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Sunum plani

m Invaziv pnémokokal hastalik:tanim, epidemiyoloji, risk

faktorleri
m Penisilin direnci

m Sik gorilen invaziv enfeksiyonlarin tedavisi



Streptococcus pneumoniae

m Gr (+) diplokok
m Polisakkarit yapidaki kapsiile gére

>90 dan fazla serotipi tanimlanmis

m Invaziv hastalik etkeni >30 dan fazla serotip




Pnomokoklara bagli enfeksiyonlarin
siniflamasi

Noninvasive
(mucosal)

: Acute

neumom% [outis medla}[ Sinusitis ]

Drikoningen JJC et al. Clin Microbiol Infect 2014;20(Suppl 5):45-51.




r Dc Centers for Disease Control and Prevention
B CDC 24/7: Saving Lives, Protecting People™

National Notifiable Diseases Surveillance System (NNDSS)

m Invaziv Pnémokok hastaligi (IPH)

m Dogrulanmis olgu: Klinik bulgularla birlikte
S.pneumoniae’ nin steril bolgelerden izole edilmesi

m Olasi olgu: Invaziv enfeksiyon Klinigi olan olguda
kiltir digi yontemlerle (PCR gibi) S.pneumoniae’ nin
gosterilmesi

CDC.gov 2017




W
Rekiirren IPH

m Ayni serotiple > 4 hafta uzun bir ara ile > 2 atak veya

farkli serotip ile < 4 hafta kisa aralikla olusan atak
m Nadir (%62.3-5.3)

m En sik bakteriyemik pnémoni veya primer bakteriyemi
seklinde

m Rekirren epizodda mortalite daha yiksek

Einorsdottir HM et al. Clin Microbiol Infect 2005;11:744-49
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IPH risk faktérleri

" Yas: <2yas, = 65 yas

" Serotip
. ESllk eden hastaliklar YUkSZk 14 14 18C 19A
DM, KBY, KOAH 7F

disiik 3,5, 6B,15B,15C
® Cevresel faktorler
Kalabalik ortam
Bakim merkezinde kalma

Kr karaciger hastalig

Humoral immiin yetmezlik
(agamaglobulinemi gibi)

Kompleman eksikligi

i . Soguk
Naotropeni " Sigara ve alkol tiketimi
Splenektomi/aspleni " Asi durumu
HIV.. " Cografya

Malignensi



CDC Centers for Disease Control and Prevention

CDC 24/7. Saving Lives, Protecting People™

Pneumococcal Disease

Trends in invasive pneumococcal disease among children aged <5 years old, 1998-2015
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*PCV13 serotype: 1. 3,4, 5,6A, 6B, 7F, 9V, 14, 18C, 19A, 19F, and 23F Active Bacterial Core surveillance data, 1998-2015, unpublished

Active Bacterial Core surveillance (ABCs): Surveillance Reports(https://www.cdc.gov/abcs/reports findings/

surv-reports.himl )




CDC Centers for Disease Control and Prevention
CDC 24/7: Saving Lives, Protecting People™

Pneumococcal Disease

Trends in invasive pneumococcal disease among adults aged 19-64 years old, 1998-2015
18
BAHIPD WPPSV23 type ®PCVIS type
5 PCV7 introduction . PCV13 recommendations for
1h 18 immunocompromised adults 19+
1 12
. u PCV13 introduction for
- Y 13 chlldnn
13 13 PCV13 recommendations for

P 12 2 12 adults 65+

12 11 T u 12
2 11 = 3 11
b= 10
S 1w = é
- Y B 9 9
b 8 o
o
e B8 =
a4 7
[}
b i

6 . : & & A

0 I I

1998 1999 2000 2003 2002 2003 2004 2005 2006 2007 2008 e 200 201 M2 2013 2014 2015
Year
*PPSV23 serotypes: 1, 2, 3,4, 5, 6B, 7F, 8, 9N, 5V, 10A, 11A, 12F, 14, 15B, 17F, 18C, 194, 19F, 20, 22F, 23F, and 33F
*PCV13 serotype: 1, 3, 4, 5, 6A, 68, 7F, 9V, 14, 18C, 19A, 19F, and 23F Active Bacterial Core survelllance data, 1998-2015, unpublished




