19 °

EKMUD

BiLIMSEL KONGRESI

sz 410 SORUDA PNOMONI TEDAViISI,
5 NEDEN 1 KANIT

Prof. Dr. iftihar KOKSAL
Acibadem Unv. Tip Fak. Atakent Hastanesi,

Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji Anabilim
Dali, ISTANBUL

26 Mayis 2022, EKMUD 2022



Pnémoni dahil alt solunum yolu enfeksiyonlari, tiim
diinyada oliimiin baslica nedenidir.’

Tum dunyada olumun baslica 10 nedeni, 2013
Yas standardize olim orani (100.000 kigi basina)

Iskemik kalp hastalig
Serebrovaskiiler hastalik
KOAH

The 10 leading causes of death in the world
2012
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Pnomokokal pndmoni, 2013 yilinda alt solunum yolu enfeksiyonlarina bagli 6lumlerin yaklasik %22’sinden sorumlu olup,
alt solunum yolu enfeksiyonuna bagli 6limlerin baglica nedeni idi.

AIDS, edinilmis immun yetmezlik sendromu; KOAH, kronik obstriktif akciger hastaligi; HIV, insan immun yetmezlik viriisu.
1. Naghavi M, et al. Lancet. 2015;385:117-71. Figure adapted from Naghavi et al.



Pnomokokal hastalik, invaziv ve noninvaziv (mukozal)

hastalik olarak iki grupta incelenebilir

Pnomokokal hastalik?
Noninvaziv
(mukozal)
| _ .
Akut
m m

* ~%25 invaziv?
- Noninvaziv formlar, invazive donusebilir (6rn. baktereminin eglik ettigi
pnémoni)?!
- Hastaligin siddeti ve invazivligi, serotipe gore degisir.3

* ~0075 noninvaziv

1. World Health Organization (WHO). Wkly Epidemiol Rec 2012;87:129-44. 2. Said MA, et al. PLoS One 2013;8:e60273. 3. Jansen AG, et al. Clin Infect Dis
2009;49:e23-29.



Pnomoni* Mortalite Oranlari

Amerika (2010): Japonya (2004): k
49,597 6lim? 95,534 6liim?2

‘l’

Turkiye (2004)

% 1 - 60(olum nedenleri arasinda 5.sirada)

1.Centers of Disease Control and Prevention. Pneumonia. http://www.cdc.gov/nchs/fastats/pneumonia.htm. Updated April 5, 2013. Accessed December 18, 2013. 2. Ministry of Internal Affairs and
Communications. Vital Statistics; Table 2-32. http://www.stat.go.jp/english/data/chouki/02.htm. Updated 2008. Accessed December 18, 2013. 3. Office for National Statistics. Mortality Statistics:
Deaths Registered in 2011; Table 5.10. http://www.ons.gov.uk/ons/publications/re-reference-tables.html?edition=tcm%3A77-277727. Accessed December 18, 2013. 4. Australian Bureau of
Statistics. http://abs.gov.au/ausstats/abs@.nsf/0/1CFA8B66386B6C04CA2579C6000F7030. Updated March 14, 2013. Accessed December 18, 2013.

Turk Toraks Dernegi, Pnémoni Tedavi Uzlasi Raporu, 2009, Cilt 10, Ek 9,
TC Saglik Bakanli§i, Refik Saydam Hifzissihha Merkezi Baskanligi Hifzissihha Mektebi Miidirligl ve Bagkent Universitesi Ulusal Hastalik Yiikii ve Maliyet Etkinlik Projesi sonuglari, Aralik 2004

*TUm nedenlere bagli pnédmoni
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Solunum Yolu Infeksiyonu Etkenleri

*S.pneumoniae
*H.influenzae

*M.catarrhalis * """'f,"
«Stafilokoklar <

-Atipik bakteriler
7 A

Solunum sistemi

« Komorbit durumlar
ve hastaliklar
 Mevsimsel ozellikler

4




Etiological agents of community-acquired
pneumonia in adult patients in Turkey;

a multicentric, cross-sectional study Table 2. Distribution of etiological agents in 218
patients with CAP.

Iftihar KOKSAL!, Tevfik OZL(Z, Ozlem BAYRAKTAR!, Giirdal YILMAZ!, Yilmaz BALBLZ, Microorganism Number (0/0)

Funda OZ—I—(_.[]:{A ., Rahmet CAYLAM", Kemalﬁ.-ttln AYDIN®, Murgin SUCf_.l , *TUCAP Calisma Grubu SIIEPIDCDCCUE Pneumﬂni:ae 32 [1 4'?] [1 glz] .
° Ulke genellnde SekIZ Haemophilus influenzae 13 (6.0) [7.8]*
un|VerS|te haStaneS|n|n Klebsiella pneumoniae 8 (3.7) [4..81*

katildigi prospektif, cok preplococcus spp. o

. oraxella catarrhalis : -
merkeZ“ Qa||$ma Escherichia coli 4(1.8) [2.4]*
Pseudomonas aeruginosa 4(1.8) [2.4]*
. K . Other gram-negative 4 (1.8) [2.4]*
Bu Qa||§man|n Ozelllkle alt Other gram-positive 3(1.4) [1.8]*
SOlunum yOIU Atypical pathogens 44 (20.2) [26.3]*
InfekSIyOmarl nda etken Mycoplasma pneumoniae 30 (13.8) [18]*
|ZO|asyonunu esas almaS| Chlamydia pneumoniae 9 (4.1) [5.4]*

ve atlplk/VIral etkenlerln Legionella pneumophila 5(2.3) [3]*
alisilmasi nedenivle Viral pathogens 45 (20.6) [26.9]*
Q.. § y .. Respiratory syncytial virus 22 (10.1) [13.2]*
yUksek Oranda etyOIOJIK Parainfluenzae virus 11 (5.0) [6.6]*

tan|ya UIa§||ab|Im|§t|r Influenzae virus 10 (4.6) [6]*
Coxackie virus 2 (0.9 1.2]1*

No etiology determined 81 (37.2)

Koksal i, OzIu T, et al.Tiberkiloz ve Toraks Dergisi 2010; 58(2)119-127



TURKIYE DIRENGC VERILERI




Streptococcus pneumoniae

« Nazofarenkste kolonize olan bir insan patojeni *
« Organizma bir polisakkarit kapsile sahip!?
Serotiplerin tanimlanmasi
Virtlans faktor olarak fonksiyonlar
Asilarin hedefi
* En az 90 serotip belirlenmig!?

