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Norokognitif (norobilissel) bozukluk = zihnin davranislarindaki bozukluk

Beyin yapisinda veya fonksiyonlarinda olusan bozukluklar

Hafiza, problem ¢dzme, algilama noérobilissel kabiliyetlerdir



1980’lerin ortasi
(AIDS Demans Kompleks)

Agir bilissel bozukluk
Duygulanim = HIV’in beyine etkisi + Firsat¢i enfeksiyonlar

Hareket bozukluklari

1991 — Amerikan Noroloji Akademisi (AAN) ve
Amerikan Psikiyatri Birligi
(HIV’e bagh demans — HAD)

Davramgsal (motivasyonda azalma, duygulanimda dalgalanma)

Motor bozukluklar (hareketlerin yavaslamasi, yiiriiyiis anomalileri, koordinasyonda bozukluk,
reflekslerde artis)

Karma
Siddetine gore — hafif, orta, agir



2007 US National Institutes of Health

Frascati kriterleri

HIV’e bagli norobilissel bozukluklar (HAND)

Norofizyolojik test performansindaki yetersizlik (bilissel kayip) ve

gunluk yasam faaliyetlerinin etkilenme derecesine gore

* Asymptomatic Neurocognitive Impairment (ANI)

* Mild Neurocognitive Disorder (MND)
e HIV Associated Dementia (HAD)

HAND

HIV-associated Neurocognitive
Disorders
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Symptomatic HAND
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Onceden mevcut bir
durum
olmamasi

22 kognitif alanla ilgili Giinliik yasam

becerilerin bozulmasi etkinliklerinde degisiklik

Asymptomatic

Neurocognitive Impairment >1 SD* yok evet
(ANI)
Mild Neurocognitive Disorder :
> *
(MND) >1SD hafif evet
a ' D ' _—
HIV-Associated Dementia 57 SD* Sl ovet

(HAD)

*Dikkat/konsantrasyon

*Bilgi isleme hizi

-Konusma/dil * Kisinin demografik 6zelliklerine gore belirlenmis
Soyutlama normal degerlerden distk saptanan performansin SD’i
*Bellek

*Karmasik algisal motor

beceriler

*Basit motor beceriler

*Duygusal algi becerileri

Farkh kiiltlirlerde

benzer sekilde tani
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The symptomatic feature of HIV-assoctated nevrocognitive disorders in these patients. a The total symptom score of HAND group was higher than that of non- HAND group (6.04 vs. 2.32). b The symptom score of cognitive
impairment was very higher i HAND group (3.19 vs. 0.63), followed by that of behavior disorder (1.60 vs. 0.39). But the symptom score of motor impatrment was not different between two groups (1.30 vs. 1.06). ¢ The total
symptom scores were different among AN and MND and HAD (2.38 vs. 6.40 vs. 11.82). d Cognitive impairment scores increased as the disease development (0.83 vs. 3.70 vs. 6.27). Smalarly, behavior disorder scores also
increased as the disease development (0.63 vs. 1.63 vs. 2.53). Although the symptom score of motor impatrment was higher in HAD compared with that n ANI and MND (3.0 vs. 1.09 and 1.03), no difference of that was found
between ANI and MND. *Statistically significant at p< 0.03; **statistically significant at p<0.01



HAND’in sonuglari

ANI'nin hayattaki onemi stipheli

MND

» Glunluk yasamda gucluk (araba kullanma, para ve zaman kullanimi vb)
e ilac uyumunda bozulma

* Dejeneratif gidisin hizlanmasi

* Norokognitif hastaligin ilerlemesi ?7?