CDC Centers for Disease Control and Prevention
CDC 24/7: Saving Lives, Protecting People™

Pneumococcal Disease

Trends in invasive pneumococcal disease among adults aged >65 years old, 1998-2015
pi
PCV7 mtroduction
RAIIPD WPPSV23 type mPCV13 type
Lo PCV13 recommendations for
Immunocompromised adults 19+
PCV13 introduction for
0 children
. PCV13 recommendations for

& @ id 41 adults 65+
o an 38 =<
S, ® %
=) oS
o
5 v .
o 2
Q 30 -
Q 26 7 26 n % 2%
o 3
b 2

20 u 1 9 = = 18

1 15
13
lc I I | I |
L. I | 1 1
1998 1292 2002 2003 2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015
Year
*PPSV23 serotypes: 1, 2, 3, 4,5, 6B, 7F, 8, 9N, 9V, 104, 114, 12F, 14, 158, 17F, 18C, 19A, 19F, 20, 22F, 23F, and 33F Active Bacterial Core survelllance data, 1998-2015, unpublished
“PCV13 serotype: 1, 3, 4, 5,6A, 6B, 7F, 9V, 14, 18C, 19A, 19F, and 23F ’ '




Invaziv hastalik insidensi

<5 yas 100 9
PCV 13 91 2
19-64 yas 16 7
PCV 13 11 2
PPS 23 14 5
>65 yas 29 23
PCV 13 44 5

PPS 23 51 13




IPH serotip dagilimi
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Figure 6. Distribution of confirmed cases of invasive pneumococcal disease: most common
serotypes in 2014 (n=12 980), 2013 (n=14 811) and 2012 (n=14 845)
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Antibiyotik direnci

m 1967 ilk penisilin direngli infeksiyon etkeni
m 1967 eritromisin direnci

m 1977 6. Afrika’ da goqgul direng

m 1974 cocukta penisilin direngli menenji

o""

m 1983 erigkin menenjit olgusu

Caputo MG et al. Arch Intern Med 1993; 153(14): 1301-8.
Schreiber JR et al. PPediatrics Clin of Morth America 1995;42(3):519-37.



Penisilin direng¢ mekanizmasi

m Penisilin baglayan proteinlerde degisiklik (PBP)
sonucu olusur.
m Duyarli pnomokok suglarinda 6 PBP bdlgesi vardir.

PBP 1q, 1b, 2a, 2b, 2x ve 3

m Sefalosorin direnci PBP 1a ve 2x

Schreiber JR et al. Pediatrics Clin of Morth America 1995;42:519-37.



m MDR S. pneumoniae: > 3 den fazla antibiyotik sinifina

direng
m Tim dinyada MDR S. pneumoniae 720-30

m XDR S. pneumoniae : Vankomisin ve linezolid harig

diger antibiyotiklere direng

Moran GJ et al. Am J Emerg Med 2013;31:602-12.
Choi SY et al. Emerg Infect Dis 2014;20:5
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EUCAST ve CLSI MIK araliklari (zg/ml)

2008 oncesi
2008 sonrasi

Penisilin parenteral

menenjit <0.06

menenjit dist IV~ < 0.06
oral -

Seftriakson

menenjit <05

menenjit disi <05

<0.06 0.12-1 > 2
> 0.06 <0.06 > 0.12
> 2 2 4 > 8
- <0.06 0.12-1 > 2
> 2 <05 1 > 2
> 2 <05 2 2 4



The CAESAR network is a joint initiative of the
Regional Office, the ESCMID and the National
Institute for Public Health and the Environment,
the Netherlands .

