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Gram pozitif
g

Fakultatif anaerop
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Sporsuz

Kapsdalla

Kapsuler antijene gore
serotipler

+ Katalaz negatifligi

* Alfa hemoliz

* Optokine duyarlilik*

* Safra tuzlarinda erime



Patogenez
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Gram boyama

Lateks aglttinasyon
PCR
Kaltar

Idrarda antijen aranmasi






74 yasinda erkek
Oykii (2 giin)

* Ates

* Basagrisi

* Bulantl-Kusma
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Ozgecmis

# B hacreli lenfoma

# 2 kere kemoterapi

« Splenektomi (ADTK)

* Esansiyel hipertansiyon
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Genel durum orta kot

Biling somnole

Ates:39 C, N:112/da TA: 130/85
Ense sertligi +++

Diger sistemlerin muayenesi dogal



Laboratuvar

‘\

Kan 18.01.2015 BOS 18.01.2015
WBC 21.000 WBC 389/mm3
Plt 140.000 ZNe 80

CRP 289 mg/L Protein 377 mg/dL
Prokalsitonin 23 ng/mL Glukoz 0

Ure 181 mg/dL Gram Boyama

Kreatinin 1,9 mg/dL

Glukoz 150 mg/dL
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Ampirik Tedavi Prensipleri
\

# PK/PD (Minimum bakterisidal konsantrasyon, parenteral
uygulama)

Hastanin yasi
Komorbiditeleri

Gram boyama bulgulari
Bolgesel direnc hizlari

* Streptococcus pneumoniae, Neisseria meningitidis,
Haemophilus influenzae, Listeria monocytogenes,
Streptococcus agalactiae ve Escherichia coli
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Risk Faktorlerine Gore Ampirik Tedavi
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Kolaylastirici durum

Sik goriilen patojenler

Antimikrobiyal tedavi

Age

<1ay

1ila23 ay

2ilasoyas

>50 yas

Kafa Travmasi

Kafa tabani kingi

Penetran travma

Norosirurji sonrasi

immiinokompromize hasta

Streptococcus agalactiae, Escherichia coli, Listeria
monocytogenes

Streptococcus pneumoniae, Neisseria meningitidis, S.
agalactiae, Haemophilus influenzae, E. coli

N. meningitidis, S. pneumoniae

Staphylococcus aureus, koagulaz-negatif staphylococci
(6zellikle Staphylococcus epidermidis), aerobik gram
negatif basil (Pseudomonas aeruginosa dahil)

Aerobik gram negatif basil( P. Aeruginosa dahil), S. aureus,
koagulaz-negative staphylococci (6zellikle S. epidermidis)

S. pneumoniae, N. meningitidis, L. monocytogenes, aerobic
gram-negative bacilli ( P. Aeruginosa dahil)

van de Beek D, Brouwer MC, Thwaites GE, Tunkel AR. Advances in the treatment of bacterial

meningitis. Lancet 2012; 380:1693.

1

Ampicillin arti cefotaxime; ya da ampicillin art
bir aminoglycoside

Vancomycin arti bir tictincii kusak ss

Vancomycin arti bir tictincii kusak ss

arti bir tiglincii

eration

Vancomycin arti cefepime; ya da vancomycin
arti ceftazidime; ya da vancomycin arti
meropenem

Vancomycin arti cefepime; ya da vancomycin
arti ceftazidime; ya da vancomycin arti
meropenem

Vancomycin arti ampicillin arti cefepime; ya da
vancomycin arti ampicillin arti meropenem

IDSA GUIDELINES
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* Hasta akut bakteriyel menenjit tanisiile yatirildi

Ampisilin 6x2 gram*
Vankomisin 4x 500 mg
Seftriakson 2x2 gram

Deksametazon 1x8 mg ytikleme ardindan 4x4 mg
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Pnomokokta Diren¢ Mekanizmalart

‘\

* PBP mutasyonlari

* ParC ve/veya GyrA mutasyonlari
# erm ya da mef(E) genlerinin kazaniimasi
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Pnomokokta Penisilin Direnci