Serotiplerin patojenitesi esit degil
10 serotip - %62 invaziv hastalik

S. pneumoniae‘da antibiyotik direnci global sorun 12

Antibiyotik direnci iceren serotipler
6A, 6B, 9V, 14, 15A, 19A, 19F ve 23F34

1. Centers for Disease Control and Prevention. Pneumococcal disease. In: Atkinson W, et al, eds. Epidemiology and Prevention of Vaccine-Preventable Diseases.
12th ed., second printing. Washington, DC: Public Health Foundation; 2012:233-48. http://www.cdc.gov/vaccines/pubs/pinkbook/downloads/pneumo.pdf.
Accessed March 2015. 2. World Health Organization. Available from: http://www.who.int/immunization/diseases/pneumococcal/en/Accessed March 2015. 3.

Linares J, et al. Clin Microbiol Infect 2010;16:402-10.
4. Kim SH, et al. Antimicrob Agents Chemother 2012;56:1418-26.



Serotipin Onemi

- Kapsul
Konagin immun yanitina karsi koruma
- Serotip prevalansi

« Cografi bolge
Antibiyotik kullanim politikalari

* Yas

- Yasa bagli degisen kronik hastaliklari
Ulkelerde kullanilan agsi stratejiler
Zamana bagli olarak degisim
Sosyoekonomik kosullar

Mandell, Douglas, and Bennett’s principles and practice of infectious diseases—7th ed.



Antimikrobiyal Direnc

* Penisilin ve diger antibiyotiklere diren¢ giderek artmakta

» Invaziv izolatlarda antibiyotiklere daha duyarli iken invaziv
olmayanlar daha direncli

« Penisilin dugsuk MIK degeri olanlar izolatlar diger antibiyotiklere
hassas

» MIK degeri arttikca diger antibiyotiklere direnc artmakta

Smith AM, et al. Antimicrob Agents Chemother 1995; Smith AM, et al. Antimicrob Agents Chemother 1993; Dowson CG, et
al. Mol Microbiol 1993; Versalovic J, et al. J Infect Dis 1993; McDougal LK, et al. Antimicrob Agents Chemother 1995;
Tomasz A. Clin Infect Dis 1997 Karlowsky JA, et al. Clin Infect Dis 2003



Ulkelere gére S pneumoniae’nin Penisilin

Duyarhihgi*’

China3
(2013-2014)
32.2%

Ukraine?
(2011-2013)
87.3%
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1. Feshchenko Y, et al. J Antimicrob Chemother. 2016;71(suppl 1):i63-i69. 2. Soyletir G, et al. J Antimicrob Chemother. 2016;71(suppl 1):i71-i83. 3. Hu F, et al. J
Antimicrob Chemother. 2016;71(suppl 1):i33-i43. 4. Torumkuney D, et al. J Antimicrob Chemother. 2016;71(suppl 1):i3-i19. 5. Van PH, et al. J Antimicrob Chemother.
2016;71(suppl 1):i93-i102. 6. Elshafie S, et al. Infect Drug Resist. 2016;9:153-160. 7. Kacou-Ndouba A, et al. J Antimicrob Chemother. 2016;71(suppl 1):i21-i31.




__ An Update on Invasive Pneumococcal N

Antibiotic Resistance in Turkey, 2008

Turkiye’deki yerel calismalardan kumulatif pnomokokal beta-
laktam olmayan antibiyotik direnc oranlari

Antibiyotigin Ads Antibiyotigin Ads

Trimetoprim- %39 Kloramfenikol %5
sulfametoksazol
Tetrasiklin %19 Rifampisin %2
Eritromisin %18 Levofloksasin %2
Azitromisin %18 Moksifloksasin %0
Klaritromisin %10 Gemifloksasin %0
Ofloksasin %13 Telitromisin %0

Klindamisin %9 Vankomisin %0



ournal or
J Antimicrob Chemother 2016; 71 Suppl 1:i85-i91 AntlmlcrOblal
doi:10.1093/jac/dkw067 Chemotherapy

Results from the Survey of Antibiotic Resistance (SOAR)
2002-09 in Turkey

D. Torumkuneyl*, D. Gur?, G. Soyletir3, N. Gurler4, Z. Aktas*, B. Sener?, A. Tunger>, G. Bayramoglu®, 1. Koksal®,
A. N. Yalcin?, Y. Tanriverg, I. Morrissey® and K. Barker?l

Percentage susceptible

B 2002-03 (CLSI %S) @ 2004-05 (CLSI %S) O 2007-09 (CLSI %S)

Figure 1. Percentage susceptibility for antimicrobials against S. pneumoniae during 2002 -03, 2004-05 and 2007 -09.



Pnomokokal antimikrobiyal direnc

IN bir sorundur.

Avrupa’daki makrolid

- direnci, 20152 q

S. pneumoniaenin S %ﬁ )

antibiyotik direnci kiresel = ? v
olarak artmaktadir; asil ot cude

endise kaynagi ise -
laktam ve makrolid
direncidir.1

Mon-visible countries
1 Liechtenstein
B Luxembourg
. Malta

1. Cilléniz et al. Curr Opin Pulm Med 2016;22:227-34. 2. ECDC. Antimicrobial resistance surveillance in Europe 2015. Available from:
http://ecdc.europa.eu/en/publications/Publications/antimicrobial-resistance-europe-2015.pdf. jaccessed March 2017].



WHO S pneumoniae’yi 12 En Onemli Direncli Bakteri Arasinda

Siniflamaktadir *

Oncelik Seviyesi Oncelik Seviyesi Oncelik Seviyesi
§,<° 1~>°&
L L
S pneumoniae (penicillin-non- A baumannii (carbapenem-resistant)

susceptible

Yeni antibiyotik gelistiriimesine ek olarak, asilama oranlarinin
artirllmasi , antibiyotik direncli bakteriler ile olusan

infeksiyonlarin azaltilmasi icin tamamlayici bir yaklagimdir.

*Mycobacteria, like Mycobacterium tuberculosis, the causative agent of human tuberculosis, were not included in the prioritization list as they are already considered a global priority
urgently needing novel treatment options.

fInclude: K pneumonia, E coli, Enterobacter spp., Serratia spp., Proteus spp., Providencia spp., and Morganella spp.

Global priority list of antibiotic-resistant bacteria to guide research, discovery, and development of new antibiotics. World Health Organization (WHO).
http://www.who.int/medicines/publications/WHO-PPL-Short_Summary_25Feb-ET_NM_WHO.pdf. Accessed March 8, 2017.