Table 28. Patient characteristics of 10 377 isolates from Turkey in 2013, by pathogen

Isolat
m Age category (years) (%) Hospital department (%)

51 49 7 7 38 34 14 19 77 4

Blood ’ CSF

E cdii 3286 99 1
K pneumaniae 1635 98 2 58 42 13 4 35 32 16 42 54 &
P aeruginosa 1123 97 3 59 41 8 7 33 36 16 45 53 2

Aanetobacter spp. 0 - - - - - - - B - - -

S aureus 2133 100 0 1 34 7 5 37 35 16 29 67 4
S pneumaoniae 147 4 (3 65 35 b 7 34 25 26 18 76 [
E faecalis 1136 100 0 54 &4 [ 3 27 43 21 49 &7 4

E faeaum 217 100 0 52 48 7 3 24 40 23 47 49 &
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Table 32. Resistance levels for S. pneumoniae among blood and CSF isolates in Turkey

Antibiotic class

Penicillins (RF

Penicillins (I+R)?

Macrolides (R)*

Macrolides (I+R)®

3rd-generation cephalosporins (R)
3rd-generation cephalosporins (I+R)°
Fluoroquinoiones (R)¢

Moxiftoxacin (R)

S. pneumoniae

82
82
106
106
58
58

79

Resistance (%)
b4
55
42

42

5
19
0




Ulusal antimikrobiyal direng surveyans sistemi

(VAMDSS)

Tablo 9, UAMDSS 2013 5.pneumoniae izolatlarinda (n=191) antibiyotik duyarlilik sonuglar:

Penisilin G
Penisilin G
Seftriakson

Seftriakson
Sefotaksim

Sefotaksim

Levofloksasin

Eritromisin

Menenjit Disi
Menenijit
Menenjit Disi
Menenjit
Menenijit Digl

Menenjit

19
19
34
34
2]
2]
12
100

17.20
54.40
9.10

26.40
3.70

25.60
0.00

45.00

82.80
45.60
90.90

73.60
96.30

74.40
100.00
93.00

10.90-27.60
43.50-65.00
3.00-23.00
14.60-43.10
0.70-18.00
13.20-44.70
0.00-5.10
35.60-54.80



Steril bélgelerden izole edilen S.pneumoniae
suslarinda antibiyotik direnci

Ocak 2000-2005 m Penisilin orta direng

165 steril bolge izolat timiinde 31 (%18.8)
Kan 52 (%31.5) BOS 10 (%21.7) orta direnc,
BOS 46 (7%627.9) 2008 sonras! kriterler ile direng
Plevra 25 (%15.2) m Seftriakson direnci % O
Diger 42 m Eritromisin direnci % 5.4

m Levofloksasin 1 izolat (7% 0.6)

Ak O et al. Mikrobiyoloji Biil 2006; 40;179-84.




m Bakteriyemi

IPH Klinik

Primer odak olmaksizin

Pnomoniye sekonder (bakteriyemik pnémoni)

m Menenjit

m Digerleri
peritonit,
septik artrit
perikardit....

Bacteraemia,

Bacteraemia and 3%
pneumonia, 24%

10.383 dogrulanmis IPH olgu /2012

Source: European Centre for Disease Prevention and Control. Survelilance of
invasive bacterial diseases in Europe, 2012. Stockholm: ECDC; 2015.
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Menenjit

m Bakteriyel menenjit olgularinin yaklasik %50 sinin,

m Eriskin bakteriyel menenjitin en sik, cocukta 2.
siklikta etkenidir.

m Mortalite ¢ocuklarda %8, eriskinde %16-37
m Norolojik sekel %30-52

m Bakteriyel menenjitte antibiyotik tedavisi acildir.
yaklasimi gerekir. Etken izolasyonuna kadar empirik

baslanir.
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Antibiyotik kararinda

Hastanin yasi, eslik eden hastaliklari
Antibiyotigin 6zellikleri

Epidemiyolojik olarak direng durumunun bilinmesi

Etken izole edilirse kiiltir ve antibiyotik

duyarliligina gére tedavi diizenlenmelidir.