Yasam suresinde azalma

Kendine bakim ve yasam kalitesinde azalma

ls performansinda bozulma, yuksek issizlik orani
llac uyumunda bozukluk

Araba kullanmada bozukluk, artmis kaza riski

Kisisel, ekonomik ve sosyal yasama yuk

HAND predicts an increased

risk of death
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Vivithanaporn P, et al. Neurology 2010;75:1150-8



Changes in the Incidence and Predictors of
Human Immunodeficiency Virus—Associated
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Figure 1. Incidence rates (IR) (per 1,000 PYR, 95% confidence intervals
[CI]) for severe neurocognitive disorders in HIV-infected patients (filled
circles) and population controls (sguares), by period: 1997—-2000, 2001—
2004, and 2005-2008.
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CNS HIV Antiretroviral Therapy Effects Research (CHARTER)

Neuropsychological impairment
in the era of cART

HIV- Mild Asymptomatic HIV infection

Associated Neurocognitive Neurocognitive without cognitive
Dementia Disorder Impairment impairment

CHARTER Study (n=1,555 HIV-infected adults)

52% had NP impairment: HAD 2%, MIND 129%, ANI 33%
Heaton RK, et al. Neurology 2010;75:2087—56



Pre-CART era CART era

No impairment - impai 5
C pa MND No impairment

Nature Reviews | Neurology

Saylor et al, Nature Reviews Neurology, 12(4), pp.234-248; McArthur et al, Aids, 24(9), pp.1367-1370; Heaton et al, Journal of neurovirology, 17(1), pp.3-16.;
Heaton et al, Clinical Infectious Diseases, 60(3), pp.473-480.
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Patogenez

HIV Enters the Central Nervous System
Early in Acute Infection
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(Modified) Valcour V et al Journal of Infectious Diseases, 206(2), pp.275-282.



Compartmentalization
A Proportional =] Equilibrated C Clonal Amplification D Persistent Replication
to Blood with pleocytosis '3?1'
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* HIV persistansinda beyinin rezervuar gorevi

HIV enf baslangi¢c déneminde BOS’daki virtisler kandaki virtislerle identiktir

Zamanla S5S°deki virus evrimlesir, farklilasir ve ayri bir kompartman olusturur

Kanda T-lenfosit tropik viriisiin aksine SSS’de makrofaj tropik (M-tropik) virus haline gelir
M-tropik virtislerin S55'den mi kken aldigi yoksa enfekte monositlerle mi geldigi net degil

Perivasktiler makrofajlar ve tiim bahsedilen hiicreler beyin dokusunda kr enfeksiyon olusturur ve salgilanan toksik
sinyaller HIV iliskili n6rokognitif hastaliklara neden olur

Etkin virolojik supresyona ragmen SSS’de persistan enflamatuar yanit



Risk faktorleri

HIV iliskili durumlar Komorbiditeler

« Tanidaki CD4<200/mm3 e Tani sirasinda ileri yas

(CD4 restorasyonuna ragmen) Yaslanma (50 yas Ustl)

e HIV enfeksiyonunun suresi Anemi

e AIDS tanimlayici durum varligi Vaskuler hastalik

e Kisa ART suresi Metabolik anomaliler (instlin direnci vb)

HCV koenfeksiyonu (n6rotoksik etki)

makrofajlarla SS5’ne girer, mikroglia ve astrositleri

Risk of HAND is increased enfekte eder
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Klinik

HAND klinigini ART durumu etkilemektedir

ART oncesi: Daha cok subkortikal fonksiyon bozuklugu
- Belirgin motor ve kognitif yavaslama, s6zel akicilikta azalma

ART sonrasi: Daha cok kortikal fonksiyon bozuklugu
- Hafiza, 6grenme, yuruitici fonksiyonlarda bozulma




En ciddi form HAD

CD4 cell

HIV 7
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* |leri evre HIV ile enfekte, tedavisiz, CD4 <200/mm3 ve yiksek VL

* Subkortikal ve derin gri madde hasari ile karakterize

Bozukluklar subakut baslar

Semptomlar inisli, cikish (Alzheimer ve diger progresif norolojik hastaliklarin aksine)



* Kognitif:

* Davranissal:

* Motor:

HAD

Dikkat ve konsantrasyon eksikligi, mental yavaslama, kelime bulmakta
zorlanma, daha once otomatik yapilan eylemlerin tamamlanmasi icin
yogun caba gerekir

Kisa donem bellekte bozukluk, unutkanlhk

(ise gitmeyi, yemek hazirlamayi, ylrirken-araba kullanirken kaybolabilirler)

