Olgular Esliginde HIV-Pozitif Hastada
Firsatcl Santral Sinir Sistemi
Infeksiyonlari



Firsatci SSS Infeksiyonlari
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Figure 1| Level of immunosuppression and risk of opportunistic infections. This
figure depicts the concentration of CD4' cells in which a given HIV-associated CNS
opportunistic infection can develop (dark blue bars). Rare cases of infections reported
past these limits are indicated by arrows. The light blue overlay grossly depicts the most
common CD#4" cell counts for each respective opportunistic infection®*106113-11%,

CMV., cytomegalovirus infection, PML. progressive multifocal leukoencephalopathy.
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Sik Gorulen Firsatcl Infeksiyonlar

Toksoplazma ensefaliti
Primer lenfoma

PML

Kriptokok menenijiti
CMV

Tuberklloz menenjit

Albarillo F, O’Keefe P. Curr Neurol Neurosci Rep 2016



Afrika’da Firsatci Infeksiyonlar

Afrika, 2000-2017
Meta-analiz
En stk HAND, noropati, miyopati(>%50)

Firsatcl infeksiyonlar(>%20), 6-9 aylik mortalite
%60-70)

En sik firsatci SSS infeksiyonlari
-Kriptokok menenijiti
-Tuberkuloz menenijit

-Toksoplazma ensefaliti
-Akut bakteriyel menenijit

Howlett WP. Afri Health Sci 2019



HIV/AIDS: 78 Olgunun Retrospektif Analizi
HIV/AIDS: Retrospective Analysis of 78 Cases

Hicran Akin', Gulgin Boluk', Halis Akalin’, Ayse Oguz-Ayarci', Esra Kazak', Emel Aslan', Ferah Budak?,

Barbaros Oral?, Emel Yilmaz', Yasemin Heper', Resit Mistik’, Safiye Helvact’

Tablo 6. Tirkiye'de HIV/AIDS Hastalarinda Sik Bildirilen Firsater Infeksiyonlar

Kiimik Dergisi 2012; 25(3); 111-6

Kaynak No.  Firsatci Infeksiyonu Ik Sirada ikinci Sirada Uclincii Sirada
Olan Hasta Gorulen Firsate Gorulen Firsatel Gorulen Firsatei
Sayisi (%) Infeksiyon Infeksiyon Infeksiyon
10 17 (39]) Candidz infeksivonlan Belirtilmemis Belirtilmemis
11 30 (B5) Deri ve yumusak doku Taberkiloz Candida infeksiyonlan
infeksiyonlan
12 65 (82) Candida infeksiyonlan Tiberkiiloz CMV infeksiyonu
13 6122} Miliyer tliberkiloz Pneumocystis jirovecii Oral kandidiyaz
pnomo nisi
14 22 (617) Akciger tiberkiilozu Oral kandidiyaz Pneumeocystis jirovecii
pnomonisi
15 25 (45.5) Oral kandidivaz Prneumocystis jirovecii Tiiberkiiloz
pnomo nisi
16 31 (34) Candida infeksiyonlan Tiberkiloz VZV infeksiyonu
{primer/zona)
17 22 (16) Oral kandidiyaz Pneumocystis jirovecii Akciger tiberklozu
pnomonisi
Bu Calisma 23 (29.4) Oral kandidiyaz Uzun siireli (=1 ay) MSS infeksiyonu,

gastroenterit,
HSV infeksiyonu ve
pnomoni

Tlberkildz lenfadenit
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Clinico-Epidemiological Analysis of HIV/AIDS Patients
HIVIAIDS Olgularinin Klinik ve Epidemiyolojik Andlizi

Eurasian | Med 201 &; 48: 157-61

Baris Ertunc, Selcuk Kaya, Iftihar Koksal

ABSTRACT

Objective: The aim of this study was o examine clinico-epidemiological properties of HIVVAIDS pa-
tients,

Matarials and Mathods: For this purpose, | 15 HIVIAIDS patients monitored in our clinic between Janu-
ary |, 1998, and December 31, 2013, were retrospectively evaluated.

