
Ensefalitlerde Akılcı Antiviral 
Kullanımı 

Prof. Dr. Hakan Erdem 

GATA Enf.Hast ve Kl.Mik.A.D. 



1.  Risk analizi 

2.  Klinik tablo 

3.  Mikrobiyolojik tanı 

4.  Radyolojik tanı 

5.  EEG 

6.  Sürecin yönetimi, akış şeması 

HE-2 



Risk Değerlendirmesi (ID-IRI) 

The epidemiology of community acquired central nervous system infections: Data from 20 countries 
(From Atlantic to Pacific) (yayınlanmamış bilgi) 



Mikrobiyolojik Tanı 
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Genel Türkiye 

42% 
36% 

58% 
64% 

Etken belirsiz 

Etken saptanmış 

The epidemiology of community acquired central nervous system infections: Data from 20 countries 
(From Atlantic to Pacific) (yayınlanmamış bilgi) 



Santral Viral Patojenler 

3,6% 

2,9% 

1,4% 1,4% 

0,5% 

5,2% 

2,6% 

0% 

0,7% 

0% 

Genel 

Türkiye 

The epidemiology of community acquired central nervous system infections: Data from 20 countries 
(From Atlantic to Pacific) (yayınlanmamış bilgi) 



BNV 
•  Texas % 4, Hırvatistan % 3, Kosova % 8  

•  Türkiye ? 

•  Tedavi ? 
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•  Ergunay K, et al. Multicentre evaluation of central nervous system infections due to Flavi and Phleboviruses in 
Turkey. J Infect. 2012;65(4):343-9. 

•  Erdem H, et al. Emergence and co-infections of WNV and Toscana virus in Eastern Thrace, Turkey. Clin Microbiol 

Infect. 2014;20(4):319-25.  

•  Ertilav M, et al. Meningoencephalitis caused by WNV in a renal transplant recipient. Mikrobiyol Bul. 2014;48(4):

674-82. 



Akılcı Antiviral Kullanımı 
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HSV, nasıl bir ensefalit? 

Antiviral Öncesi 

•  %70 ölüm 

Asiklovir ile 

•  % 5 ölüm, % 90 sekel1 

•  % 10 ölüm, % 75 sekel2 

•  % 15 ölüm, % 20 sekel3 
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Stahl JP, et al. 2012. Herpes simplex encephalitis and management of acyclovir in encephalitis patients in 
France. Epidemiol Infect 140:372–381. 

Dagsdóttir HM, et al.  2014. Herpes simplex encephalitis in Iceland 1987–2011. Springerplus 3:524. 
Raschilas F, et al. Outcome of and prognostic factors for herpes simplex encephalitis in adult patients: 

results of a multicenter study. Clin Infect Dis. 2002 Aug 1;35(3):254-60.   
 



Herpetik Meningoensefalitler 
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501, PCR (+) vaka 
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ID-IRI Çalışması, 438 vaka 

ID-IRI ve ESGIB ortak 
çalışması, 496 vaka 



Taburcu Olurken… 

10% 

43% 

14% 12% 12% 
9% 8% 7% 

3% 2% 

Erdem H, Cag Y, Ozturk-Engin, et al. Results of a multinational study suggest rapid diagnosis and early onset of 
antiviral treatment in herpetic meningoencephalitis. Antimicrobial Agents and Chemotherapy 2015;59(6):3084-9. 



HSV Ensefaliti, Seyir 

Erdem H, Cag Y, Ozturk-Engin, et al. Results of a multinational study suggest rapid diagnosis and early onset of 

antiviral treatment in herpetic meningoencephalitis. Antimicrobial Agents and Chemotherapy 2015;59(6):3084-9. 



Kime antiviral verelim? 
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 Tunkel AR, et al. Infectious Diseases Society of America. The management of encephalitis: clinical practice 
guidelines by the Infectious Diseases Society of America.  Clin Infect Dis. 2008 Aug 1;47(3):303-27. 

 



Şüpheli ensefalit nedir? 
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Antiviral Başlama Gerekçeleri 
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34,5% 

31,3% 

22,8% 

5,6% 

4,4% 

2,0% 

BOS Bulguları 

Empirik olarak 

BOS, CT/MRI 

CT/MRI 

PCR (+) 

Kombine nedenler 

ID-IRI HSV Ensefaliti veri tabanı  
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Medyan (IQR) 

Kan lökosit sayımı (×103 / mm³) 9.7 (7.5–13.0) 

CRP (mg / L) 0.8 (0.2–2.0) 

ESR (mm/h) 19.0 (11.8–30.0) 

BOS/Serum glu oranı < 0.60 50.2% 

BOS proteini (> 45 mg/dL) 77.6% 

4% 

19% 
11% 

50% 

9% 7% 

BOS lökosit dağılımı 



Ensefalit (beyin parankimi 
tutulumu) bulguları nelerdir? 
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Bilinç 
değişiklikleri 

Kişilik 
değişiklikleri 

Konuşma 
bozuklukları 

Oryantasyon 
bozukluğu 

Konvülziyonlar Halusinasyonlar Amnezi 
Abuli   

(ne yaptığını 
bilememe) 

Bayılma Hemiparezi 
Kafa sinir 

felçleri Baş dönmesi  

ID-IRI HSV Ensefaliti veri tabanı 
Nörolojik analiz (Doç. Dr. Hülya Tıreli, Nöroloji Uzmanı) 



Ensefalit Yakınma ve Bulguları 
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24% 

76% 

Mevcut 

Mevcut değil 



Her SSS enfeksiyonu şüphesinde 
antiviral verilmeli mi? 
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Ensefalitle Uyumlu Vakalar 
Sık Bulgular 
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80% 

53% 

33% 29% 26% 26% 

Erdem H, Cag Y, Ozturk-Engin, et al. Results of a multinational study suggest rapid diagnosis and early onset of 
antiviral treatment in herpetic meningoencephalitis. Antimicrobial Agents and Chemotherapy 2015;59(6):3084-9. 