‘\

1945: Lab kokeni

1967: Hastalik etkeni kokenlerde direnc

1977: Cogul direncli pndmokok

1980 ve sonrasi 3. kusak SS klinik basarisizliklar

Fitoussi, F., C. et al (1998). Antimicrob Agents Chemother 42(4): 942-944.
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PDSP Risk Faktorleri

‘\

« Onceki antibiyotik kullanimi

* Kres [Bakimevinde kalma
* AgIr tibbi komorbiditeler
* iImmiinosupresyon
* AgIr alkol tiketimi
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Pnomokok Penisilin Direnci
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+ Oxacillin tarama testi

+ Penisilin ve G¢lincl kusak sefalosporin MiK tespiti

* Otomatize yontemler
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Diren¢ Tanimlart

S. Pneumoniae infeksiyonlari icin CLSI Duyarliligi (2008 6ncesi )

MIK mcg/mL
Duyarli  Orta Direncli
Ocak 2008 6ncesi, ttim pnédmokok sendromlari < 0.06 0.12-1 >2
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Antibiyotik Orta Diizey Direncli

m CLSI EUCAST CLSI EUCAST CLSI EUCAST

I Menenjit <0.06 0.06 - 20.12 0.06

I Menenijit Disi <2 0.06 4 28 2

Seftriakson/Sefotaksim
I Menenijit <0.5 0.5 1 >2 2
I Menenijit Disi <1 0.5 2 24 2
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ANTIMICROBIAL RESISTANCE INVITED ARTICLE
George M. Eliopoulos, Section Editor

Rationale for Revised Penicillin Susceptibility
Breakpoints versus Streptococcus prneumoniae: Coping
with Antimicrobial Susceptibility in an Era of Resistance

Melvin P. Weinstein,'? Keith P. Klugman,** and Ronald N. Jones®

Percentage of isolates with listed
response to penicillin,

Isolates with listed by penicillin MIC

response to ceftriaxone  =<0.06 0.12-2 4 =8
(ceftriaxone MIC)? pwg/mL  pg/mL po/mL pg/mL
Resistant (=4 ug/mL) <0.1 0.1 0.5 0.2°
Intermediate (2 ug/mL)  <0.1 0.8 1.8° 0.2
Susceptible (<1 pg/mL) 67.5° 251° 3.7 <0.1

19



Epidemiyoloji

« ABD verilerinde —

-

%65 %35

Menenijit Disi %66 %17 %17

Menenijit etkeni kokenlerde 3. Kusak SS direnci %12

resistance-of-streptococcus-pneumoniae-to-the-macrolides-azalides-lincosamines-and-ketolides2015.

Musher D. http://www.uptodate.com/contents
:11987-94.

Lund BG, et al: AJHP :1998;55(19):1987-94

Hsu HE, et al. NEJM. 2009;360(3):244-56.
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Avrupa’da PDSP -2014

Percentage resistance
- < 1%

Em 1to <5%
m S5to < 10%
Em 10 to < 25%

= 25 to < 50%
- = 50%

mm No datareported orless than 10 isolates
[ Notincluded

= Liechtenstein
= Luxembourg =
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Turkiye PDSP verileri

‘\

« Ik yayin 1982’de

* 1992-2005 arasi 20 yayinda
* QOrta duzey direnc %9.7-%45 arasl
* Yuksek duzey direnc: %0-15

* 2008 sonrasindaki yayinlarda % 0-15 arasinda penisilin
direnci
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Tablo 9. UAMDSS 2013 S.pneumoniae izolatlarinda (n=191) antibiyotik duyarhlk sonuglar
Enfeksiyon Bolgesi

Antibiyotik Adi

Penisilin G
Penisilin G
Seftriakson
Seftriakson
Sefotaksim
Sefotaksim

Levofloksasin

Eritromisin

ODERIN

Menenijit Digi
Menenjit
Menenijit Digl
Menenjit
Menenijit Disi
Menenjit

Sayl

79
79
34
34
27
27
72
100

Direncli (%)

17.20 82.80
54.40 45.60
910 90.90
7350
3.70 96.30
25.60 74.40
0.00 100.00
45.00 55.00
23

Duyarh (%)

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

Direng-GA %95

IEIZT  0s0O CAESAR ilk Raporu Yayinland & & <
rme " s

Turkiye Halk Saghgs Kurumu tarafindan yGritdimekte olan “Ulusal Antimikroblyal Direng Strveyans
Orta Asya ve Dogu Avrupa Antimikrodiyal Direng Slirveyans Ag: (Centrai Asian and Eastern Europ
Raportar Antimicrobial Resistance-CAESAR)nin ilk sonuglan bir rapor halinde yaymianmigtir.