Results from the Survey of Antibiotic Resistance (SOAR)

2011-13 in Turkey

G.Soyletir!, G. Altinkanat?, D. GurZ, B. AltunZ, A. Tunger?, 5. Aydemir?, C. Kayacan®, Z. Aktas*%, M. Gunaydin?, A. Karadag?,
H. Gorur®, I. Morrissey” and D. Torumkuney®*

! Marmara University Medical Faculty, Department of Medical Microbiology, Istanbul, Turkey; “Hacettepe University Medical Faculty,
Department of Medical Microbiology, Ankara, Turkey; ~ Ege University Medical Faculty, Department of Medical Microbiology, Izmir, Turkey;
“Istanbul University, Istanbul Medical Faculty, Department of Medical Microbiology, Istanbul, Turkey; *Ondokuz Mays University Medical
Faculty, Department of Medical Microbiclogy, Samsun, Turkey; *GlaxoSmithkline Turkey, Buyukdere Cad. 1. Levent Plaza, No. 173, B Blok,
24394, Istanbul, Turkey; “IHMA Europe Sarl, 94 route de la Comiche, Epalinges 1066, Switzerland; *GlaxoSmithKline, 980 Great West Road,

Ege Unv.
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Istanbul Unv.
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Ondokuz Mayis Unv.

Erciyes Unv.
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Konya Selguk Unv.
Akdeniz Unv.
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T Infect Chemather (2011) 17:658-664

DOT 10.1007/s10156-011-0238-x

Evaluation of resistance mechanisms and serotype and genotype
distributions of macrolide-resistant strains in clinical isolates
of Streptococcus pneumonia in Aydm, Turkey

Murat Telli - Mete Eyigir - Berna Giiltekin -
Neriman Aydn
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® Orta duyarh 34
mDuyarh 53 60

1 Telli M, et al.J Infect Chemother 2011;17:658-664
2 Aslan G. et al Mikrobivol Bul 2012:46(2):190-201

Mikrobiyol Bl 2002: 46(2): 190-2010

Ozgun CaliymaOrfgimal Article

Penisiline Duyarh ve Direncli
Streptococcus pneumoniae lzolatlannda
Penisilin Baglayan Protein Genotiplerinin
Degerlendirilmesi®

Evaluation of Penicillin-Binding Protein Genotypes in
Penicillin Susceptible and Resistant
Streptococcus pneumoniae Isolates

Gondl ASLAMN", Seda TEZCAN", Muran DELIALIOCLLT, Fatma Esin AYDIMN',
Mecdet KUYUCU?, Girol EMEKDAS!

100%
90%
80%
0%
60%
20%
40%
30%
20%
10%

0%

Penisilin

Direngli | 13

: mOrta duyarh: 50

®m Duyarl 37



Turkiye'de Streptococcus pneumoniae suslarinda
penisilin direncinin yillara gore degisimi

bU.Uu
50,00 48 ® Penisilin |
Penisilin R
40.00
33 31
30.00 28 28
20.00 16
13
10.00 7
2 3
0.00
1990-1995 1995-2000 2000-2004 2011-2013 2017

1. Erdem H. Journal of Chemotherapy 2005;17(1)25-30
2. Soyletir G, et alJ. of Antimicrob. Chemotherapy 2016;71(1):71-83
3 WHO Central Asian and Eastern European Surveillance of Antimicrobial Resistance Annual report Sekil kaynak1-2-3’den uyarlanmistir
2017



S. Pneumoniae penisilin duyarliligi Turkiye

Penisiline duyarh S.
Pneumoniae
38%

Penisiline duyarli oilmayan

S. Pneumoniae
62%

Soyletir G, et al. Results from the survey of antibiotic resistance between 2011 and 2013 in Turkey J. of Antimicrob.
Chemotherapy 2016;71(1):71-83




S. Pneumoniae makrolid duyarliligi Turkiye

Makrolid duyarli olmayan

S. Pnzg[;oniae Makrolid duyarli S.
0 Pneumoniae

91%

Soyletir G, et al. Results from the survey of antibiotic resistance between 2011 and 2013 in Turkey J. of Antimicrob.
Chemotherapy 2016;71(1):71-83
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Tiirk Toraks Dernegi Eriskinlerde Toplumda Gelisen Pnomoniler:
Tan1 ve Tedavi Uzlas1 Raporu

ni

v
[Skoriama (CURR-65 ya da BS1]
o [ECURS 65 0-1 ya da PSTEG0] - @A

| » [1.1 Kronik hastaik yok |
[1.1.1 Tipik pnémoni » [Amoksisilin i

FL1.2 Atipik pnomoni ] » [Amoksisilin + makrolid]
[1:1.3. Son 3 ayda BL kullanim 6ykiisii'| —» [Solunum kinolonu* ]
- | 1.2 Kronik hastalik var| ——— |2/ 3. kusak oral sef. ya da BL + BLI + makrolid |

Lo meEESERS ayda BL kullani GEEEN —» EEERGu kin IR

—65 = 2 ya da P51 =91
ilerleyen pnémoni
-~ < W2 .
I alim sorun / tedavi uyumauet Solunum kinolonu:
l kognitif ya da fonksiyonel kayip @Hastancaey, Gram (+) koklara etkili
] durum sorunum tedavi

B ekt ccinin S kinolonlar: Gemifloksasin,

Risk faktorleri: I levoﬂoksasin,
Son 3 ayda hospitalizasyon ya da antibiyotik kullaninm, . i
son 6 ayda bir solunum drneginde direndi bakteri iremis olmasa mokSIHOksaSIH

= | 2.1. Risk faktorii yok |

™ ti- Pseudomonas olmayan sefalosporin®® + makrolid
Li+ makrolid
kinolonu (monoterapi)®*

yatanlar:

ti- Psendomonas ol mayan sefalosporin®® + makrolid
Li+ makrolid

anti-Pseundomonas olmayan sefalosporin + solunum ki

LI + solunum kinolonua*

B 5 R —————




Diagnosis and Treatment of Adults with Community-acquired

Pneumonia
An Official Clinical Practice Guideline of the American Thoracic Society and

Infectious Diseases Society of America

a Joshua P. Metlay*®, Grant W. Waterer*, Ann C. Long, Antonio Anzueto, Jan Brozek, Kristina Crothers, Laura A. Cooley,
Mathan C. Dean, Michael J. Fine, Scott A. Flanders, Marie R. Griffin, Mark L. Metersky, Daniel M. Musher,
Marcos |. Restrepo, and Cynthia G. Whitney; on behalf of the American Thormacic Society and Infectious Diseases
Society of America
THE OFRCAL CLNCAL FRACTICE GUIDELINE WAS AEFRONED BY THE AMERCH THRACE Sacemy May 2019 ao ne keecmous Dissazes SoceTy oF AMeRca,
Auaust 2019