Intemarional jJoumal of Infectious Diseases 19 (2014 ) 13-19

Contents lists available at ScienceDirect

NP International Journal of Infectious Diseases
+ T

journal homepage: www.alsevier.com/locate/ijid

Mortality indicators in pneumococcal meningitis: therapeutic
implications

m 1998-2012, cok merkezli
m 306 hasta (301 BOS,

7 si kan ve BOS, 5 kan)
m Penisilin duyarl %79.2 , direng % 20.8

H. Erdem et al. Int J of Infect Dis 2014; 13-19.



J Antimicrob Chemother. 2005 Nov;56(5):878-32. Epub 2005 Sep 20.

Evaluation of ceftriaxone, vancomycin and rifampicin alone and combined in an experimental

model of meningitis caused by highly cephalosporin-resistant Streptococcus pneumoniae ATCC
51916.

Ribes S', Taberner F, Domenech A, Cabellos C. Tubau F, Lifiares J, Femandez Viladrich P, Gudiol F.

Abstract
OBJECTIVES: The aim of the study was to assess the in vitro and in vivo efficacy of cefiriaxone, vancomycin and rifampicin alone and
combined against Streptococcus pneumoniae ATCC 51916 (MIC of ceftriaxone: 32 mg/L).

METHODS: In vitro killing curves were performed with clinically achievable CSF antibiotic concentrations. In the rabbit model of pneumococcal
meningitis, we studied the efficacy of and effects on inflammation of treatment with ceftriaxone 100 mg/kg/day, vancomycin 30 mg/kg/day and
rifampicin 15 mg/kg/day, alone and combined, over a 26 h period.

RESULTS: Time-kill curves showed that vancomycin was bactericidal, and ceftriaxone and rifampicin produced a bacteriostatic effect. An
additive effect was observed when combinations of ceftriaxone plus vancomycin were studied at subinhibitory concentrations. Emergence of
resistance to rifampicin was detected both when nfampicin was studied alone and when combined with ceftriaxone or vancomycin. In the
rabbit meningitis model, ceftriaxone was bacteriostatic, whereas rifampicin and vancomycin were bactericidal at 24 h. Although not
synergistic, the combinations of ceftriaxone plus vancomycin or rifampicin, and vancomycin plus rifampicin, improved the efficacy of any
antibiotic tested alone--all combinations were bactericidal from 6 h--and significantly decreased inflammatory parameters in CSF compared
with control and ceftriaxone groups.

CONCLUSION: Ceftriaxone plus vancomycin, and vancomycin plus rifampicin appeared to be effective in the therapy of experimental
pneumococcal meningitis caused by highly cephalosporin-resistant strains such as ATCC 51916. Our results provide an experimental basis

causative strain.




Combined treatment with ceftriaxone and
linezolid of pneumococcal meningitis: a
case series including penicillin-resistant
strains

F. Faella®, P. Pagliano®, U. Fusco’,
V. Attanasio’ and M. Conte”

m  Timd baslangigta
Table 2. Susceptibility of Streptococcus pneumoniee isolates seftriakson 2x2 + linezolid
therapy and outcome for 16 adult patients with pneumo 2x600m9 + dekzametazon
coccal meningitis oo ) .
m Penisilin duyarli linezolid
Penicillin - Ceftriaxone Days of combined Days of Out comy

Patient” MIC (mg/L) MIC (mg/L) therapy® monotherapy (GOS) s‘roplanmus.

1 0.125) 0016 20 =S 5 m Tilminde 48 saat sonra
2 0.5 0016 20 - ¥ ..

3|08 o6 2 : 5 hiicre sayisi azalmis ve

1 1 0.125 20 - 5 .

5 2 0250 2 2 5 BOS steril.

b 2 @ 20 - 3
DO\ 2 0250 . - ! m 2ex 3sekel.

