41) 20 (65) 7 (54) 3 (33) 131 (62) .03
Self-reported dysuria .006

None 15 (24) 12 (40) 2 (15) 1(11) 57 (27)

Mild 30 (48) 12 (40) 2 (16) 1(11) 86 (41)

Moderate to severe 18 (28) 6 (20) 9 (69) 7(78) 65 (31)
Self-reported urethral discharge 40 (64) 20 (67) 9 (69) 6 (67) 125 (60) 89
Urethral discharge on examination 47 (75) 19 (61) 10 (77) 7(78) 102 (48) <.001
Nature of urethral discharge .007

None/normal 17 (27) 12 (39) 3(23) 2 (22) 110 (52)

Mucoid 39 62) 15 (48) 10 (77) 6 (67) 81 (38)

Mucopurulent 7(11) 4 (13) 0 1(11) 21 (10)

Meatitis 20 (33) 8 (26) 12 (92) 8 (89) 75 (35) <.001
Urine threads/cloudy 38 (63) 10 (32) 6 (46) 2 (25) 53 (25) <.001
=5 PMNLs/HPF on urethral Gram stain 40 (68) 17 (63) 8 (62) 5 (56) 62 (29) <.001

NOTE. Data are no. (%) of cases, unless otherwise indicated. HPF, high-power field; HSV, herpes simplex virus; PMNLs, polymorphonuclear leukocytes.
* One case with adenovirus was coinfected with C. trachomatis and is included only in the adenoviruses column,
b ¥ Pathogen-negative” means that cases with C. trachomatis, M. genitalium, adenoviruses, or HSVs were excluded from the analysis.
J of Infect Dis 2006;193:336-45



NGU - Tani

Semptomatik erkek hastada asagidakilerden

herhangi birinin varligi:
— Mikopiriulan veya puriilan akint

— Uretral akintinin Gram boyasinda =2 I6kosit/hpf (ve
Gram negatif diplokok goriilmemesi)

— llk atim idrar 6rneginde lokosit esteraz (dipstick)
p02|t|ﬂ|g| veya mikroskopik mcelemede =10 l6kosit/hpf

| Ea
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Gram boyama - Uretral akinti

* Gonokoksikuretrit- * Klamidyal Uretrit-
uretral akinti uretral akin




Tani - Gram boyama

 Uretral akintidan veya Uretranin icinden silgic ile
alinan ornekten hazirlanir.
— Silgic Uretra agzindan 2 cm sokulur, 360 derece rotasyon
ile Gretral akintinin emilmesi saglanir.
* Daha hizli ve kolay olan metilen mavisi veya gentian
violet de kullanilabilir.

» CDC; iiretrit tanisi icin esik deger olan 5 WBC/hpf'yi
ozellikle C. trachomatis icin daha sensitif oldugu igin
2 WBC/hpf'ye indirdi!!!



Sexually Transmitted diseases 2012;39:18-21

Recalibrating the Gram Stain Diagnosis
of Male Urethritis in the Era of Nucleic Acid
Amplification Testing

Cornelis A. Rietmeijer, MD, PhD,*7 and Christie J. Mettenbrink, BS, MSPH, MT(ASCP)*

TABLE 1. Chlamydia and Gonorrhea Positivity by Gram Stain Stratum—Denver Metro Health Clinic, March 2005 to December 2010

Chlamydia Analysis Gonorrhea Analysis
Gram Stain
Stratum Number CT+ % 95% ClI Number GC~+ % 95% CI
0 2612 126 4.8 4.0-5.7 2493 7 0.3 0.1-0.5
] 083 71 6.6 5221 1016 4 04 0100
2 284 46 16.2 12.2-20.8 241 3 1.2 03-3.2
3 627 93 14.8 122-17.8 535 1 0.2 0.1-0.9
B 753 136 18.0 15.4-209 623 6 0.9 0.4-19
5 609 156 256 22.2-292 456 3 0.7 0.1-1.7
6 297 103 34.7 204402 199 5 25 09-5.3
7 249 61 244 19.4-30.0 190 2 1.0 0.2-33
8 358 122 340 29.3-39.0 238 2 0.8 1.3-2.7
9 139 54 38.8 31.047.1 86 1 1.1 0.1-54
10 533 220 41.2 37.1-454 351 38 10.8 7.9-14.3
=10 3878 1699 438 423455 3595 1414 39.3 37.5-409