Results: For the | 15 patients with 2 diagnosis of HIV/AIDS that we monitored, the mean age at the time
of presentation was 34.5+13.21 (10-79) years. Eighty-nine (76.5%) patients were male and 27 (23.5%),
female. Inthis study, HIVIAIDS was the most prevalent in the young male population with a low educ-
tional and sociocuttural level. The most common mode of transmission in our patients was heterosexual
relations: approwimately | patient in 3 had a history of traveling to countries with a high prevalence of
HIV/AIDS, namely, Russia and Ukraine. The examination of diagnosis with respect to years showed
an increase in new cases since 2008, Only 21 (18.3%) of our patients were diagnosed through chinical
symptoms, while 31 (81.7%) during routine scanning. At first presentation, £8% of our patients were
stage A; 4.7%, stage B; and 27.3%, stage C. The mean length of the monitoring of our patients was 2.74
years (2-180 months). Thirteen (1 |.3%) patients died due to opportunistic mfections and malignities.
The most common cpportunistic infection was tuberculosis (16.5%), followed by syphilis and HBV.
Malignity, most commonly intracranial tumnor, was seen in 8.6% patients.

Conclusion: The disease was generally seen in the young male population with a law sociocuttural fevel,
and it was most frequently transmitted by heterosexual sexual contact. This dlearly shows the impar-
tanice of sufficient, accurate information, and education on the subject of the disease and its prevention,
The fact that many of our patients were diapnosed in the late stage due to stigma and that diapnosis was
largely made through scanning tests confirms the importance of these tests in early diapnosis.

Keywords: HIV/AIDS, epidemics, screening tests, education

Table 3. Opportunistic infctions, maligrities, and
prognoses inour patients with HIV/ AIDS

n%
Opportunistic infections
Tuberculosis 19165
Shingles 3/26
PCP 3716
Bacterial preumonia 3726
Lymphoma 326
Cryptosportdium-refated diarrhea 3/la
Candidiasts 374
CMY disease 326
FML 217
Kapost's sarcoma 2117
Cerebral toxoplasmosis /0.9
TP (FUvAS
Malignities
Intracranial 3716
Pulmonary 2.7
Karposl's sarcoma 2T
Ciffuse large B cell lymphoma /0.9
Burkitt's lymphoma (AR
Cervical dysplasia 1/0.9
Mortality 137113

CHV: oytomegalovirus: TP immune thrombooytopenia; PCP:
Preumocgystis frovea (caind) pneamoniz; PML progressive
multifocal lkeukoencephalopathy

Mo data were avallable for 29 patlents who falled to attend
reguiar chack-ups.




Evaluation of epidemiological, clinical, and
laboratory features and mortality of 144 HIV/AIDS

cases in Turkey HIV Clinical Trials, 19:2, 69-74

Burcu Ozdemir, Meltem A. Yetkin, Aliye Bastug, Ayse But, Halide Aslaner,
Esragul Akinci & Hurrem Bodur

Table 2 Distribution of malignancies and opportunistic in-

fections
895% Confidence

n % interval
Tuberculosis 10 31.3 15.6-46.9
Condyloma acuminatum 8 25.0 8.4-40.6
Prneumocystis Jiroveci 2 6.3 0.0-156
preumonia
Syphilis 1 3.1 0.00.4
Cryptococcal Meningitis 1 3.1 0094
Zona zooster 1 3.1 0.0-0.4
Malignancy
Lymphoma 4 125 3.1-256.0
Other malignancy?® 4 12.5 3.1-25.0
Kaposi sarcoma 1 3.1 0.0-04
Total 32 100

fSquamous cell carcinoma, multiple myeloma, lung cancer, cer-
vical cancer,



HIV-associated opportunistic CNS
Infections: pathophysiology, diagnosis
and treatment

Lauren N. Bowen’', Bryan Smith’, Daniel Reich?, Martha Quezado?® and Avindra Nath'
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Figure 5| Cellular tropism of organisms causing opportunistic infections in the CNS. The major HIV-
associated opportunistic infections preferentially infect specific cell types in the CNS, a phenomenon referred
to as cellular tropism.