Amercan Joumal of Respiratory and Critical Care Medicine Volume 200 Number 7 | October 1 2019



2007 IDSA / ATS TKP ciddiyet dlcutleri

e \azopresor ihtiyaci olan septik sok
Major Kriterler
e Mekanik ventilasyon gerektiren solunum yetmezligi

* Solunum hiz1 2 30 / dak

* Pa0, / FiO, orani £ 250

* Multilober infiltrasyon

* Konflizyon/Oryantasyon bozuklugu
Mindr Kriterler * Uremi (BUN = 20 mg/ dl)

* Lokopeni * (WBC <4.000 hiicre / pl)
* Trombositopeni (PLT <100,000 / ul)

* Hipotermi (kor viicut 1sisi <36 ° C)

* Agresif sivi resisitasyonu gerektiren hipotansiyon



Balgam Kiiltiri

Makrolid ile monoterapi
Prokalsitonin kullanimi
Kortikosteroid kullanimi

Saghk bakimi iligkili pnomoni

kategorisinin kullanimi

TKP'de standart ampirik

tedavi

Rutin kontrol akciger grafisi

2007 KLAVUZU

Oncelikle siddetli hastaligi olan hastalarda tavsiye

edilir

Oncelikle siddetli hastaligi olan hastalarda tavsiye
edilir

Ayaktan hasta icin gli¢ll 6neri

icermiyor

icermiyor

2005 ATS / IDSA hastane kaynakli ve ventilatorle
iliskili pndmoni rehberlerinde belirtilen sekilde kabul

edildi

Siddetli TKP'de B-Laktam/ makrolid veya B-laktam/

florokinolon kombinasyonlan esit dizeyde 6neri

Ele alinmad

2019 KLAVUZU

Siddetli hastaligi olan hastalarda ve ampirik olarak MRSA
veya Pseudomonas aeruginosa igin tedavi goren tum

hastalarda
Siddetli hastaligi olan hastalarda ve ampirik olarak MRSA

veya Pseudomonas aeruginosa icin tedavi goren tum

hastalarda

Direng seviyelerine gore ayakta tedavi goren hastalar icin

sartli 6neri
ilk antibakteriyel tedavi ihtiyacinin belirlenmesi icin tavsiye

edilmez

Kullanmak onerilmiyor. Refrakter septik soklu hastalarda
disundlebilir.

Bu kategoriyi terk etmek tavsiye ediliyor. MRSA veya P.
aeruginosa kapsayan tedaviye duyulan ihtiyaci belirlemek
icin yerel epidemiyoloji ve dogrulanmis risk faktorlerine
vurgu yapilmis.

Her ikisi de kabul edilebilir ancak B-laktam/makrolid

kombinasyonu lehine daha gligli kanitlar
Rutin yapilmasi onerilmiyor. Klinik endikasyon varhiginda

akciger kanseri taramasi igin oneriliyor



CURB-65 SKORU (Her bir parametre 1 puan)

Confusion (konfiizyon)
Urea (iire) > 19 mg/dL (> 7 mmol/L)
Respiratory rate: Solunum sayisi 230/dakika

Blood pressure: Sistolik kan basinci < 90 mm Hg veya diastolik kan basinci £ 60 mmHg

Yas 2 65

PNOMON:I CIDDIYET iINDEKSI (PSI)

oLcuT PUAN oLcuT

Yas Yil/erkek Nabiz >125/dk

Yas Yil-10/kadin Solunum sayisi >30/dk
Huzurevinde kalmak 10 Kan basinci <90 mmHg
Neoplastik hastalik 30 Vicut 1sis1 € 35 veya 240 ‘C
Konjestif kalp yetmezligi 10 pH < 7.35

Serebrovaskiiler hastalk 10 BUN 230 mg/dl

Bobrek hastalik 10 Na < 130 mmol

Karaciger hastaligi 20 Glukoz > 250 mg/dI

Mental bozukluk 20 Hematokrit < %30
Pa02 < 60 mmHg

Plevral efiizyon

Evreleme: Evre 1.yas<50 ve kanser, karaciger, SVH, bobrek, kalp hastalig: yok, Evre 2.<70, Evre 3. 71-90, Evre 4. 91-130, Evre 5. >130




TKP’NiN AYAKTAN TEDAVISINDE ANTIBiYOTIK ONERILERI

Amoksisiklin VEYA
Komorbidite yok veya MRSA veya Psédomonas risk faktorii yok* Doksisiklin VEYA
Makrolid (Lokal makrolid direnci <%25) i
Kombinasyon®
Amoksisilin / klavulanat veya sefalosporin
VE
Komorbidite varsa
Makrolid veya doksisiklin
VEYA

Solunumsal Florokinolonlarla monoterapi '!

Risk faktorleri; MRSA veya P. aeruginosa'nin dnceden solunumla izole edilmesi veya yakin zamandaki hastaneye yatis ve parenteral

antibiyotik tedavisi (son 90 gin iginde).

' Giinde 1 kez iic kez amoksisilin, giinde iki kez 100 mg doksisiklin, ilk giinde azitromisin 500 mg sonra giinde 250 mg, giinde iki kez 500

mg klaritromisin veya glinde bir kez 500 mg klaritromisin MR.
‘Komorbiditeler: kronik kalp, akciger, karaciger veya bobrek hastaligi, diyabet, alkolizm, malignite veya aspleni.

¥ Giinde (i¢ kez 500 mg / 125 mg amoksisilin / klavulanat, giinde iki kez 875 mg / 125 mg amoksisilin / klavulanat, giinde iki kez 2,000
mg / 125 mg, amoksisilin / klavulanat, giinde iki kez 200 mg sefpoksoksim veya gilinde iki kez 500 mg sefuroksim; VE azitromisin birinci
ginde 500 mg, daha sonra gunde 250 mg, klaritromisin ginde iki kez 500 mg, klaritromisin MR 1.000 mg/giin veya doksisiklin glinde
iki kez 100 mg.

I Giinde 750 mg Levofloksasin, giinde 400 mg moksifloksasin veya giinde 320 mg gemifloxacin.



KINOLONLAR VE GEMIFLOKSASIN




Kinolonlarin Siniflamasi

1. Jenerasyon 2. Jenerasyon 3. Jenerasyon 4. Jenerasyon

Nalidixic acid Norfloxacin Levofloxacin Trovafloxacin
Ciprofloxacin Sparfloxacin Moxifloxacin
Ofloxacin Grepafloxacin Gemifloxacin
Enoxacin Gatifloxacin Garenoxacin

Lomefloxacin

Fleroxacin

Topgu, Ayse Wilke Soyletir, Guner Doganay M, editor. Enfeksiyon Hastaliklari ve Mikrobiyolojisi. 3rd ed.
istanbul: Nobel Tip Kitabevleri; 2008. p 342’dan uyarlanmistir .