13520 hastanin incelendigi retrospektif bir calismada Gram boyama
ve NAAT karsilastiriimis;

— NAAT ile saptanan pozitiflik WBC sayisi arttikca artmakta
* 0 WBC/hpf'de; %5, 10 WBC/hpf'de; %44
— 5 WBC/hpf esik deger olarak kullanildiginda %16 C. trachomatis

atlanirken, 2 WBC/hpf esik deger olarak kullanildiginda %7 C.
trachomatis atlanmakta!

— Gonokoksik uretritli erkeklerin ise sadece %2’sinde < 5 WBC/hpf
mevcut.

and 95% confidence intervals. Sexually Transmitted Diseases 2012;39:18-21




Ilk atim idrar

e Uretral meatus temizlenmeden sabah alinan
ilk idrar en optimal ornek!! (ilk 10-20 ml)
VEYA

* Son miksiyondan sonra en az 1-2 saat sonra,
uretral meatus temizlenmeden alinan 6rnek!

— NAAT icin 1 saatin 6nemli olmadigini gdsteren
calismalar var.



Tani algoritmasi

 Gram boyama yapilabiliyorsa ve;

— =2 WBC/hpf & I6kositler icinde gram-negatif
diplokoklar gortulmusse: Gonokoksik liretrit

— =2 WBC/hpf & gram-negatif diplokok yoksa: NGU
(Gonokoksik Uretrit siphesi yine de yiuksekse NAAT
sonuclanincaya kadar gonore icin de tedavi)

— <2 WBC/hpf ise ve hasta takibi kabul ederse NAAT
sonuclarini bekle!!

* imkan dahilinde spesfik tani icin N. gonorrhoeaee,
C.trachomatis ve M. genitalium igin idrarda “NAAT”
Gram ile birlikte istenmeli!!!



Tani algoritmasi

 Gram boyama yapilamiyorsa;
— NAAT yine de istenmeli!!

— Uretritin objektif bulgulari olan hastada

 (FM’de; mukopdurulan akinti ve idrarda lokosit esteraz
pozitifligi veya sedimentte =10 |6kosit/hpf)

* Hem gonokok hem de NGU etkenleri icin tedavi planlanmal..

— Bulgular yoksa;

* Hasta CYBH icin risk grubunda (cok eslilik, < 25 yas) ve takibe
gelmesi muhtemel degilse; NAAT sonuclarini beklemeden
gonore icin tedavi verilebilir.

* Risk grubunda degilse dizuirinin USI, prostatit gibi diger olasi
nedenleri arastirilmalidir.



Approach to the male patient with suspected urethritis
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Spesifik Tani

Spesifik tani icin ilk atim idrarinda Niikleik asit amplifikasyon
testleri (NAAT) yiiksek duyarlilik ve 6zgullik ile ilk secenek
yontemler!!

 Idrar bazl tanisal testler hem maliyeti diisiirmekte, hem de Uretral
orneklemeden dogacak rahatsizligi ortadan kaldirdigi icin hasta
uyumunu arttirmakta.

Kultur; referans laboratuvarlarda!!!
Antijen saptanmasi(DFA, EIA) (swabla alinan érnek gerektirir, yaygin degil)

Genetik prob metodlari (NAAT kullanimindan sonra giincelligini yitiren
teknikler)

Serolojik testler; 6nerilmez!!!



Tani - NAAT

Tablo 2. Urogenital érneklerde C. trachomatis igin tanisal testlerin duyarlilik ve
ozgullik araliklan (klinik galisma verilerinden uyarlanmig) (7).