Olgu-1

34 yasinda erkek hasta

10 glin once baslayan bas agrisi, bas donmesi ve
kafa karisiklig

Dis merkezden multipl intrakraniyal lezyonlar
nedeniyle intrakraniyal abse ve metastaz 6n
tanilariyla Beyin Cerrahisi Klinigi’ne sevk edilmis

Anti-HIV pozitifligi nedeniyle klinigimize yatirildi



Anamnez

Operasyon oykusu yok
Kan transflizyonu yok
Nobet oykusiu yok
Istemsiz 15 kilo kaybi

Fizik Muayene

Genel durumu kotu
Suur somnolans
Kooperasyon yok
Dezoryante

Norolojik muayenesinde
ense sertligi ve taraf
bulgusu yok

Derin tendon refleksleri
normoaktif, patolojik
refleks yok

Oral kandidiyaz



Anti-HIV pozitif

CD4+ T hiicre 8/mm?3
HIV-1 RNA 35010 IU/ml
Toksoplazma 1gG(+)
Toksoplazma IgM(-)



Goruntuleme

19.04.2011 Kraniyal MRG

 T2A imajlarda her iki serebral hemisferde sagda
temporal ve pariyetal lobda daha yaygin subkortikal-
derin beyaz cevherde hiperintens alanlar izlenmistir

e Sag talamus, sol kaudat ve lentiform nukleus
dizeyinde, her iki serebral hemisferde benzer intensite
artislari mevcuttur. Izlenen alanlarda difiizyon agirhkli
imajlarda heterojen B1000’de hiperintens ve ADC'de
hiperintens izlenmektedir. Gortinimler olgunun
immunsutpresyon oykisu var ise mantar enfeksiyonu ya
da toksoplazmoz acisindan anlamli olabilir



20.4.2011

TMP/SMX 4x2 IV

Azitromisin 1x500 mg PO (3 gun alip 7 gun ara
vererek)

Flukonazol 2x400 mg IV ylkleme sonrasi
1x400mg IV idame

Truvada + Stocrin



8 Haziran 2011 tarihli kraniyal MRG’sinde her iki serebral ve serebellar
hemisferde yaygin en blyigl sagda lateral ventrikil posterior hornu
komsulugunda ve yaklasik 2x4.5 cm boyutunda izlenen etrafinda minimal ddemi

bulunan, IV kontrast sonrasinda minimal kontrast tutan hemarojik lezyonlar
izlenmekte



8 Haziran 2011 tarihli kraniyal MRG: Gorinim HIV ve toksoplasmoz tanisi ile
takip ve tedavi edilen olguda bu acidan anlamli bulunmustur. Ancak immiin
deprese olguda firsatci mantar enfeksiyonlari da benzer goriintiilere neden
olabilecegi icin ayirici tanida akilda bulundurulmali



8 Haziran 2011 tarihli kranial MRG



CMV-DNA 9800 kopya/mL - gansiklovir
2x5mg/kg IV baslanmis

CMV-DNA < 41 kopya/mL olan ve lokopeni
gelisen hastada gansiklovir 40. glinlinde
1x5mg/kg IV olarak doz revizyonu yapilmis

Toplam 10 hafta gansiklovir, 15 hafta
flukonazol, 11 kir azitromisin ve 18 hafta
TMP/SMX almis

23.08.2011: TMP/SMX DS 2x2 forte tablet,
azitromisin ve levetirasetam ile taburcu edilmis