8 Oom 0.008 2 18 3 !

9 0.016 0016 3 17 5 ' ! Tt Izt
10 0.008 0016 3 18 3 = Linezolid BOS gecisi 1yl,
12 0.016 0016 2 18 5

13 0.016 0.008 3 17 5 1 |

14 0.082 0016 3 17 5 eTkllenmlyor'

15 0.(82 0016 3 17 Bl
0.016 0.008 2 7 1

Clin Microbiol Infect 2006; 12: 391-394



S
Daptomisin

J Antimicrob Chemother. 2014 Nov;89(11):3020-6. doi: 10.1003/jac/dku231. Epub 2014 Jun 23.

Experimental study of the efficacy of daptomycin for the treatment of cephalosporin-resistant
pneumococcal meningitis.

Viivas M!. Force E2. Garriads C2. Tubau F° Platteel AC? Ariza J¢, Cabellos C?.

Int J Antimicrob Agents. 2015 Jul;48(1):

Effect of dexamethasd Daptomisin: yiiksek doz (25mg/kg/glin)

pneumococcal mening ¥ direngli S5.pneumoniae menenjitte etkili oldugu

v’ dekzametazon ile kullanimda bakterisidal etkinlik
degismedigi gosterilmis

\ivas M' Force E2 Tubau F* El Ha

Intensive Care Med (2007) 33:924-925
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Efficacy of Ceftaroline Fosamil against Penicillin-Sensitive

and -Resistant Streptococcus pneumoniae in an Experimental Rabbit
Meningitis Model

P. Cottagnoud,® M. Cottagnoud,® F. Acosta,® A. Stucki®

Clinic of Internal Medicine, Clinic Sonnenhof, Bern, Switzerland?; Zieglerspital, Bern, Switzerland®; Berner Reha Zentrum, Heiligenschwendi, Switzerland®

Ceftaroline is a new cephalosporin with bactericidal activity against resistant Gram-positive organisms, including methi-
cillin-resistant Staphylococcus aureus (MRSA) and penicillin-resistant Streptococcus pneumoniae, as well as common

Gram-negative organisms. This study tested the prodrug, ceftaroline fosamil, against a penicillin-sensitive and a penicil-
lin-resistant strain of S. pneumoniae in an experimental rabbit meningitis model. The penetration of ceftaroline into in-
flamed meninges was approximately 14%. Ceftaroline fosamil was slightly superior to ceftriaxone against the penicillin-

sensitive strain and significantly superior to the combination of ceftriaxone and vancomycin against the penicillin-
resistant strain.

TABLE 2 Efficacies of drugs against the penicillin-resistant strain

Antibiotic Inoculum at0O h AKilling/h AKilling/8 h

(no. of rabbits) (CFU/ml) (CFU/ml) (CFU/ml)

Controls (5) 6.04 = 065log,, +0.12 = 0.05log,, +0.95 = 0.47 log,,
Ceftaroline (10) 5.54 = 0.61 log,o —0.71 = 0.06 log;o” —5.54 = 0.61 logmb
Ceftriaxone + 5.76 = 0.54log,;, —0.59 = 0.11log,,” —4.65* 1.00log,,"

vancomycin (10)

* Ceftaroline versus ceftriaxone: P << 0.009, highly significant.
F Ceftaroline versus ceftriaxone plus vancomycin: P < 0.03, significant.