Tani yontemi Duyarhilik (%) Ozgiilliik (%)
Hdcre kaltard 70-85 100
DFA 80-85 99
EIA 53-76 95
Direkt hibridizasyon 65-83 99
PCR
Servikal strlnt( 89.7 99.4
Kadin idrar 89.2 99.0
Erkek idrar 90.3 98.4
Dizi yer-degisimi amplifikasyonu (SDA)
Servikal surintu 92.8 98.1
Kadin idrar 80.5 98.4
Erkek idrar 94.5 91.4
Erkek Uretral surintd 94.6 94.2
Transkripsiyon aracili amplifikasyon
Servikal sUrlintd 94.2 97.6
Vajinal surintd 96.6-96.7 97.6-97.1
Kadin idrar 94.7 98.9
Erkek idrar 97.0 99.1

Erkek Oretral sUrdntd 95.2 98.2




Tani - NAAT

e T.vaginalis icin de NAAT yliksek duyarlilik ( %74-100) ve
ozgullikte (%97-100) ancak erkeklerde idrarda kullanim

icin FDA onayl degil.

M. genitalium tanisiicin de NAAT tek yontem; ancak
yaygin degil & FDA onayli degil.

* Ayni 6rnekte C. Trachomatis & N. gonorrhoeae saptayan
ticari kitler ve cinsel yolla bulasan etkenler icin multiplex

PCR testleri var!!!



Tani — Nadir etkenler

 Uretrit semptomlari olan ve FM’de genital Ulserleri
olan hastalarda;
— HSV icin; molekuler ve serolojik testler & kulthr

— Sifiliz icin; serolojik testler

 Uretral akintida gram negatif diplokok gériinen, N.
gonorrhoeae icin NAAT negatif gelen hastalarda N.
meningitidis nadiren etken olabilir. Kesin tani icin

ktltar pozitifligi gerekir.



Ayirici tani

Sistit
Epididimit
Prostatit

— Disurinin yaninda; ates, idrar kulturinde lGropatojem
m.o. Uremesi, akut skrotal agri, obstruktif tGriner

semptomlar, perineal veya pelvik agri sorgulanmali!!!

Non-enfeksiyoz etyolojiler

— Kimyasal irritasyon (spermisidler, sabun...vs)



Tedavi - NGU
Sexually Transmitted Diseases

20715

Recommended Rx Alternatives

azithromycin OR syhnmymbase‘SOOqgaﬂ!y OR

doxycyclinet ‘4x/day for 7 days

erythromycin ethylsuccinate® 800 mg  OR
‘orally 4x/day for 7 days

kvoﬁoncm’ 500 mg 1x/day orally OR

oﬂonm’Mmgmﬂdeayfor
7 days

* Azitromisin 1g p.o tek doz VEYA Doksisiklin 2x100 mg p.o 7 giin

e Azitromisin tercih!!!
— Tek ve gozlemlenebilir dozda verilebilmekte!
— M. genitalium gibi NGU’nun diger etkenlerine karsi daha etkin!




Standard Treatment Regimens for Nongonococcal
Urethritis Have Similar but Declining Cure
Rates: A Randomized Controlled Trial

Lisa E. Manhart,"? Catherine W. Gillespie,"® M. Sylvan Lowens.,® Christine M. Khosropour,'! Danny V. Colombara,’

Matthew R. Golden.®>® Navneet R. Hakhu,? Katherine K. Thomas.® James P. Hughes.? Nicole L. Jensen.® and
Patricia A. Totten?

Table 2. Clinical and Microbiologic Cure at Follow-up in the Modified Intent-to-Treat Population, by Infection at Enroliment

Clinical Cure \ / Microbiologic Cure \

Azithromycin (n=216) Doxycycline (n = 20j Azithromycin (n = 216) Doxycycline (n= 206)
All participants 79.6 (73.6-84.8) 76.2 (69.8-81.9)
Chlamydia trachomatis® 86.8 (74.7-94.5) 76.0 (61.8-86.9) 86.3 (73.7-94.3) 90.0 (78.2-96.7)
Mycoplasma genitalium® 63.2 (46.0-78.2) 48.1 (28.7-68.1) 39.5(24.0-56.6) 29.6 (13.8-50.2)
Ureaplasma urealyticum® 82.7 (69.7-91.8) 72.7 (59.0-83.9) \ 75.0 (61.1-86.0) 69.1 (55.2—80.9)/
Idiopathic* 79.0 (68.5-87.3) 85.7 (76.6-92.5)

* 606 konfirme NGU hastada tedavi etkinligi karsilastirmasi;
— 304 hasta azitromisin
— 302 hasta doksisiklin seklinde randomize edilmis:

Genel klinik kiir oranlari benzer!!! ( % 80- %76)

Mikrobiyolojik kiir oranlari ise etkene gore farklilik géostermis!!!