Ensefalit, Nadir Bulgular 
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6,0% 

4,0% 

2,0% 

0,8% 
0,3% 0,3% 



Bilinç Değişiklikleri 

Glasgow Koma Ölçümü Ortanca [IQR]: 14 (13-15) 



Ensefalit Bulgusu Olmayanlar 
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93% 

62% 
50% 

15% 10% 

Menenjit? 
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Ensefalitle uyumlu Menenjitle uyumlu 

10,8% 

2,6% 

48,0% 

21,4% Ölüm 

Sekel 

Cag Y, Erdem H, Leib S, et al. Managing atypical and typical Herpetic central nervous system infections: Results 
of a multinational study. Clinical Microbiology and Infection  (Yayında). 

P < 0.0001 
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Ensefalitle uyumlu Menenjitle uyumlu 

84% 

33% 

91% 

62% 

96% 

88% 

MRI 

EEG 

MRI veya EEG 

Cag Y, Erdem H, Leib S, et al. Managing atypical and typical Herpetic central nervous system infections: Results 
of a multinational study. Clinical Microbiology and Infection  (Yayında). 
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MR Bulguları 

HE-28 

0%  10%  20%  30%  40%  50%  60%  70%  80%  90%  100% 

Temporal  

Frontal 

Parietal 

Occipital  

Cerebellum 

Miscellaneous 

No involvomet 

Left lobe 

Right lobe 

Bilateral 

Cag Y, Erdem H, Leib S, et al. Managing atypical and typical Herpetic central nervous system infections: Results 
of a multinational study. Clinical Microbiology and Infection  (Yayında). 



EEG Bulguları 
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266 
236 

106 

65 64 55 
27 17 11 

40 

Cag Y, Erdem H, Leib S, et al. Managing atypical and typical Herpetic central nervous system infections: Results 
of a multinational study. Clinical Microbiology and Infection  (Yayında). 



Menenjitle Uyumlu Vakalar 
(EEG, MR uyumsuz) 
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MRI EEG MRI+ EEG 

63 

21 
16 

43 

6 
2 

0 0 0 
4 

1 0 

Toplam 

Bulgu yok 

Ölüm 

Sekel 



Menenjitle Uyumlu Vakalar 

Her SSS enfeksiyonunda empirik 
asiklovir… 



Laboratuvar Tanı 

32 



HSV PCR 

•  Sensitivite % 95-100  

•  Spesifite % 94-100   

Stahl JP, et al. HSV encephalitis and management of acyclovir in encephalitis patients in 
France. Epidemiol Infect. 2012 ;140(2):372-81. 



HSV Viral Yük 
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ID-IRI  HSV Ensefaliti veri tabanı 



Kontrol LP, PCR 

•  Tedavi ile altında, 7 gün 

•  Yaklaşık yarısı negatifleşiyor 
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Cag Y, Erdem H, Leib S, et al. Managing atypical and typical Herpetic central nervous system infections: Results 
of a multinational study. Clinical Microbiology and Infection  (Yayında). 



Seroloji 
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Cag Y, Erdem H, Leib S, et al. Managing atypical and typical Herpetic central nervous system infections: Results of a 
multinational study. Clinical Microbiology and Infection  (Yayında). 

Kan BOS 

76% 

40% 

13% 

57% 

İgG 

İgM 



BOS HSV PCR 

•  Yanlış negatif sonuç 
•  İlk 3-7 gün, tekrar? 

•  Kanlı örnekler 

•  Tunkel AR, et al. The management of encephalitis: Clinical practice guidelines by the infectious diseases society of America. Clinical 
infectious diseases  an official publication of the IDSA. 2008; 47: 303-327. 

•  Machado Ldos R, et al . CSF analysis in infectious diseases of the nervous system: When to ask, what to ask, what to expect. Arquivos 

de neuropsiquiatria. 2013; 71: 693-698. 

•  Sauerbrei A, Wutzler P. Laboratory diagnosis of central nervous system infections caused by herpesviruses. Journal of clinical virology . 

2002; 25 Suppl 1: S45-51. 
•  Bhullar SS, et al. Determination of viral load by quantitative RT-PCR in HSV encephalitis patients. Intervirology. 2014; 57: 1-7. 







Güncel Rehber 

Major Kriterler 

•  ≥24 saati aşan şuur 
değişikliği 
•  Şuur düzeyinde  

•  Letarji 

•  Kişilik değişiklikleri 

Minör Kriterler 

•  2 olası, ≥3 muhtemel 
•  Ateş ≥38° C   

•  BOS ≥5/mm3 lökosit  

•  Konvülziyonlar  

•  Yeni başlayan fokal tutulum 

•  Kraniyal inceleme uyumlu (MR) 

•  Uyumlu EEG bulguları 
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Venkatesan A, et al. Case Definitions, Diagnostic Algorithms, and Priorities in Encephalitis: Consensus Statement 
of the International Encephalitis Consortium. Clinical Infectious Diseases 2013;57(8):1114-28 



Güncel IDSA Rehberi-2 

Şuur değişikliği  

•  İleri menenjitlerde de (+) 

Minör parametreler 

•  Ateş ≥38° C   

•  BOS ≥5/mm3 lökosit  

•  Konvülziyonlar  

•  Yeni başlayan fokal 
nörolojik kayıp 
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Teşekkürler… 
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