16.8.2011 CD4+ T hiicresi 283/mm?3
6.10.2011 HIV-1 RNA negatif
TMP/SMX 30 ay aldiktan sonra kesilmis

01.03.2016 ART Stribild olarak
degistirilmis

15.01.2018 tarihinde poliklinik
kontrolinde okuyamadigini belirtmis



16.01.2018 Kraniyal MRG:

* Daginik yerlesimli T2A imajlarda hiperintens sekel
lezyonlar benzer sekilde sebat etmektedir. Kontrast
madde uygulamasini takiben sol oksipital lobdaki dnceki
tarihli tetkik ile karsilastirildiginda benzer boyut ve
gorinumde olan lezyonda guncel tarihli tetkikte cevresel
tarzda artmis kontrast tutulumu izlenmektedir. Bu
lezyonda difuzyon kisitlama gortinimu saptanmadi

* Sonuc: Sol oksipital lobdaki lezyonun 6nceki tarihli tetkik
ile karsilastirlldiginda, konvansiyonel imajlarda benzer
boyut ve gorinumde olan lezyonda guncel tarihli tetkikte
kontrast madde uygulanmasini takiben cevresel tarzda
artmis kontrastlanma gorinimu mevcuttur. Gorinim bu
duzeydeki aktiflesen hastalik gérinimu acgisindan
anlamli olarak degerlendirilmistir



18 Ocak 2018 tarihli kraniyal MRG




* 16.01.2018 Kraniyal MRG sonucuyla
aktivasyon olarak degerlendirilmis, TMP/SMX

2x2 DS tablet baslanmis
 20.05.2018 ART: Genvoya
» TMP/SMX tedavisi devam ediyor



Goruntuleme

19.05.2018 Kraniyal MRG:

16/01/2018 tarihli kraniyal MRG ile karsilastirildiginda
sol oksipital bolgede izlenen periferinden kontrastlanan
toksoplazmoz odaginda kontrastlanmanin kismen
azaldigi dikkati cekmektedir. Diger gorunumler olgunun
eski tarihli tetkiki ile karsilastirildiginda benzerdir. Tarif
edilen lezyon disinda yeni gelisen patolojik
kontrastlanma saptanmadi.

Sonuc: 16/01/2018 tarihli kraniyal MRG ile
karsilastirildiginda sol oksipital bolgede izlenen
kontrastlanmanin kismen azaldigi dikkati cekmektedir:
tedaviye parsiyel yanit
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19 Mayis 2018 tarihli kraniyal MRG: 16/01/2018 tarihli kraniyal MRG ile
karsilastirildiginda sol oksipital bolgede izlenen periferinden kontrastlanan
toksoplazmoz odaginda kontrastlanmanin kismen azaldigi dikkati
cekmektedir: tedaviye parsiyel yanit




15.09.2018 Kraniyal MRG:

e 19/05/2018 tarihli kranial MRG ile karsilastirildiginda
sol oksipital bolgede izlenen periferinden kontrastlanan
toksoplazmoz odaginda kontrastlanmanin kismen
azaldigi dikkati cekmektedir. Diger gortinimler olgunun
eski tarihli tetkiki ile karsilastirildiginda benzerdir. Tarif
edilen lezyon disinda yeni gelisen patolojik
kontrastlanma saptanmadi

* Sonuc: 19/05/2018 tarihli kraniyal MRG ile
karsilastirildiginda sol oksipital bolgede izlenen
kontrastlanmanin kismen azaldigi dikkati cekmektedir:
tedaviye parsiyel yanit
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15 Eylil 2018 tarihli kraniyal MRG: 19/05/2018 tarihli kraniyal MRG ile
karsilastirildiginda sol oksipital bolgede izlenen kontrastlanmanin kismen azaldigi
dikkati cekmektedir: tedaviye parsiyel yanit




Goruntuleme

18.03.2019 Kraniyal MRG: Olgunun tetkiki 15.09.2018 tarihli

kranial MR incelemesi ile karsilastirmali olarak

degerlendirilmistir

* Sol oksipital bolgede periferinden kontrast tutan
toksoplazmoz odagi benzer boyut ve gorinimdedir. Her iki
serebral hemisferde daginik yerlesimli T1A imajlarda hipo,
T2A imajlarda hiperintens sekel alanlar benzer sekilde
izlenmektedir. Difizyon agirlikli sekanslarda difiizyon
kisitlamasi gosteren lezyon saptanmamistir. Korpus
kallosum splenium duzeyinde sekel degisiklikler benzer
sekildedir. Hipofiz glandi normaldir