Re-Evaluating the Treatment of Nongonococcal
Urethritis: Emphasizing Emerging Pathogens—A
Randomized Clinical Trial

JR Schwebke,” A Rompalo,2 S Taylor.,® AC Sena.,® DH Martin.” LM Lopez® S Lensing.® and JY Lee®

Screened
(N=313)

Screen failures
(N=8, ineligible)

Randomized
(N=305)

Doxycycline
(N=76)

Doxycycline +
Tinidazole

{N=73)

|

Lost- 14

|

Lost- 18

Azithromycin +
Tinidazole

(N=79)

Lost- 21

Ineligible®-1 Ineligible - 2 Ineligible®- 1
AE-1 Withdrew - 1 Withdrew - 1
Other- 4 Other-3 Other-3
= - 1 J
Analyzed® Analyzed® Analyzed® Analyzed®
(N=76) (N=73) (N=77) (N=79)

305 NGU hastanin
degerlendirildigi bir
¢alisma;
— Azitromisin ve
doksisiklin tedavilerini
karsilastirmak

— NGU’nun klasik
tedavisine T.
vaginalise etkili bir
ajan eklendiginde
klinik ve mikrobiyolojik
kiir oranlarina etkisini
degerlendirmek

CID 2011;52:163-70



* Her 4 tedavi kolunda da klinik kiir oranlari agisindan istatistiksel olarak
anlaml fark yok.

— Tedaviye tinidazol eklenmesi kiir oranlarini etkilememis.
* Mikrobiyolojik klirens agisindan ;

— Doksisiklin iceren rejimler C. trachomatis’e karsi daha etkin (% 95 vs % 77)
— Azitromisin iceren rejimler M. genitalium’a karsi daha etkin ( % 67 vs %31)

Doxyeycline
therapy arm

Doxycycling |
tindazole theragy arm

Azithromycin
therapy arm

Azithromycin |
tinidazole therapy arm

All particigants

Varable (n= 76 (n=173) =77 in=79 (n = 305)
Follow-up visit 1 10 (13} 710} 8 {10} 84{10) 3311
Clinica! failure

[ Clinical cure 57 [75) 54 (74) 52 (68 55 {70) 218 (71} ]
Unevaluable 9112} 12 (16} 17 1221 16 {20) 54 (18)
Followe-up visit 2 22 129} 17 (23} 24 (31} 19 124) 82 (27)
Clineal failbira
(Clinical cure 22 (79} 24 133} 19 {25} 25 1321 90 (30) ]
Unevaluable 22 (29} 25 (34} 26 (34) 27 434) 100 (33}
Treatment failure at visit 1 10 (13} 7 (10} 810} 8{10) 331011}
Cumulative afficacy outcome” 32 142} 24 (33} 32 {42) 27 134) 115 (38}
Clinical failure
Clinical curs 36 (47} 37 (51) 30 139 38 (48) 141 (46} ]
Unevaluable g (m) 12 (16} 151{19) 14 {18) 49 (16)
Exact 95% Cl for cura rate A0 5647 37.4-61.3 208-50.7 40.4-63.3

CID 2011;52:163-70



Persistan veya rekiurren NGU

* Dikkate alinmasi gerekenler:
— Tedaviye uyumsuzluk
— Reinfeksiyon
— Antimikrobiyal direnc¢ (N. gonorrhoeae igin)

— M. genitalium veya T. vaginalis gibi empirik tedavinin
suboptimal olabilecegi etkenler

* Sadece semptomlarin varligi empirik tekrar tedavi
karari icin yeterli degil:

— Uretral akintinin veya idrarin mikrobiyoljik incelemeleri de
uretrit tanisi ile uyumlu olmali!!!

— Olasi etkenler icin NAAT tekrari da 6nerilmekte!