Apati, motivasyon yoklugu, kolay iritasyon, uykusuzluk, kilo kaybi,
anksiyete, depresyon, yargilamada bozulma
(depresyonda oldugu gibi aglama ataklari ve Gziintili oldugunu soyleme yoktur)

Hareketlerde yavaslama (testte el-parmak hareketleri), beceriksizlik,
dizensiz gbz hareketleri, ekstremite hareketlerinde diuzensizlik,
dengesizlik, hiperrefleksi



Hafif norokognitif defisitler
(MND ve ANI)

Dikkat, hatirlama, yurutlict fonksiyonlarda (kompleks problem ¢ozme), bilgiyi isleme
hizinda azalma

Motor bulgular yaygin degildir
Erken donemde
* Yuriuyuste bozulma, el koordinasyonunda yavaslama

 Tremor veya el yazisinda bozulma gibi ince el hareketleri sakarlasma



SSS viral kacak sendromu

ART altindaki olgularda ciddi, yeni baslangich norolojik defisitlerle (HAD-like) olan tablo

Persistent CNS HIV on ARV with Plasma Viral Suppression:
CSF ‘Escape’

Cerebrospinal Fluid

Plazmada VL negatif iken BOS’da <200 kp/ml
BOS HIVRNA plazma HIVRNA'dan 1 log daha ylksek
Cogunlukla BOS’daki virusta ilac direnci mevcut

10000 -

HIV-1 Viral Load (Log,, copies/mi)

Klinik heterojen, asemptomatik durumlardan ayrilmali !

BOS pleositoz (CD8 pleositozu)

Viral ensefaliti diisindiren MRI

Diger enfeksiyoz patojenler ekarte edilmis (bakteriyel, fungal, viral)

BOS HIVRNA ve norokognitif fonksiyonlar arasinda acik bir iliski yok
Makrofaj aktivasyon belirteci olan neopterinde hafif artis ile iliski mevcut



Tarama testleri

Yanlis pozitifliklerin d6ntine gecmek icin dnerilmektedir

Norokognitif defisit belirtmeyen bireylerde tarama testleri ile hafif defisitler
tanimlanabilir

Sadece tanida degil takipte de 6nemli

1. Bélim Baslangigta ve Sonraki Vizitlerde HIV ile
Enfekte Hastalarin Degerlendirilmesi

- — : : Karisiklik yaratabilecek faktérleri bulunmayan batin  _
alelm n I s UG LET * + SetndlGe L bireyler taranmali. Bulgular anormal veya birey
Bozukluk semptomatikse, daha detayll degerlendirme igin

sayfa 74’deki algoritmaya bakin.

Ruhsal durum degisikliginde

Islev bozukluklarinda

bilissel belirtiler 6n planda olmasa bile noropsikolojik degerlendirme yapilmasi altta
yatan bilissel kottilesmenin fark edilmesi icin onerilmektedir



1. Sikhkla unutkanhik yasiyor musunuz? (6zel ginleri, hatta yakin zamandakileri,
randevulari vb unutuyor musunuz?)

2. Akil yurutiirken, planlama yaparken veya problem ¢ézerken yavasladiginizi
hissediyor musunuz?

3. Dikkatinizi toplamada guclik yasiyor musunuz? (sohbet esnasinda, kitap okurken,
film izlerken)

Bu sorularin bir veya daha fazlasina «evet» cevabi verilmesi sadece HIV ile iliskili
olmasa da bilissel bozukluklarin varligina isaret edebilir, daha ileri degerlendirme
yapilmasini gerektirir



Dil

Bellek HAND screening instruments

Dikkat
~ Benefis  Limitations
SN Familiar t t clinici Not itive to HIV-related
el | — Familiar to most clinicians — Not sensitive to -rela
v :,c:f:r S MMSE — Quick to perform (10 minutes) cognitive impairment
Bilissel hiz HDS — Validated for HAND — Validated in Caucasian population
Mo§tor hiz — Quick to perform (10 minutes) — Needs training for testing anti-
___saccadic eye movements
— Less sensitive for milder forms of
HAND
IHDS — Validated for HAND — Less sensitive for milder forms of
— Quick to perform (5 minutes) HAND