Florokinolonlarin Etki Mekanizmasi

L
e Fluoraquinalones
sk, bind to two nuclear
| ENZYMes,
inhibiting DNA
replication

OMA gyrase




e
Florokinolonlarin Etki Mekanizmasi

Gemifloksasinin
SN

tedavi dozlarinda her

o L J
iki bélgeye de o WYy
yuksek baglanma e®
afinitesi vardir. ® S 5
® Replikasyon
.. Kompleksi
o
-
® Cogu florokinolon farkl
i tlrlerde her iki enzime de
® degisen afinite dereceleriyle
5’ baglaniriar.

Topoisomerase IV

Hooper DC. THE LANCET Infectious Diseases 2002;Vol 2:530-
538

Sekil Kaynaktan uyarlanmigtir.



Florokinolonlarin Enzimlere Baglanma Afinitesi

IC50 (M)
Kinolon DNA Giraz Topoizomeraz IV
m - -
= Gemifloksasin
5
o) O . .
® = Moksifloksasin 20 10
o C
C T
Gatifloksasin 20 - 40 10-20
Levofloksasin 80 40

Gemifloksasin DNA giraz ve topoizomeraz IV enzimlerine dusuk konsantrasyonda yuksek
baglanma afinitesi gosterir?

1.Yague G. Antimicrobial agents and chemotherapy,2002;46:(2)413-419



Gemifloxacin i1s a fluoroguinolone that has enhancec

affinity for toposomerase. Compared with other fluoro-
guinolones, gemifloxacin was the most potent againsi

penicillin-intermediate and penicillin-resistant pneumo-
cocci, methicillin-susceptible and methicillin-resistani
Staphylococcus epidermidis isolates, and coagulase-
negative staphylococei [1,2]. It has excellent activity
against Haemophihs influenzae and Moraxella catarrhalis
and is unaffected by beta-lactamases. It is generally two-
fold less active than ciprofloxacin against most Enterobac-
teriaceae |3]. Atypical respiratory pathogens (Legionella
Mycoplasma, and Chlamydia species) and Neisseria
gﬂﬂﬂt‘t‘h-ﬂﬂ-ﬂ are hjghl}r El]EE:-E:pI’.Ibl-E: |4]

L4 241Uy 10y £ MIIOUVIGUULLL 1y LVAGIINVIL 171 Xy ANV LDLVLLL Ve 2L AVIV U £ AQVIILDNVIIVIIV ULVL VUV Vg 1 I\ Jo UV o

[2] Jones RN, Pfaller MA, Erwin ME. Int J Antlmlcrob Agents 2000; 15(3): 227 30
[3] Marchese A, Debbia EA, Schito GC.. J Antimicrob Chemother 2000; 46(Suppl. T1): 11-5.



Gemifloksasin Etki Spektrumu

- Aerobik gram-pozitif - Haemophilus - Bacteroides spp.

mikroorganizmalar parainfluenzae . Clostridilum spp

. Streptococcus - Moraxella catarrhalis

' - Klebsiella pneumoniae .
pneumoniae e P . Atipik
. Staphylococcgsﬂaureus * Klebsiella oxytoca mikroorganizmalar
(yalnizca metisiline - Escherichia coli : :
g | | - Chlamydia pneumoniae
uyarl suslar) - Enterobacter spp

- Mycoplasma

- Streptococcus pyogenes i .
P Pyog Proteus vulgaris pheumoniae

- Aerobik gram-negatif . Acinetobacter spp
mikroorganizmalar

- Haemophilus influenzae

- Legionella pneumophila

- Anaerop bakteriler v
P Konsantrasyona bagli

BAKTERISIDAL

Suslarin %90’inda MiK@ 0.25 pg/ml
MBK genellikle MiK’ten 1 diliisyon fazla

Blondeau JM, et al. IJAA 2003; 22: 147-154



Farmakokinetik farmakodinamik indeksin klinik

anlamit-2
Cmax
§ Serum
© seviyesi
=
:
C
2
MiK /
Zaman

- MiK90 (minimum inhibitor
konsantrasyon) in vitro kosullarda
bakterilerin %90’Iinin gogalmasinin
iInhibe edildigi en dusuk ilag
konsantrasyonu?

- EAA (Egri Altinda kalan Alan): Belirli
bir zaman araligina karsi plazma
konsantrasyonunun integraline
karsilik gelird

1. Appelbaum PC. Et al.nternational Journal of Antimicrobial Agents 23 (2004) 533-546

2.Zhao X. Clinical Infectious Diseases 2001; 33(Suppl 3):S147-56
3.Akkan G.ANKEM 2014;28(ek2):82-85



e
Farmakokinetik Ozellikler

Emilim ve Dagilim
- Oral biyoyararlanimi %71'dir.

- Oral uygulamadan sonra, gastrointestinal kanaldan hizli emilir.

- Doruk plazma konsantrasyonlarina 0.5-2 saat icinde
ulasiimaktadir.

- Saglikh kigilerde tekrarlanan dozlardan sonra plazma
proteinlerine baglanmasi, %55 ila %73 arasindadir ve yastan
etkilenmez.

*Gee T, et al. In vitro susceptibility of 4903 bacterial isolates to gemifloxacin-an advanced fluoroquinolone JAC 2001; 47: 431-
434



Gemifloksasinin Solunum Dokularina Penetrasyonu

Bes gun, gunde 320 mg gemifloksasin dozundan sonra, yaklagik 2. saatte
plazma, alveolar makrofajlar, epitel yuzey sivisi ve brong mukozasindaki ilag
konsantrasyonlari

Doku Konsantrasyon Plazma ile kiyaslamali oran
(£ SD) (£ SD)
Plazma 1.40 (0.442) pg/ml ---
Alveolar makrofaj 107 (77) pg/ml 90.5 (106.3)
Epitel ylizey sivisi 2.69 (1.96) pg/ml 1.99 (1.32)
Brons mukozasi 9.52 (5.15) ug/g 7.21 (4.03)

File Jr TM, Lannini PB. Today Ther Trends, 414-435



Infectious Diseases Society of America/American
Thoracic Society Consensus Guidelines on the
Management of Community-Acquired Pneumonia
in Adults

Lionel A. Mandell," Richard G. Wunderink,> Antonio Anzueto,*® John G. Bartlett,” G. Douglas Campbell*
Nathan C. Dean,*™ Scott F Dowell,"” Thomas M. File, Jr."*" Daniel M. Musher."* Michael S. Niederman,™"
Antonio Torres.” and Cynthia G. Whitney™"

 Recommendations are generally for a class
of antibiotics rather than for a specific drug,
unless outcome data clearly favor one drug.

