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Sayin Editor,

Sporadik Creutzfeldt Jakob Hastaligi (sCJH), prion proteininin yanlis katlanmasi sonucu ortaya cikan,
santral sinir sisteminin ilerleyici ve 8limcul bir hastaligidir. Onceki yillarda asiklovir tedavisine yanitsiz Herpes
Simpleks Virls (HSV) ensefaliti ile sCJH birlikteligi literattirde bildirilmistir (1, 2). Bu bilgiler 1s1ginda, son bes
yil icerisinde klinigimizde takip edilen sJCD olgularimizda HSV antikorlarini arastirmayi ve klinik gidisatlarini
tanimlamayr amacladik.

Toplam doért hasta (yas araligi: 61-77 yas, erkek / kadin orani: 1/3) subakut gelisen mental durum degi-
siklikleri ve konusma bozukluklar ile tarafimiza getirildi. Hastalarda, birkag hafta icerisinde kisilik degisikligi
ve miyoklonus ile karakterize hizli ilerleyici bir demans tablosu gelisti. Beyin manyetik rezonans gorintileme
calismalarinda, iki olguda oksipital lobda ‘ribbon’ isareti, bir olguda bazal gangliyonlarda sinyal artisi g0os-
terildi, bir olguda 6zgul bir bulgu gosterilemedi. Seri elektroansefalografi kayitlarinda, tim olgularda, tipik
periyodik keskin yavas dalga kompleksleri gosterildi. Hastalarin hi¢ birinde CJH ya da diger nérodejeneratif
hastaliklara ait aile 6yklsi saptanmadi. Hastalarda prion proteini gen mutasyonu incelemesi yapiimadi.
Hastalarin timiinde beyin-omurilik sivisinin (BOS) immiinolojik analizinde 14-3-3 proteini pozitif olarak bu-
lundu. intratekal HSV antikoru sentezinin arastirilmasi icin, eszamanlh kan ve BOS érnekleri alinarak antikor
indeksi (Al) hesaplandi. iki olguda HSV IgG indeksi 1.3 den fazla bulundu (aralik deger: 0.7-1.3). Diger ol-
gularda normal sinirlar icinde idi. Ortalama BOS protein dlzeyleri, HSV antikor sentezi pozitif olarak kabul
edilen iki olguda da ylksek bulundu (aralik deder: 0-45 mg/dl). Olgularin hicbirinde BOS'da inflamatuvar
hicre reaksiyonu gorilmedi. Hastalarin detayh bilgileri Tablo.1'de 6zetlenmistir.
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Tablo 1. Hastalarin 6zellikleri

Tam olgularin BOS incelemesinde; paraneoplastik ve otoimmin ensefalit antikor panelleri (an-
ti-Hu, anti-Yo, anti-Ri, anti-MA2, CV2, amfifizin / voltaj kapil kalsiyum ve potasyum kanal antikor-
lari, NMDA, GABA, LGI1 reseptor antikorlarn) negatif bulundu.

Otopsi ve genetik inceleme yapilmadigi icin elimizdeki veriler ile bu olgulardaki tanimiz ‘muh-
temel’ sCJD olmustur. Hastalarin hicbirinin inisiyal klinik, radyolojik, elektrografik ve BOS analizi
bulgulari HSV ensefaliti distinilmedigi icin antiviral tedavi ne ilk basvuruda ne de antikor incele-
mesinin sonuglandiktan sonra verilmedi.
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ik belirtiler ortaya ciktiktan sonra, BOS'da pozitif HSV antikor sentezi saptanan iki olguda survi
ortalamasi 2.5 ay, digerlerinde ise ortalama 13.5 ay olarak bulundu. inceledigimiz dért sCJH ol-
gusunun ikisinde HSV'ye karsi immun yanit gosterildi. Bu olgularin BOS protein diizeyi digerlerinin
neredeyse iki kati yikseklikteydi ve hayatta kalma sureleri cok daha kisaydi. Hsichet ark. tarafindan
1996’da tarafindan ilk tanimlanmasindan bu yana sCJH ve HSV ensefaliti arasindaki iliski Gzerine
henlz net bir fikir birligi yoktur (3). HSV ensefaliti ve sCJH birbirlerinin ortaya cikisini tetikleyebi-
lir ya da néroimminolojik mekanizmalarla gidisatlarini kétulestirebilir. Ayrica cok nadir bir klinik
antite olan -kronik HSV ensefaliti- de bu olgularda géz éniinde bulundurulmalidir (4). Ulkemizde
otopsinin tanisal algoritimde hak ettigi yerde olmamasi bu olgularda kesin taniya ulasmamizin
onindeki en 6nemli engeldir. Daha ¢ok hasta iceren gruplarda, ileri arastirmalara ihtiyac vardir.
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Dear Editor,