— Validated in different cultures
— Requires less training

MoCA — Quick to perform (10 minutes) — One recent study showed 63%
— Translated into 35 languages sensitivity and 71% specificity for
— Freely available online HAND
MOS- — Easy to perform, can be done by — Only identifies symptomatic
patients in waiting room disease
e Kisa zamanda HIV — Translated into many languages — Subjective reporting of symptoms
yapilabilecek — Evaluates functional status and
quality of life
* Kolay uyg. Valcour V, et al. Clin Infect Dis 2011;53:836-42

Overton ET, et al. ) Neurovirol 2013:19:109-16




Dikkat
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islevler
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 HAND risk faktorlerinin varligina gore bu testlerin 6-24 ay araliklarla yapilmasi
onerilmektedir

» Alternatif olarak da hastalarin her kontrole geldiginde testleri bekleme odasinda
rutin olarak ekran lizerinde yapmasi énerilebilir




Tani

HIV ile infekte kisinin
* Anamnez ve muayenesinde veya

* Norofizyolojik testlerle tanimlanmis yeni baslayan veya progresif ndrokognitif
bozukluk olmasi

* Bu bozukluklari aciklayabilecek baska bir neden olmamasi
(laboratuvar, BOS, MRI)




HAND olan hastalarin bluyuk cogunlugunda semptom yok veya hafif. Tarama ile
hafif HAND tanimlanabilir

Hastalarda icgdri veya farkindalik olmayabilir

HIV ile enfekte bireyleri takip eden hekimlerin HAND tanisi ve yonetimi
konusunda egitimi olmayabilir

Yogun is yukd nedeniyle HAND rutin takibi pratik uygulamada zor



Nasil degerlendirelim?

Anamnez (beyin travmalari, vaskuler olaylar, SSS enf, major depresyon, anksiyete, madde
kullanimi)

Fizik muayene (nérolojik muayene dahil - rijidite-tremor, inme, fokal beyin lezy-, tiroid ve
kr karaciger hast bulgulari, psikomotor yavaslama)

Tercihen IHDS veya MoCA ile ndrofizyolojik degerlendirme
Laboratuvar (CD4, HIVRNA, metabolik, biyokimyasal, VDRL, TSH, B12, folat, HCV)
Goruntuleme (ART almayan ciddi defisiti olanlarda ilk yapilacak)

BOS incelemesi (BOS HIVRNA, firsatci enfeksiyonlar)




Goruntuleme

 Diger patolojilerin ekartasyonu (enfeksiyon, neoplazm, enfakt, PMLE)

* HAD tipik bulgusu serebral atrofi
(Esas olarak bazal ganglialarda ve beyaz cevherde, bazen de kortikal bolgede)

 MRI'da difliz veya yamali ak madde hiperintensitesi
(HIV’in beyinde yliksek diizeyde oldugu yerler ile korele)

* MR SPECT’de hareket bozukluklarina paralel yaygin perflizyon azalmasi

* PET ile subkortikal lezyonlar (hafif olgularda bile)



MRI of the brain from a patient with HIV-
assodated dementia

Bilateral symmetrical high T2 signals without mass effect are
present in the white matter of both frontal lobes, associated with
subcortical atrophy.

MRI: Magnetic resonance imaging.
Copyrights apply



BOS bulgulari

ART altinda olmayanlarda

* Protein ve HIVRNA yiksek, lenfositik pleositoz (nonspesifik)
* Firsatci enf (HSV, kriptokok enf, vb)

ART altinda olanlarda (baska aciklayici neden bulunamadiginda)

 SSS kacak sendromu (Virolojik supresyon, BOS HIVRNA bulgular)

* |IRIS — HIV’in neden oldugu SSS enf.na bagli, ciddi CD8 ensefaliti (MRI ile ak ve gri
maddede anomaliler ve CD8 pleositozu)

a8 CNS IRIS N CD8+ T-Cell Encephalitis N
\~ ‘ . / = = A——— ’; e '- -
Fe &L, A -~ T
et = - S i "--
; -_— =T i ‘ >~ = = g’: - _—
\@e/ et al, Nat Clin Pract Neurol 2006,2:557—65/ \ Lescure et al, Clin Infect Dis 2013, 57(1).'i01—8 /




Avyirici tanida dislanmasi gereken durumlar

Enfeksiyoz
* Sifiliz, toksoplazmoz, PMLE, kriptokok enf, menenijitler, malarya
(BOS RPR, CMV PCR, HIVRNA, EBV PCR, TB PCR, JC virus ...)