* Sonuc: 15.09.2018 tarihli tetkiki ile karsilastirildiginda
anlaml fark saptanmamistir
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18.03.2019 tarihli kraniyal MRG’sinde sol oksipital bolgede periferinden kontrast
tutan toksoplazmoz odagi benzer boyut ve gériinimde




04.11.2019
= H|V RNA: <70 IU/mL
= CD4 T lenfosit: 651 hiicre/ulL

* Genvoya
e TMP/SMX
 Okumakta glcluk devam ediyor



Olgu-2

27 yasinda erkek hasta

15 guin once baslayan sol kol ve bacakta
koreiform hareketler ile basvurmus

Kranial MRG: Etrafinda 6dem olan talamik kitle

Hastaya deksametazon 2x4 mg PO baslanmis ve
operasyon plani ile Beyin Cerrahisi Klinigi’'ne
yatirilmis

Preoperatif tetkiklerinde yuksek titrede Anti-HIV
pozitifligi saptanmasi Uzerine tarafimiza danisildi



Anamnez

8 yil dnce inguinal herni nedeniyle opere
Alkol kulllanimi var

4-5 ay once stpheli cinsel iliski?

Ara ara ishal ataklar

Son 4 ayda istemsiz kilo kaybi(10 kg)

Son 1-2 aydir ust solunum yolu enfeksiyonu
nedeniyle sik oral antibiyotik kullanimi



Fizik Muayene

Genel durumu iyi, suur acik, oryante ve
koopere

Ates 36°C, KH: 88/dk, TA: 110/60 mmHg

Sol kol ve bacakta strekli koreiform
hareketler mevcut

Norolojik muayenesinde ense sertligi ve taraf
bulgusu yok

Derin tendon refleksleri normoaktif



Anti-HIV pozitif

CD4+ T hiicre 42/mm3
HIV-1 RNA 618.949 [U/ml
Toksoplazma 1gG(+)
Toksoplazma IgM(-)



Goruntuleme

* 30.12.2018 Kraniyal MRG: Sag talamus ve
serebral pedinkil arasinda lokalize yaklasik 12
mm boyutlarinda halkasal kontrastlanma tutan
difizyon MRG de belirgin diftzyon kisitlanmasi
gosteren lezyon dikkati cekmektedir. Lezyon
cevresinde yaygin dem bulgulari mevcuttur

e 31.12.2018 MR Spektroskopi, Difuzyon ve
Perflizyon MRG: Tumoral bulgular saptanmamistir
(Toksoplazmoz? Tuberkilom?)







* Nororadyoloji konseyinde lezyon 6n planda
Toksoplazmoz ile uyumlu olarak
degerlendirildi ve operasyondan vazgecildi

* 17.01.2019: Toksoplazmoz ve Kriptokok
menenjiti on tanisi ile TMP/SMX 3x2 ampul
IV ve flukonazol 2x400 mg IV ylukleme
sonrasi 1x400 mg IV idame baslanarak
klinigimize alind

* Antiepileptik tedavisi ile ilac etkilesimleri
dikkate alinarak Tivicay + Truvada
baslandi(8.2.2019)



KIBAS ve herniasyon riski nedeniyle hastaya
lomber ponksiyon yapilamadi

Tedavi altinda koreiform hareketlerinde artma

— Noroloji tarafindan antiepileptik tedavisi yeniden
duzenlendi

IRIS distnulerek deksametazon baslandi
BAL'da Candida krusei ve Aspergillus fumigatus

Solunum sikintisi olan hastada flukonazol
tedavisi 37.guinunde kesilerek lipozomal
amfoterisin-B 3 mg/kg/glin IV baslandi