Sporadic Creutzfeldt-Jakob disease (sCJD) is a progressive and fatal disease of the central nervous system
originated from misfolding of prion protein. The concurrency of herpes simplex virus (HSV) encephalitis who
unresponsive to acyclovir and sCJD cases have been reported before (1, 2). In the light of this knowledge, we
investigated the HSV antibodies in our cases of sJCD who followed in our clinic in the last five years. Also,
we aimed to illustrate clinical prognosis of these cases.

Four patients (ages between 61-77 years, male/female ratio:1/3 ) were admitted with subacute changes in
mental status and speech disturbances. They developed a rapidly progressive dementia characterised by per-
sonality change and myoclonus into the couple of week. Brain magnetic resonance imaging studies showed
ribbon sign in occipital lobe in two cases, increased signal in the basal ganglia in one case and no findings
in other case. Serial electroencephalography recordings showed typical periodic sharp wave complexes in
all cases. The family history of CID or other neurodegenerative diseases was not detected any patient. Prion
protein gene mutation analysis did not establish in any patient.

Analysis of cerebrospinal fluid (CSF) immunoassay of the patients were positive for 14-3-3 protein. Simul-
taneous blood and CSF samples were taken and antibody index was calculated for the investigation of
intrathecal antibody synthesis of HSV. HSV IgG antibody indexes were found higher than 1.3 in two patients
(range: 0.7-1.3), it was in the normal limits in other cases. Mean CSF protein levels were higher in both HSV
plus cases (range: 0-45 mg/dl). Inflammatory cell reaction did not observed in CSF examination any patient.
Detailed information of the patients are summarized in Table 1.

EC. |76 Female |36.3 Ribbon sign + | 0.7 6
‘ NU. ‘ 69 Male ‘ 57 Basal ganglia | 0.6 ‘ il ‘
hypenntensity

Table 1. Characteristics of patients.

The panel of paraneoplastic and autoimmune encephalitis antibodies (anti-Hu, anti-Yo, anti-Ri,
anti-Ma2, CV2, amfifizin / voltage gated calcium and potassium channel antibodies, receptor anti-
bodies against to NMDA, GABA, LGI1) of CSF were found as negative in all cases.

Because of autopsy and genetical analysis were not performed in these cases, the diagnosis was
established as ‘probable’ sCJD based on the available data. None of the patients showed clinical,
radiological, electroencephalographic and CSF findings of HSV encephalitis, so antiviral treatment
did not start neither on admission nor after the results of antibody examination.
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The patients who have higher HSV IgG-Al level, died within 2.5 months after initial symptoms
were appeared. The other two patients survived approximately 13.5 months after diagnosis.

We investigated four sCJD cases and immune response against to HSV has been shown in two
of them. Protein level of CSF was found almost two fold higher and survival time of these cases
was more shorter than others. There is no clear consensus on the relationship between sCJD and
HSV encephalitis since first description by Hsichet al. in 1996 (3). HSV encephalitis and sCJD may
stimulate occurence of each other or they might worsen their course by the neuroimmunological
mechanisms. Also, -chronic HSV encephalitis- which is a very rare clinical entity should be consi-
dered in these patients (4). Our most important handicap is that the autopsy isn’t valued enough
on diagnostic algorithms to reach the precise diagnosis in our country. Further studies including
more patients are needed.
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