Metabolik

* B,, vit eksikligi

 Tiroid disfonksiyonu, adrenal yetersizlikler

* Elektrolitler, glukoz, ALT, AST

Diger

* Aile oykusu, Alzheimer, vaskuler demans, Parkinson, anksiyete boz, sizofreni vb
 Alkol, opiyatlar, toksikolojik inceleme

* Malignensiler (primer SSS lenfoma)

* ilaclar (psikotroplar, ART yan etkileri)



Tedavi

Esas tedavi — ART

HAD
* ART’nin hem HAD tedavisinde hem de HAD’den korunmada belirgin etkisi mevcut

* ART caginda HAD insidansinda azalma

MND ve ANI Early ARV Treatment

o cD163 IL6 MCP1 TNF-a HIV Viral Diversity

* ART’nin etkisi belirgin degil ;

H - S
o
ARV . O . °
10
. . °
? ' 1 I ®
*

0 1 2 3 4 5
Time from ARV Initiation (Log time +1)

=2 4
82J
- e
o
Diversity (%)
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Cytokine Levels (Rank)

CSF  Plasma CSF  Plasma CSF  Plasma CSF  Plasma

CSF: Early ART resulted in lower IL-6 and TNF-a levels but
did not differ for other soluble inflammatory markers (early
ART [<4mo EDI] vs late ARV [>14mo EDI])

CSF: Predicted higher percentage of viral diversity
with longer time to ARV in CSF but not PBMCs



Farmakokinetik 6zelliklerine gére SSS’e penetrasyonu
CNS penetration effectiveness (CPE)
ART’ler SSS'ne kan-beyin bariyerine penetrasyonlarina gore farkh (CPE rank)

CNS Penetration Effectiveness Score (CPE)

4 (high) 3 (above average) 2 (average) 1 (below average)
NRTIs Zidovudine Abacavir Didanosine Tenofovir
Emtricitabine Lamivudine Zalcitabine
Stavudine
NNRTIs Nevirapine Delavirdine Etravirine
Efavirenz
Pls Indinavir-r Darunavir-r Atazanavir Nelfinavir
Fosamprenavir-r Atazanavir-r Ritonavir
Indinavir Fosamprenavir Saquinavir
Lopinavir-r Saquinavir-r

Tipranavir-r
Entry/Fusion

Inhibitors Maraviroc Enfuvirtide
Integrase . ) )
Inhibitors Dolutegravir Raltegravir Elvitegravir

Letendre SL, et al Topics in Antiviral Medicine 19(4):137-42; Smurzynski M et al, AIDS 25(3), p.357.;
Caniglia, E.C et al Neurology, 83(2), pp.134-141; "informal communication with Scott Letendre



CPE score and CSF viral load control
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Letendre S. Top Antivir Med 2011;19:137-42
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Changes in cognition during antiretroviral therapy: comparison of 2 different ranking systems
to measure antiretroviral drug efficacy on HIV-associated neurocognitive disorders.