Dokomaniar

Ettp://uaﬁdss.thsk.gov.tr/



Ulusal Strveyans Agi 2013 Verileri

http://uamdss.thsk.gov.tr/

* Menenijit etkeni pndmokok kékenlerinde
« Penisilin direnci %54 (%43-65)
« Seftriakson direnci %26.40 (%14-43)

ODERIN 24



CAESAR-Turkiye Verileri-2014

‘\

* Kandan ve BOS’tan izole edilen kékenlerde
* Penisilin direnci %54
+ Uclincti Kusak SS direnci % 19

ODERIN 25



Suspicion for bacterial meningitis
v Yes

Immunocompromise, history of CNS disease, new onset seizure,
papilledema, altered consciousness, or focal neurologic deficit;?
or delay in performance of diagnostic lumbar puncture

No » u Yes
Blood cultures and lumbar Blood cultures STAT
puncture STAT !
Dexamethasone® + empirical Dexamethasone® + empirical
antimicrobial therapy®¢ antimicrobial therapy®
v Y ‘
&2 Negative CT scan of the head
CSF findings c¢/w bacterial meningitis .
v Yes
Positive CSF Gram stain Perform lumbar puncture
‘No » “a Yies
Dexamethasone® + empirical Dexamethasone® + targeted
antimicrobial therapy® antimicrobial therapy*
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Laboratuvar

‘\

Kan 18.01.2015 BOS 18.01.2015

WBC 21.000 WBC 389/mm3

Plt 140.000 %ZNe 80

CRP 289 mg/L Protein 377 mg/dL
Prokalsitonin 23 ng/mL Glukoz 0

Ure 181 mg/dL Gram Boyama Bol I6kositler ve
Kreatinin 1,9 mg/dL g(;l?kzoklza:if
Glukoz 150 mg/dL goriildi*

ODERIN 27



Pozitif Gram Sonucuna Gore

—

Antibiyotik tedav
Gram pozitif dipl taxime ya

Gram-negatif dipl
Gram-pozitif basil

IXOne)

Gram-pozitif zincir ydprrig KoKiar - AMoOXICHindmpiciiimn yd ad peniciiim G

Gram-negatif basil Uciincii kusak sefalosporin®

van de Beek D, Brouwer MC, Thwaites GE, Tunkel AR. Advances in the treatment of bacterial
meningitis. Lancet 2012; 380:1693.
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* BOS ve Kan Kalturu
* S. pneumoniae izole edildi

* Antibiyogram
+ Penisilin: Direncli (MiK: 2 ug/mL)
« Seftriakson: Duyarli (0.064 ug/mL)

ODERIN 29



Kdlttr/Antibiyogram Sonucuna Gore

Mikroorganizma, duyarhhk

ayapm
Standard tedavi

Alternatif tedaviler o

Streptococcus pneumoniae
Penicillin MIC

<0.06 mcg/mL

>0.12 mcg/mL

Uctincii kusak sefalos
<1mcg/mL

Uctincii kusak sefalosporin MIC
>1 mcg/mL

v%gﬁﬁeek D, Brouwer MC, Thwaites GE, Tunkel AR. Advances in the ggeatment of bacterial

meningitis. Lancet 2012; 380:1693.