Chlamydia trachomatis, Mycoplasma genitalium,
and Trichomonas vaginalis Infections in Men
With Nongonococcal Urethritis: Predictors and
Persistence After Therapy

Arlene C. Seiia,’ Shelly Lensing.” Anne Rompalo,® Stephanie N. Taylor.” David H. Martin,® Laureen M. Lopez®
Jeannette Y. Lee,” and Jane R. Schwebke®
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Figure 3. Micmobiological detection of prevalent Chiamydia trachomatis (CT), Mycoplasma genitalium (MG), and Trichomonas vaginalis {TV) in
participants identified with clinical failure or clinical cure at visit 2 (VZ) and visit 3 {V3) after treatment. Abbreviation: NAAT, nucleic acid amplification test.

* 245 NGU hasta tedavi sonu 1. haftada ve 3-4 .haftalarda degerlendirilmis:
»  2.vizitte; 33/245 (%13) hastada klinik yanitsizlik (+)

— Bunlarin; % 55’inde patojen saptanmamis.

— %9CT, %33 MG, %12 TV
* 3.vizitte; 80/169 (% 47) hastada klinik yanitsizlik

— % 56 patojen saptanmamis

— %10 CT, %25 MG, % 10 TV

J of Infect Dis 2012;206:357-65



Tedavi - Persistan veya rekurren NGU

* Baslangig¢ rejimine uyum gostermemis veya tekrar
tedavi edilmemis partner ile iliskide bulunmus
hastalarda; ilk tedavi rejimi tekrar verilebilir.

* Bunlarin disinda tedavi M. genitalium’u hedef
almali:

— Baslangic rejiminde yoksa azitromisin 1 g p.o. tek
doz veya varsa moksifloksasin 1x400 mg 7 giin

* T. vaginalisin endemik oldugu boélgelerde;
— Metronidazol veya tinidazol 2 g p.o. tek doz



Tedavi - Persistan veya rekurren NGU
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Tedavi sonrasi kontrol

Kontrol testler:

Semptomlardan bagimsiz olarak tedaviden 3-6 ay
sonra NAAT ile test tekrari onerilmekte.

— Reinfeksiyonlar tedaviden sonraki ilk 6 ayda en sik!

Kiir testleri:

Semptomlarin gerilemesinden bagimsiz olarak,
tedaviden sonraki 1-3. haftada NAAT veya kultir ile
patojenin eradikasyonunun test edilmesil

— Kar testleri 1. basamak rejimlerle tedavi edilen hastalarda
degil, alternatif rejimlerle tedavi edilen hastalarda
onerilmekte.



REINFECTION

Chlamydial and gonococcal reinfection among men: a
systematic review of data to evaluate the need for retesting

Monica Fung, Katherine C Scott, Charlotte K Kent, Jeffrey D Klausner

Sex Transm Infect 2007:83:304-309. doi: 10,1136/51,2006.024059
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Figure 1 Percentage of chlamydial reinfection among men by shudy. Figure 2 Percenfoge of gonococcal reinfection among men by study.

 Uretrit etkenlerinde re-enfeksiyon oranlarini derleyen bir
metaanalizde;

— Klamidya ile re-enfeksiyon: % 9.8- % 18.3 (median % 11.3)
— Gonore ile re-enfeksiyon: % 0- % 30.8 (median % 7)




Tedavi sonrasi takip

Tedavi baslangicindan sonraki 7 giin boyunca ve
semptomlar kaybolana kadar cinsel iliski kisitlanmali!!!

N. gonorrhoeae, C. trachomatis ve T. vaginalis ile gelisen
Uretrit tanisi alan kisilerle, tanidan onceki 60 giin icerisinde
cinsel temasi olan kisilerin de degerlendirilip, gerekli ise
tedavi edilmesi gerekmekte!!

Eger hastanin son seksuel partneri > 60 giin 6nce ise; son
partnerinin degerlendirilip tedavi edilmesi dnerilmekte!

M. genitalium icin sekstel kontaktlarla iliskili net 6neri
olmamakla birlikte benzer degerlendirme yapilabilir.



TESEKKUR EDERIM!