Tozzi V1, Balestra P, Salvatori MF, Viassi C, Liuzzi G, Giancola ML, Giulianelli M, Narciso P, Antinori A.
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Erratum in
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Abstract
OBJECTIVE: Although HIV-associ
regimens with good central nervo

2 ranking systems to measure HA CP E S kO rU ile

METHODS: Patients with (n = 93)
batteries before HAART initiation
subject. Two neuropenetration scdg
combination among zidovudine, a

penetration-effectiveness (CPE) s YO n u n d e ga I I§m a I a r O I d U g U ka d a r

nevirapine, amprenavir-ritonavir, f
penetration: [corrected] stavudine 1 | | d

atazanavir, [corrected] and indina terSI ga I§ma a r a mEVCUt
outcome measures were change

. " ! - e of AIDS-defining neurologic conditions.
n O ro kogn |t|f te St I e rin d a h a Iylye gltt I gl em A2, Miro JM2, Podzamczer D2, Olson A2, Arribas JRZ, Moreno

sAz, Lanoy_EZ, Gasnault J2, Costagliola D2, Hernan MA2; HIV-

RESULTS: At regression analyses,
concentration and speed of mental prée
stronger among NP-impaired patients. By contrast, higher estimat
correlation. No association was seen between CD4 and plasma vi

Abstract

CONCLUSIONS: The CPE score represents a step forward towarc OBJECTIVE: The link between CNS penetration of antiretrovirals and AIDS-defining neurologic disorders remains largely unknown.

apility to improve cognition. METHODS: HIV-infected, antiretroviral therapy-naive individuals in the HIV-CAUSAL Collaboration who started an antiretroviral regimen

® 60 ) ) 20| @ 2n into low (<8), medium (8-9), or high
8 —— Working memory domain © § 3 . . . . .
3 o - & --Speed domain £ 15| g sseline regimens with high and medium
> 55 —— M d i ] = . . . .
: cmony doman § 10| |8 adjust for potential bias due to infrequent
(&]
o ]
5| s Z os § e
] — — .
@ .g 0.0 ]e=" i, 70) months. During follow-up, there
é T oos] . commem=m=ee=c- jitis, and 141 cases of progressive
=0 E o N L ned antiretroviral therapy regimen with a
154 =-1. “cam=® - .
‘_9 3s . @ sis, 1.13 (0.61, 2.11) for cryptococcal
- 15 . .
S hazard ratios (95% confidence intervals)
30 2.0 1.08 (0.73, 1.58).
CPE=5 CPE=6 CPE=7 CPE=8 CPE=>9 4 5 6 7 8 9 10 11 12 13 14 15 16
®=37) {n=80) (=169) =77 (n=54) CPE score high CPE score increases the risk of

Neurocognitive Testing: Some studies have shown that individuals with high CPE scores (> 9) had better cognitive scores and decreased odds
of impairment (left). In contrast, other studies have shown that higher CPE scores are associated with increased risk of HIV dementia (right)

Best, Brookie M., et al. AIDS (London, England) 23.1 (2009); Carvalhal, Adriana, et al. Journal of neurovirology 22.3 (2016
Caniglia, E.C et al Neurology, 83(2



Kacinilmasi gereken antiretroviral — Efavirenz

BOS penetrasyonu oldukca iyi
Ciddi noropsikiyatrik yan etkileri var — suisid girisim riski
Norokognitif degerlendirmede hataya neden olabilir

Direnc bariyeri disuk (ilac uyumu yetersiz kisilerde sorun)




ART kullanmayan kisilerde

HAD
Acilen ART baslanmali

Sadece CPE’e gore degil, diger ozelliklere de dikkat ederek
* Direng profili

* Toksisite

* Tablet sayisi

* llac-ilac etkilesimi

e Komorbid durumlar

* Maliyet

BOS penetrasyonu ikincil Bhemde

MND ve ANI — BOS penetrasyonunu dikkate almaya gerek yok



ART ile viral supresyon saglanmis kisilerde

HAD

Norokognitif bozukluga neden olabilecek diger durumlar degerlendirilmeli
HIV enfeksiyonu tek olasi neden ise
* BOS incelemesi BOS HIVRNA BOS HIVRNA ve R bakilamiyorsa

pleositoz varhigi - SSS kacak send
ART modifiye edilir
(+) (-)

BOS’daki HIVRNA’y1 hedef alan ART ART degisikligine gerek yok
(>6 hafta BOS kontroli)

MND ve ANI
ayni ART’ye devam



ART toksisitesi degerlendirilmeli

llac uyumu saglanmali

Kognitif rehabilitasyon

Gunluk yasam aktiviteleri, diizenli uyku, toksik madde kullanimi birakilmal
Vaskiler, metabolik riskler azaltilmall