Penicillin G ya da ampicillin

Vancomycin arti Gginci kusak
bir sefalosporin

Uciincii kusak sefalosporin,

| ] DAY g P |

Fluoroquinolone

IDSA GUIDELINES



International Journal of Infectious Diseases
Volume 19, February 2014, Pages 13-19

Mortality indicators in pneumococcal meningitis: therapeutic
implications

Hakan Erdem? # - &4 Nazif Elaldi®, Nefise Oztoprak®, Gonul Sengoz¢, Oznur Ak®, Selcuk Kaya', Asuman
Inan?, Saygin Nayman-Alpat", Aysegul Ulu-Kilic', Abdullah Umut Pekok!, Alper Gunduz¥, Mustafa G.
Gozel® Filiz Pehlivannali® Kadrive Yasar Hava Yilmaz™ Miustafa_ Hatinoalu? Gonul Cinek-Sentnrk*

* Cok merkezli,Retrospektif, 15 yil, 306 kiltir pozitif olgu
* Penisilin direnci %12.2%*

* %80 Sadece U¢lincl kusak sefalosporin, %20 vankomisin +3.
kusak sefalosporin

* Kaba mortalite hizi %13.7
* Vankomisinli rejim mortaliteyi azaltmada etkili degil

* Sorunlu olgularda linezolid tek basina veya kombinasyoniile
kullanilabilir mi?
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Uclinci gun

WBC 21.000

Plt 140.000 145.000
CRP 289 mg/L 179
Prokalsitonin 23 ng/mL

Ure 181 mg/dL

Kreatinin 1,9 mg/dL 1.2
Glukoz 150 mg/dL

* Vankomisin kesilerek tedaviye seftriakson 2x2 gram ile
devam edildi. Deksametazon tedavisi sonlandirild
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Ondorduncu gun

e —

* Seftriakson tedavisi 14 gline tamamlanarak hasta sifa
ile taburcu edildi
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55 AGUH’a sorduk

\

« Bir yilda kac akut bakteriyel menenijit olgusu ile
karsilasiyorsunuz?

* Ampirik tedavi seciminde sizi en ¢cok ydnlendiren bulgu
nedir?

* Gram pozitif diplokoklar gérdigliniiz, komorbiditesi
olmayan, 50 yas alti erigkin bir akut bakteriyel menenijitte
en sik hangi rejimi secersiniz?

* Pndmokok menenijiti konusunda yerli bir kilavuza ihtiyac
var mi?
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GoOreviniz nedir?

Asistan

Uzman

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
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Bir yilda kac akut bakteriyel menenijit
olgusu ile karsilasiyorsunuz?

Answer Choices - Responses -
-~ 0 7.27% -
- 1-10 80.00% 44
«~ 10'dan fazla 12.73% 7
Total 55
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Ampirik tedavi seciminde sizi en cok

Gram boya

Hastanin yasi

Komorbiditeleri

Kafa travmasi

oykiisi
direnc profi
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
Answer Choices - Responses -
- Gram boya 58.18% 32
v Hastanin yasi 41.82% 23
~  Komorbiditeleri 23.64% 13
g Kafa travmasi oykusi 27.27% 15
- Turkiye'deki direnc profili 29.09% 16

Total Respondents: 55
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Gram pozitif diplokoklar gérdigintz, komorbiditesi olmayan,
50 yas alti eriskin bir akut bakteriyel menenijitte en sik hangi

sefalosporin
Rifampisin
Moksifloksasin
[

Linezolid

Answer Choices - Responses -
- Uciincii kusak sefalosporin 98.18% 54
~  Vankomisin 36.36% 20
- Rifampisin 0.00% 0
«~  Moksifloksasin 0.00% 0
- Linezolid 1.82% 1

Total Respondents: 55
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Pnomokok menenijiti konusunda yerli
bir kilavuza ihtiya¢ var mr?

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
Answer Choices - Responses -
- Evet 90.74% 49
-  Hay 9.26% 5
Total 54
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Ne yapalim?

‘\

* Risk faktori olmayan bireylerde ampirik tedavide
vankomisin kullanimi?

* Diren¢ surveyansi ve ulusal bir kilavuz ihtiyacr?
« Akilcl antibiyotik kullanim politikalari?
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Tesekkurler
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KLIMIK 2016

3I0D.YIL KURULTAYI
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