AAC 2013,57:4653-55.
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Diger antibiyotikler

m Karbapenemler
m Florokinolonlar
ozellikle moksifloksasin BOS penetrasyonu 7%50-85
deneysel ¢alismalarda levofloksasin, gemifloksasin,
etkili oldugu gosterilmis.
m Glikopeptidler:
Teikoplanin
Oritavansin, televansin. deneysel ¢alismalar da
BOS penetrasyonlar: distik,

Hameed N et al. Curr Infect Dis Report 2010; 12:274-281



ORIGINAL ARTICLE

ESCMID guideline: diagnosis and treatment of acute bacterial meningitis

D. van de Beek', C. Cabellos®, O. Dzupova’, S. Esposito®, M. Klein®, A. T. Kloek', S. Leib® B. Mourvillier’, C. Ostergaard®,
P. Pagliano®, H. W. Pfister®, R. C. Read'”?, O. Resat Sipahi'' and M. C. Brouwer', for the ESCMID Study Group for Infections of the

net ey Clin Microbiol Infect 2016; -: 1.e1-1.26

Penisilin duyarh penisilin / ampisilin/ amoksisilin  seftriakson

MIC<0.1 pg/ml sefotaksim
kloramfenikol

Penn direncli MIC > 0.1ug/ml seftriakson / sefotaksim sefepim

3. kusak sefalosp duyarli meropenem

MIC<2pg/ml moksifloksasin

Pen direngli MIC > 0.1 vanko + rifampisin Vankomisin

3. kusak sefalosporin vanko + seftriak/sefotaksim + moksifloksasin

direngli MIC > 24g/ml Rifampisin + seftriak/sefotaks nezolid

Siire 10-14 giin
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Bakteriyemi

m <2 yas IPH en sik formu primer bakteriyemi(yaklagik
770 bakteriyemi )

m Eriskinde daha gok (>7%80) pnomoniye sekonder
(bakteriyemik pnomoni seklinde) gelisir

m Vaka-fatalite orani: %20 (yaslhlarda ve splenektomili
kisilerde daha yiksek )
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Impact of Penicillin Nonsusceptibility on Clinical Outcomes of
Patients with Nonmeningeal Streprococcus prieurnnoniae Bacteremia in
the Era of the 2008 Clinical and Laboratory Standards Institute
Penicillin Breakpoints

Seong-Ho Choi,? Jin-Won Chung,” Heungsup Sung,” Mi-Na Kim,” Sung-Han Kim.,© Sang-Oh Lee,” Yang Soco Kim,© Jun Hee Woo, and
Sang-Ho Choi®

m Degisen penisilin MIC degerleri ile menenjitte 2008
oncesine gore direng oranlari artmis durumda

m Diger klinik tablolarda ise MIC degerleri yikseldigi igin
direng orani distd.

m Penisilin direnci tedavide 6zellikle menenjit agisindan onem
tasimakta

m Diger Kklinik formlarda mortalite tedavi basarisi lizerine

etkisi??
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Impact of Penicillin Nonsusceptibility on Clinical Outcomes of
Patients with Nonmeningeal Streptococcus prneumnoniae Bacteremia in

the Era of the 2008 Clinical and Laboratory Standards Institute
Penicillin Breakpoints

Seong-Ho Choi,? Jin-Won Chung,® Heungsup Sung,” Mi-Na Kim,” Sung-Han Kim,“ Sang-Oh Lee,” Yang Soo Kim, Jun Hee Woo,“ and
Sang-Ho Choi*

m Ocak 1997- Subat 2011, 117 S. pneumoniae

TABLE 1 Penicillin and ceftriaxone susceptibilities of 117
preumoniae isolates causing nonmeningeal bacteremia

Suxep(ihi]j[y hrasknaint (na/ml) No (6) of icalatac (w = 117)
- 30 gtinliik mortalite penisilin direngli

Antbiotic — Suseeptible | ve duyarl %30.8-23.1 (p=0.37)
| Seftriakson direnci ise
| mortalite agisindan 6nemli

Penicillin =~ =2
Ceftriaxone® =|

~




ORIGINAL ARTICLE

Guidelines for the management of adult lower respiratory tract
infections - Full version

M. Woodhead', F. Blasi®, S. Ewig’, J. Garau®, G. Huchon®, M. leven®, A. Ortgvist’, T. Schaberg®, A. Torres®, G. van der
Heijden'?, R. Read'' and T. J. M. Verheij'? Joint Taskforce of the European Respiratory Society and European Society for