&

Saglikh diyet, duzenli egzersiz, sigara birakilmal
Dislipidemi, insllin direnci, DM tedavisi

Koenfeksiyonlarin tedavisi (HCV, Sy, CMV)
Polifarmasi sinirlanmall, ilac etkilesimlerine dikkat

W »
S W e w oW

Percent with NCI in Domain
N -

- A

= LY B -

Diger

- Metilfenidat-apati yonetiminde 335 HIV(+) kisi

- antienflamatuar, AChE inhibitdrleri, probiyotikler 72 h iginde egzersiz yaptigini sOyleyen

Dufour et al L Neurovirol 2013, 19(5):410-7




Kansiklik yaratabilecek bariz kosullar:

1

2
3
4

Agrr psikiyatrik durumlar

Psikotrop ilaglarin kétiye kullanimi

Alkol kotiye kullanimi

Onceden gegirilmis MSS-rsater enfeksiyonlari veya diger norolojik hastaliklardan
kalma sekeller

Mevcut MSSirsatg! enfeksiyonlar veya diger norolojik hastalik

BOS

beyin-omurilik sivisi

GDRgenotipik ilag direng testi

HID HIV iliskili demans
HNB hafif nérobilissel bozukluk
MRG beyin manyetik rezonans gérintileme
NP noéropsikolojik
FE firsatg1 enfeksiyon
Bilissel sorunlardan ilk degerlendirmeler’
yakinan HIV pozitif birey \/
veya HIV pozitif bireyde
bilissel problemler fark Problemden stiphelenildi
eden yakin veya bakim
veren kisi — kanisiklik N
yaratacak bariz durumlar Depresyonun ve olasi
olmadan® tedavisinin
degerlendirilmesi'”
vV
Problemler devam
ediyor fakat depresyon

NBB performansin yas ve eg-itime gc'Sre eslesﬂtirilmisg uygun kontrol gruplariyla kiyasland-
g1 yukanidaki noropsikolojik testlerle olcilen bilissel islevierdeki bozukluk olarak tanim-

lanir ve klinik olarak anlamli kabul edilir.

Version 10.0
November 2019

English

dislanmis veya en uygun
bicimde yonetilmekte
N
NP muayene'

N
NBB"

N
Norolojik muayene
Beyin MRG
BOS analizi'’
A

NBB’nin HIV disindaki
diger nedenleri dislanmis

i Asagidaki sorular hekimin degerlendirmesinde yardimci olabilir
1 Siklikla unutkanlik yasiyor musunuz (6rn. 6zel gunleri, hatta yakin zamandakileri,
randevulari vb. unutuyor musunuz)?
2 Akl yaritarken, planlama yaparken veya problem ¢ozerken yavasladiginizi hisse-
diyor musunuz?
3 Dikkatinizi toplamada gtglik yasiyor musunuz (6m. bir sohbet esnasinda, kitap
okurken veya filmizlerken)?
Yukaridaki sorularin bir veya daha fazlasina “evet” cevabiveriimesi, sadece HIV ile iliskili olma-
sa da bilissel bozukluklarin varligina isaret edebilir.

iv. NP muayene asagidaki bilissel alanlan inceleyen testleri kapsamalidir: akicilik, yritici
islevler, bilgi isleme hizi, dikkat/isleyen bellek, s6zel ve gorsel 6grenme, sozel ve gorsel
bellek, motor becerileri arti gunlik islevselligin degerlendirilmesi.

vi  Norolojik muayene beyin MRG ve BOS analizi diger patolojileri dislamak ve BOS HIV-
VY seviyesi, gerekli oldugunda eslestirilmis BOS ve plazma numunesinde GDT kanitlari-
na iliskin degerlendirmeleri yapmak suretiyle HIV iliskili NBB'nin ozelliklerini belilemek
icin gereklidir.