Di reng ge | |§ im *  Because overall efficacy remains good for
. B many classes of agents, the more potent
riskini d usurur. drugs are given preference because of their
benefit in decreasing the risk of selection
4 for antibiotic resistance.

Mandell LA, et al. Infectious Diseases Society of America/American Thoracic Society Consensus Guidelines on the
Management of Community-Acquired Pneumonia in Adults Clinical Infectious Diseases 2007; 44:S27-72



Gemifloksasin, S. pneumoniae’ya karsi
en potent florokinolondur

MIK90(ug/mL)

Organizma Gemifloksasin Moksifloksasin Levofloksasin
S.pneumoniae 0,03 - 0,06 0,12 - 0,25 1

H. influenzae 0,008 - 0,0015 0,03 - 0,06 0,015 - 0,003
M. catarrhalis 0,015 - 0,003 0,06 - 0,012 0,06

L. pneumophila 0,015 - 0,003 0,015 0,015

C. pneumoniae 0,06 -1,0 0,5-1,0
M. pneumoniae 0,12 0,5-1,0

Tablo 1 ve 2 nolu referanslardan uyarlanmistir. MiK: Minimum inhibitér konsantrasyonu

1.Jacobs MR, et al. Journal of Antimicrobial Chemotherapy 2003;52:229-246.
2. Lode HM, et al. Expert Opin vs Investing Drugs 2008;17(5):779-786.



Hoban DJ, et al.Diagnostic Microbiology and Infectious Disease

2001

Penisiline duyarli S.pneumoniae — MIK 90
degerleri

Levofloxacin 1

0.25

Gemifloxacin 0.032

0 0.2 04 06 0.8 1 1.2

MICgo* (ug/mL)



Mandell L, Tillotson GS Today's Therapeutic Trends 2004

22(2):121-145

Penisiline Direncli S. pneumoniae — MiK 90

LEVOFLOXACIN

MOK SIFOKSASIN - 0.1

GEMIFLOXACIN 0.03
o

MiK90 (pg/mL)




Mandell L, Tillotson GS Today's Therapeutic Trends 2004

22(2):121-145

Siprofloksasine Direncli S. pneumoniae — MIK9Q | Srens esk
I(\Sﬂtce)g.lflg?asm; 0,5
Levo.; 2

Sipro.;2

LEVOFLOXACIN

MOKSIFLOKSASIN - 4

GEMIFLOXACIN _ 0.25

hLiKQO (ng/mL)




Antimicrobial selection for community-acquired lower respiratory tract
Infections in the 21st century: a review of gemifloxacin
P.C. Appelbaum a,*, S.H. Gillespieb, C.J. Burleyc, G.S. Tillotsond

nwiti-drug-resistant S, preamonice (MDRSP) [72]

Screening susceptibility Clinical Bacteriological
SUCCCSS SUCCESS

niNY 9 nfN® Gt

i | Ol 100 111 100

Second generation t4/14 100 14/14 10
cephalospornn-resistant

Macrolide-resistant [6/12 842 16/19 842

Trimethoprim/sulphamethoxazole-  [6/16 100 16/16 100
resistant

Tetracychine-resistant 13/16 813 13/16  81.3

Appelbaum PC, et al. International Journal of Anfimicrobial Agents 23 (2004) 533-546



Gemifloksasin diger kinolonlara oranla Streptococcus pneumoniae
Uzerinde daha yuksek EAA/MIK,, degerlerine sahiptir.t

350 331

300

250

200 192

w Gemifloksasin® 320 mg
B Moksifloksasin 400 mg
Levofloksasin 500 mg

150

100
48
20
0
GEMIFLOKSASING 320 MG MOKSIFLOKSASIN 400 MG LEVOFLOKSASIN 500 MG

1. Blondeau JM, Pharmacother.2004;5:5 2. Appelbaum PC.. International Journal of Antimicrobial Agents. 2004;533-546 3. Bhavnani SM et
al., Pharmacotherapy 2005;25(5):717-740.
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DIRENC

« Kinolon rezistansi kromozomal parC ve gyrA genleri Uzerinden gelisir.
Eger bir gende mutasyon olusursa digerinde mutasyon gelisme
olasiligl 400 kat artar.

 Kinolonlar i¢in diren¢ engellenmesi igin esik deger AUC / MIC 90 =
100 olmasi gereklidir.

 Kinolonlar i¢in etkinlik icin esik deger AUC / MIC 90 = 35 olmasi
gereklidir.

« AUC/MIC degeri immun sistemi normal inasanlarda 225-30, immun
supresif hastalarda ise = 100-125 olmalidir.

« Basarili ve daha hizli, olumlu bir klinik yanit icin ve direng gelisimini
en aza indirmek icin, Cmax/MIC oraninin 10-12 ve AUC/MIC oraninin
>125 olmalidir

Appelbaum PC.Antimicrobial selection for community-acquired lower respiratory tract infections in the 21st century: a review of gemifloxacin.
IAternational Journal of Antmicrobial Agents. 2004,533-546




Endikasyonlar

Kronik bronsitin akut Toplumda kazanilmig
bakteriyel alevienmesi pnomoni
e Streptococcus e Streptococcus
pneumoniae, pneumoniae
« Haemophilus influenzae,  coklu direncli streptokok
Haemophilus suslari dahil,
parainfluenzae, « Haemophilus influenzae,
* Moraxella catarrhalis’in  Moraxella catarrhalis,
neden oldugu « Mycoplasma pneumoniae
« Chlamydia

pheumoniae’nin neden
oldugu



N
Gemifloksasin Doz ve Uygulama

Kronik bronsitin akut

bakteriyel alevlenmeleri
(KBABA)

Glinde bir kez 320 mg
tablet

Toplumdan edinilmis pnomoni
(CAP) (hafif ila orta
derecede)

Gilinde bir kez 320 mg
tablet




| Gemifloksasin’in Ozel Durumlarda Kullanimi -

Gemifloksasin karaciger yetmezligi:

« Hafif (Child-Pugh Class A), orta (Child-
Pugh Class B) veya ciddi (Child-Pugh Class

Hepatik yetmezligi olan hastalar igin C) duzeyde karaciger bozuklugu olan
doz ayarlamasina gerek yoktur.1-5 hastalarda dozaj ayarlamasi onerilmez.