Clinical Microbiology and Infectious Diseases

m Menenjit disinda penisilin direngli S.pneumoniae
enfeksiyonlari tedavisinde :

m MIC<4 pug/mlise
Pen G 6x2 MU veya
Seftriakson 2gr/glin veya sefotaksim 4x2gr

Amox/CLA (2gr/125mg) 2x1 seklinde yeni
formulasyonu ile  amoksisilin MIC 4-8 ug/ml olan
suslarda bile etkili




ORIGINAL ARTICLE

Guidelines for the management of adult lower respiratory tract
infections - Full version

M. Woodhead', F. Blasi®, S. Ewig’, J- Garau®, G. Huchon®, M. leven®, A. Ortqvis:’, g B> Schaberg’, A. Torres®, G. van der

Heijden'?, R. Read'' and T. J. M. Verheij'? Joint Taskforce of the European Respiratory Society and European Society for
Clinical Microbiology and Infectious Diseases

m Penisilin direngli S. pneumoniae MIC = 8 pyg/ml

Levofloksasin
Moksifloksasin
Vankomisin
Teikoplanin

Linezolid

Clin Microbiol Infect 2011; 17(Suppl. 6): E1-E59




Bakteriyemik pnomoni tedavisi

Kombinasyon/ monoterapi ?



Combination Antibiotic Therapy Lowers
Mortality among Severely Il Patients
with Pneumococcal Bacteremia

Larry M. Baddour, Victor L. Yu, Keith P. Klugman, Charles Feldman, Ake Ortqvist, Jordi Rello, Arthur J. Morris,
Carlos M. Luna, David R. Snydman, Wen Chien Ko, M. Bernadete F. Chedid, David S. Hul, Antoine Andremont,
Christine C. C. Chiou, and the International Pneumococcal Study Group

10 ilke, 21 hastane, prospektif, multisenter, gozlemsel
Monoterapi /beta laktam, azitromisin,

Kombinasyon: beta laktam + makrolid veya vankomisin ve
diger

Makrolidli kombinasyonlarin daha tstiin oldugu gosterilmis.

Kombinasyon tedavisi 14 gtinlik mortalite daha disuk
(7%623.4- 7%55.3, p < 0.001)

Am J Respir Crit Care Med Vol 2004;170: 440-444.
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kombinasyon ted > monoterepi
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O REVIEW Open Access

Combination antibiotic therapy for community-
acquired pneumonia

Jesus Caballero” and Jordi Rello

Table 1 Published studies that favor combination therapy for in-hospital patients with CAP

Author Year Cohort Site Outcome Study design
Gleason et al. [16] 1999 Patients aged = 65 years Ward Lower 30-day mortality with B-lactam pius macrolide Multicenter,
with CAP retrospective

Dudas et al. [17] 2000 CAP Ward Lower mortality with B-lactam plus macrolide and Multicenter,
reduced LOS prospective

[ Waterer et al. [19 2001 Pneumococcal bacteremia Ward Lower hospital mortality with combination Multicenter, ]

retrospective

Brown et al. [21) 2003 CAP Ward Lower 30-day mortality with B-Hactam plus macrolide Multicenter,
retrospective

Martinez et al. 200 2003 Pneumococcal bacteremia Ward Lower in-hospital mortality with B-lactam plus Monocenter,
macrolide retrospective

Baddour et al. [22] 2004 Pneumococcal bacteremia Ward Lower 14-day mortality with combination Multicenter,
Icu prospective

Weiss et al. [5] 2004 Pneumococcal bacteremia Ward Lower morzlity with combination Monocentsr,
retrospective

Garcia-Vazquez etal. 2005 CAP Ward Lower mortality with B-lactam plus macrolide Multicenter,
(23] prospective
Mortensen et al. [24] 2006 CAP Ward Lower 30-day mortality with B-lactam plus other than Multicenter,
ICu FQ retrospective