vii - BOS'akagisin tanimi:
ya BOS HIV-VY saptanabilir dizeyde ve plazma HIV-VY saptanamaz diizeyde veya hem
BOS ve plazma HIV-VY saptanabilir dizeyde ve BOS HIV-VY degeri plazma HIV-VY de-

e gerinden daha yiksek.
- _Tani - in CSF escape:
HIV iliskili NBB - Avoid dual ART therapies
K ! 1 - Avoid ATV (boosted or unboosted) due to association with CSF escape
Off ART On ART | in retrospective cohorts
J: l - Avoid RAL 1200 mg qd and COBI as boosting due to lack of evidence
l CSF viral escape -~ | | Other situations - in CSF escape
L <+ <+
Start ART *, (refer to Optimise ART ~ Systemi Like! o ] .
general guidelines) cSF o Taiure with | ART vili- BOS'a kagisin tanimini karsilamayan biitiin durumlari kapsar  but can
—_— P [tocty benefit from ART optimisation
RNA>CSF o
HIV-RNA ix  Avoid EFV because of its detrimental effects on cognitive function in a
N < L . . .
Repeat CSF exam- Rt S Seish RCT and potentially confounding CNS effects due to neuropsychiatric
ination and other general from effects
evaluations as by guidelines EFV or
clinical judgement consider
other ART

toxicities






Vi CSF escape definition:
Either CSF HIV-RNA above LOQ and plasma HIV-RNA below LOQ;
or HIV-RNA above LOQ in both CSF and plasma, with CSF HIV-RNA
greater than plasma HIV-RNA.
In CSF escape:
- Avoid dual ART therapies
- Avoid ATV (boosted or unboosted) due to association with CSF escape
in retrospective cohorts

- Avoid RAL 1200 mg qd and COBI as boosting due to lack of evidence
in CSF escape



International HIV Dementia Scale (IHDS) | Share

Here is a short summary about the tool explaining in brief its efficacy.

e This ool is not meant to be viewed by the patient during the test. The provider should use it as a guide and demonswrate
all actions to the partient with their own hands.

e The timers will emit audio cues at the beginning and end of the time period.

e To perform this test follow the steps in order belows:

Memory-Registration

dog hat bean red

1. Give four words to recall (dog, hat, bean, red) - 1 second to say each.
2. Then ask the patient all four words after you have said them,
3. Repeatr words if the patient does not recall them all immediately.

4. Tell the patient you will ask for recall of the words again a bit later.

1. Motor Speed

Have the patient tap the first two
fingers of the non-dominant hand G
as widely and as quickly as S \ {

possible. 7y ’_‘\.

.
( 5/

—_——
®

\1\

Count the number of taps performed in 5 seconds:

5 Scoring:
seconds Record Number of Taps: = 15 taps = 4 points

11-14 taps = 3 points
®O Start Timer O or more 7-10 taps = 2 points
3-5 taps = 1 point

0-2 taps = 0 points



2. Psychomotor Speed

Have thhe patient perform the following sequence of movements with thhe non-dominant hanmnd as quickly as

possible:

LA
\\\/
1. Clench hand in fist on flac surface. 2. Putrt hand flat on surface wvwith palm 3. Put hand perpendicular to flac

dowvwr. surface on the side of the Sth digic.

Demonstrate and have patient perform twvice for practice.

Count the number of sequences performed in 10 seconds:

Scoring:

1 o seconds Record Number of Sequences: = 4 sequences — 4 points
=2 segusnces = 3 points
1 seguence = 1 point
unable to perforrm = 0O points

S. Miemory Recall

Ask thhe patient to recall thhe four vwords:

Sefecr tHhe words recolfled belfowe: (T point each)

do=s hat bean red

For words not recalled. prompt vwithh &a semantic clue as folloves:

Sefecr the words recoflfled usimng cfuae. (OS5 points each)

animal= picece of clothhing™ vesscectable™ color>
dos=s hat bean red

Results and Interpretation

Fimnal Score: O points

INnterprectation:-
= T his is the sum of the scores on iterms 1-3. The max<irmum pcossible score is 12 points. A patient with & score of
=10 should be evaluated Turther Tor possible demeaenti=.




vii BOS'a kacisin tanimini karsilamayan butin durumlarikapsar  but can
benefit from ART optimisation