Gemifloksasin bobrek yetmeazligi:

Hafif ve orta derece renal « Kreatinin klerensi >40 ml/dak olan

yetmezligi hastalarda doz ayarlamasina gerek
olan hastlar i¢in doz ayarlamasina bulunmamaktadir

gerek yoktur.1->*
 Kreatinin klirensi <40 ml/dk olan

hastalarda 160 mg verilmesi yeterlidir.

Yasli hastalar icin doz ayarlamasina Bunun disinda doz ayarlamasi
gerek yoktur.1-> gerektirmez.

Sitokom P450 sistemi gemifloksasin
1 Blondeau JM, Missaghi B. Gemifloxacin: a new fluoroquinolone Expert Opin. Pharmacother. (2004) E'J%etabo,lzmas,nda Oneml’ blr rO/ Oynamaz

2. File TM, et al. A Profile of Gemifloxacin, a New Respiratory FluoroquinoloneTodays Therapeuthics.2003;21:415-435

3. Gemifloksasin kisa rtn bilgisi.

4. Appelbaum PC.Antimicrobial selection for community-acquired lower respiratory tract infections in the 21st century: a review of gemifloxacin. International Journal of Antimicrobial Agents. 2004;533-
546

5. Allen A, et al. The effect of food on the bioavailability of oral gemifloxacin in healthy volunteers J Antimiz Agents.2000;16:45-50.



e
Farmakokinetik Ozellikler

&

Bobrek yetmezligi : ~ Karaciger yetmezligi :

Kreatinin klerensi >40 ml/dak olan Hafif (Child-Pugh Class A),
hastalarda doz ayarlamasina gerek
bulunmamaktadir.

Kreatinin klirensi <40 ml/dk olan
hastalarda 160 mg verilmesi yeterlidir.

Bunun disinda doz ayarlamasi
gerektirmez.

orta (Child-Pugh Class B) veya

ciddi (Child-Pugh Class C) diizeyde
karaciger bozuklugu olan hastalarda
dozaj ayarlamasi onerilmez.



Gemifloksasinin Sik Kullanilan llaclarla
Etkilesimi Yoktur

- Teofilin, varfarin, digoksin, omeprazol veya oral
kontraseptiflerle etkilesimi yoktur.

- Gemifloksasin emilimini bozabilen ilaclar
- Magnezyum veya aluminyum iceren antasidler
- Demir (ferroz sulfat)
- Cinko veya diger metalleri igeren multivitaminle
- Ostrojen/progesteron kombinasyonu veya Simetidin ile birlikte

uygulandiginda, Gemifloksasin AUC ve Cmaks’da klinik olarak
anlamli kabul edilmeyen azalmalar olusmustur.



Gemifloxacin
Adverse Olaylar (AES)

Gemifloksasin 320mg Karsilastirma ilaclari
n=6775 (%) n=5248 (%)

Diyare 3.6 4.6
Bulanti 2.7 3.2
Bas agrisi 1.2 1.5
Karin agrisi 1.1
Kusma 1.1
Bas donmesi 1.5
Tat bozuklugu 1.9
Dokuntu 0.6

Ball P, et al. International Journal of Antimicrobial Agents 23 2004;421-429



Tedaviyi Birakma Oranlari

Tedaviyi Birakma Oranlari

Yan Etki Gemifloksasin Diger Oraisﬁg*gbiyotikler
Diyare 0.3 0.5
Bulanti 0.3 0.4
Kusma 0.2 0.3
Karin Agrisi 0.2
Bas Donmesi 0.1
Vertigo 0.2
Eritem 0.3

Tablo kaynak 1-2 den uyarlanmistir.

1. Ball P. International Journal of Antimicrobial Agents 23 (2004) 421-429 2. File TM, et al. Therapeuthics.2003;21:415-435



Comparison of pathogen eradication rate and safety of anti-bacterial

agents for bronchitis: A network meta-analysis’

Running title: Efficacy and safety of anti-bacterial agents for bronchitis

Jinghua \Vang]'. Haiyang Xul. Dunwei ‘Vang:q Mingxian Li*

Table 1. Baseline characteristics for included studies
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411
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Ex-smo N Dose and
. Treatment 1 Dose and duration Treatment 2 duritiea
& —
- Anpicillin 250mgqid (1-7to 14days)  Clanthromycin ..\Omgbn‘d a
R - 500mg qd (1 day) and 250 q
3787%  Azithromycin mpqd (5 dayy) Levofoxacin v5)
37g1e,  AmouiclineCl  gop o ais ) - 1 . 1000 mg qd (17
nan Toee $75125 mgbd (L0 Ay Canbromyen 1
- o o Amoxicillin=Cl  500+125 mz tid
4438% Teltromycin  800mgqd (1-5 days) sy (110 &)
3
Aupicilia W0mpqidup (1-104ays)  Clantwomyen j‘j‘?“)‘“ bid (110
Amouicilin-Cl o o e S00mEed (13
e g 875+125 me bid (1-10 days)  Azithromycin days)
2% o]
Asibromycin  500mgqd (1-3 days) Clritomycin Lf“;’g LaltE
¢ Aribomycin  500mzqd (1-3 days) Disithromycin ;ff“)’“‘ «as
s
Clarithromycin 500 mg id (1-10 days) Moxifiosacin :33;“‘4 «as
ot ity 500mg qd (1 day) and 250 X 400mggd (15
2768%  Azithromycin uqd‘(§'5 ) Moxifloxacin u“‘;’“
AmouicillinCl g0 1ac o " 320mgadh (15
s . 500+125 mg nd (1-7 days) Gemufloxacin ?"-‘ T
220% Teitomyn  800mgqd (1-5diys) Curtomycin €% (10
Gaifouicn  00mpqd (15 dayy) Clantvomyc ;_?3“)‘“ bid(l-10
. AmowliaCl  §p0.125mend (110dys)  Asitromycin ’°?‘” Wes
Anpicilin 00mgqid(wptol4days)  Clarithromycin m“’* ‘_’,‘\d L4
Amoxicilin=Cl 1A o 500mged (13
avelacate 500+125 mgnd (1-10days)  Azdwomycin days)
Azithromycin Levofoxacin d;?\;!g «as
s
Amoxicillin=Cl
avulanate
AmowicilinCl  S00+125mgud (17dys)  Chantwomycls  S00mged (147
13
avulanate days)
; . 2%0mp bid(-
Asbromycin 500 mgqd (143 days) Clritwomycin 305
Avocilin®Cl 500125 mghid (1-7dsys)  Mowiloxacin g0k 94 (15
Gemifioxacin 320 mgqd (1-5 days) Levofiowacin ;‘ e a?
GemiSowxin  320mged (1-5 days) Leofioucn 20 mEb4 07
4025% Cemfoucn  20010400mEqd (-5 dayy)  AmeucllatCl  SNTIYS mE ad
ms::xn-c: 5004125 mgnd (17 days)  Moxifloxacin ;_‘D::‘ @S
3248%  Clushromycin 500 mgbid (17 days) Moxifioucin {0 mead (1S
Clarithromycin 500 mg bid (1-7 days) Gemifloxacin ;j&;“‘ a5
Moxifioxacin 400 mgqd (1-5 days) Adtvomycn o0 meed (13

Chmical tal. AB, acute DIOBCRITS

chronic Dronchins; AECS.