Rodriguez et al. [25] 2007 CAP ICu Lower 28-day mortality with combination Multicenter,
retrospective

Metersky et al [26] 2007 Pneumococcal bacteremia Ward Lower 30-day mortality with B-4actam plus macrolide Multicenter,
retrospective

Restrepo et al. [27] 2009 Severe sepsis pneumonia Ward Lower 30- and 90-day mortalities with combination Multicenter,
plus macrolide retrospective

Tessmer et al. (28] 2005 CAP Ward Lower 14- and 30-day mortalities with B-dactam plus Multicenter,
macrolide retrospective

Martin-Loeches et al. 2010 Intubated CAP ICu Lower ICU mortality IDSA/ATS combination plus Multicenter,
[2G] macrolide prospective
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Table 2 Trials without significant difference between antibiotic monotherapy and combination therapy for CAP

Author  Year Cohort Outcome Study design
Burgessand 2000  Hospitaized CAP without identified  Nonstatstcal dliferences third-qeneration cephalosporin ~ Bicenter,
Lewlss [30) microorganism + macrolide retrospective
KD\wereraI. BI) 2006  Bacteremic pneumococeal CAP No significant difference in case fataity if infial Multicenter,
lactam + macrolide retrospective
Haarth et al. (32 2005 Preumococeal sepsls Lack of effect of combo therapy Muticenter,

\ retrospective
leroy et . 33) 2005 CAP without vasopressors Levofloxacin vs. cefotaxime + offoxacin Multicenter,
retrospective
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lapie 3 Kesume or recommenaations Tor monotwnerapy or compination tnerapy in CA¥

Ambulatory setting Previously healthy patients Monotherapy
Previous antibictic therapy Combination or respiratory fluoroquinolone
Comorbidities without previous antibiotic  Monotherapy with macrolides or respiratory fluoroquinolone
therapy
Comorbidities and previous artibiotic Combination therapy
therapy
Nursing home without CAP Combination therapy
hos pitalization
Hospitalized CAP Moderate disease Monctherapy with respiratory fluoroquinclones or combination
therapy
Severe CAP Combination therapy
Bacteremic pneumococca CAP Combination therapy
CAP and shock Combination therapy
Ventilation support Combination therapy

Cabellero J et al. Annals of Intensive Care 2011;1:48
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Septik soktaki bakteriyemik S.pneumoniae infeksiyonlarinda

(Grade 2B) kombinasyon tedavisi (beta laktam + makrolid)

Crit Care Med 2013; 41:580-637




Kombinasyon hangi antibiyotikler

m Genis spektrumlu sefalosporin veya beta laktam /BLI

+ makrolid veya pnomokoklara etkili florokinolon

m  Makrolidl ve florokinolonlar kombinasyonda sinerjistik etki

yanisira immiunmodilatuar etkileri mevcut.

m Makrolid ler akcigerde IL-6, TNF alfa, IFN gama, IL-8 seviyesini
azaltip, IL-10 dizeyini artiriyor.

m Bakterinin solunum epiteline adezyonunu azaltmakta



Yeni antibiyotikler

m Seftaroline
Bakteriyemik ve penisilin

m Linezolid direngli S.pneumoniae
etkili




Diger invaziv enfeksiyonlar

m Daha az siklikta gorilmekte

m Daha gok bakteriyemik olgularda septik komplikasyon
sonucu gelismekte

m Tedavi duyarlilik sonucuna ve enfeksiyon yerine gore
planlanmal:



Pnémokok asilari ile IPH insidensi azalmakla beraber
mortalitesi yiksek

Penisilin ve diger antibiyotiklere diren¢ artmakta
Tedavi secenekleri kisitli

Esas hedefimiz *" hastaliklarin olusmadan
onlenmesi’’

Rutin ¢ocukluk ¢agi ve risk gruplarinin asilamaya

gereken onemi vermeliyiz.




Tesekkiir ederim