3CUTe DACTETIA] OXACHTDANON OF CRIORIC

Patojen eradikasyon suresi

10 molekdl;

Amoxicillin + clavulanate, ampicillin, azithromycin,
clarithromycin, dirithromycin,
gatifloxacin, gemifloxacin, levofloxacin, moxifloxacin,
telithromycin

ASYE tedavisinde analiz sonuclari :

gemifloksasinin patojen
eradikasyonu ve yan etki acisindan
avantajli bir molekuldir

Wang J,et al. Journal of Cellular Biochemistry2017 Oct;118(10):3171-3183



A randomized, double-blind study comparing 5 days
oral gemifloxacin with 7 days oral levofloxacin

- Bu calismanin sonuglari in patients with acute exacerbation of
5 giin streyle gtinde tek I
doz 320mg oral o
gemifloksasinin klinik . Levofloksasin ile karsilastirma
etklnll_gl_nln AECB o lersPh o6
tedavisinde 7 gun 7 81.8 20
streyle verilen giinde tek ~ * 705 * ~—1
doz 500 mg oral 0 |
levofloksasin sonuglarina = o0 |
benzer bulunmusturve & ° |
edilim uzun dénem 3 40 |
takipte hem klinik PP 30 |
hem de ITT toplulugunda 20 |
daha tutarli bir yaniti 10 |
dasundirecek sekilde 0
gem irolfsgsin lehine é}@\-" & N & chﬁ \@--'
degl§m/§tlr_ A ® Gemifioksasin <@ Levoflokasisn

Sekil 1. Anahtar zaman noktalarinda klinik PP ve ITT topluluklarinda hasta basi bakteriyolojik yanit. PP: tedavi sonunda, n=40; takip, n=37; uzun donem takip, n=36 ITT (tiim
zaman noktalarinda): n=44 klinik PP: tedavi sonunda, n=52; takip, n=49; uzun dénem takip, n=44. ITT (tum zaman noktalarinda): n=60

Sethi S.et al. Respir Med.2004 Aug;98(8):697-707.



A Comparison of Gemifloxacin and Clarithromycin in
Acute Exacerbations of Chronic Bronchitis and Long-Term
Clinical Outcomes

Robert Wilson, MD.! Jerome J. Schentag, PharmD.,> Peter Ball, MD.’ - Tesn '
s i aritromisin ile karsilastirma
'Royal Bre v Hlospiral, London, Engla C.’ al Pha cokinetics, Milla f

Fi H more chp af Bu[fui N 429 Y k Unwc’ ity ¢ fb And’ rews, St An d' e, Se seland,

an Divis

af Infectiows Di: =5, MoMaster University, Hamilton, On o, Canudc

» Cok-uluslu, cok-merkezli galisma rasgelelenmis, cift-kor, cift-sagir, paralel-
gruplu olarak tasarlandi.

» Calisma 1998 -1999

» AECB sahip hastalarda 5-gunluk gemifloksasin tedavisinin efikasitesi ve
guvenligi klaritromisinin standart 7-gunluk tedavisi ile karsilastiriimis.

» Tedavileri almak Uzere 712 hasta

» 3571'i gemifloksasin ve 361’i ise klaritromisin

» Uzun-donem calismasina 438 hasta

» 214 hasta gemifloksasin 224 hasta ise klaritromisin

Wilson R, et al. Chinical Therapeutics 2002;24(4):639-652



CEINICAL THERAPEUTIOCS®MAOIL, 24, IO, 4, 2002

A Comparison of Gemifloxacin and Clarithromycin in
Acute Exacerbations of Chronic Bronchitis and Long-Term

Clinical Outcomes

Robert Wilsorn, AMI},' Jferome J. Schentag, Pharmi),? Peter Ball, A7
and Lionel Afandell, AfIy ¥ for the 068 Study Growp®
T Roval Brompton FHospical, London, England, 2Cinical Pharmacokinetics, Millard

Fillmmore Fospital, Buffalo, New York, "Dniversicy of 5t Andrews, 5r. Andrews, Scotland.
and Yirivision of Fnfecrions Diseases, Moddasier Uiniversity, Hamilion, Owntario, Ceanoder
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MDR-TB tedavisinde kinolonlar oneriliyor mu”?—
Evet

- DSO 2011 TB Tedavi Rehberinde
- MDR-TB'de FQ"lar oneriliyor.

- Moksifloksasin

- Levofloksasin

- Gemifloksasin yok— 7?

Guidelines for the programmatic management of drug-resistant tuberculosis 2011 update WHO



e
MDR-TB tedavisinde kinolonlar

- Gemifloksasin disi kinolonlarin M. Tuberculosis’a karsi
da aktiviteleri vardir.

- Bu durum, TKP tedavisinde tuberkuloz tanisinda gecikme
endigesini dogurmaktadir.

- Gunumuze kadar yapilan calismalarla TKP'de ampirik
kullanilan;
- Gemifloksasin disi kinolonlarin TB tani-tedavisinde gecikmeye
yol actigi
- Gemifloksasin’de ve non-FQ AB kullananlarda gecikme
olmadigl dogrulanmistir.



Kinolonlarin QTc araligina etkiler

QTc uzmasi (ms = SD)

6.0 + 261

4.6+ 231

2.9 +16.57 > 64245
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MOXIFLOXACIN LEVOFLOXACIN GATIFLOXACIN GEMIFLOXACIN

=



-
5 NEDEN 1 KANIT

5 Neden 1 Kanit

Hedefe yonelik tedavi - Etkin tedavi

- Dogru ilag, dogru
Dar spektrum hastada, dogru zamanda
ve dogru dozda
Direnci onlemek verdiginde etkilidir

Hasta uyumu

Maliyet




Tesekkurilerimle..