12 Mart 2019 tarihli akciger grafisi




12 Mart 2019 tarihli Toraks Bilgisayarli Tomografisi(BT)'nde her iki akciger alt lob
bazal kesimde multipl asiner-buzlu cam dansitesinde noddiller, sol akciger alt lob
bazal kesiminde konsolide goriniim



 Kan CMV DNA: 21,332 k/mL olan ve yutma
glcligu olan hastaya CMV 6zefajiti on
tanisiyla gansiklovir 2x5mg/kg IV basland

» TMP/SMX 51, gansiklovir 38, lipozomal
amfoterisin-B 15. ginundeyken
makulopapdler ilac reaksiyonu nedeniyle
tedavisine ara verildi



Doklintlleri gerilediginde TMP/SMX 4x2 DS
tablet baslandi ve alerjik reaksiyon
gozlenmeyen hasta taburcu edildi

TMP/SMX tablet ile bulanti kusmasi
oldugundan tedavisi kesildi

Klindamisin 3x600 mg PO + Azitromisin 1x1000
mg PO baslandi(8.5.2019)

6 aydir Klindamisin ve Azitromisin kullanmakta

Koreiform hareketlerinde belirgin azalma
mevcut




Combination of Clindamycin
and Azithromycin as
Alternative Treatment for
Toxoplasma gondii
Encephalitis

Daisuke Shiojiri, Ei Kinai, Katsuji Teruya,
Yoshimi Kikuchi, Shinichi Oka

Author affiliation: Mational Centre for Global Health and Medicine,
Tokyo, Japan

DOI: https://doi.org/10.3201/eid2504.181689

Current standard therapies for toxoplasmic encephalitis often
cause severe adverse events. A 57-year-old HIV-positive man
in Japan who had toxoplasmic encephalitis but was intolerant
to trimethoprim/sulfamethoxazole, pyrimethamine, sulfadia-
zine, and atovaguone was successfully treated with the combi-
nation of clindamycin and azithromycin. This drug combination
can be an altemative treatment for this condition.

Emerging Infectious Diseases » www.cdc.gov/eid » Vol. 25, No. 4, April 2019



26 Agustos 2019 tarihli kraniyal MRG’sinde sag
subtalamik bolgede halkasal kontrast tutan ve
anteriorunda nodil seklinde kontrast tutan lezyonlarin
boyutlarinda belirgin kiiculme dikkati cekmekte



08.05.2019
-CMV DNA: 27 kopya/mL

08.10.2019
-HIV-1 RNA: 123 IU/mL
-CD4+ T lenfosit: 328 hiicre/pL

26.11.2019
-Kontrol kraniyal MRG planlandi
-Tedaviye uyum konusunda uyari yapildi
-Klindamisin + Azitromisin
-Tivicay + Truvada



Toksoplazmo=

Toxoplasmosis

Hitsnd PULLURCL= OZFET Toksoplasmor Toxsopdasima pondiil nin ctkheni olde e bir parecitosdoer. Bo pacasit insan wvik
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Bununla hirlikte gebelerde toksoplammos amsmn konmas: oldukca sondor. Asemproomaci bk gei-
rilmis enfeksiyonlar, testberin yormmunun cor almase halen problemlere yol agmakcadie. Ba b
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S bc il Moretd 3 AR Anahar Kelimeler: Toksoplasma: roksoplacmos: coxopel asmeea gondid awvidioe

Turkiye Klinikleri | Inf Dis-Special Topics 2015:8(2)

TABLO 1: Erskinlerde saptanan toksoplazma seropozitiflik oranlan,
ELISA pozitifiii
Aragtiricy Me rkez/yil Olgu Sayis: g6 Ig M IFA pozitifiigi Sabin-Feldman Kaynak
Kuk § Elaziy1998-2003. 4908 1522 (31,01) 38(0,77) - - 13
Ertud S fzmin2000 546 232 (42 49) 2 14
Babir C Ankara/2000 101 38 (37,8) 15
Kayran [E Maniza/2000-2001 205 91 (30,54) 2 (0,68) 91 (30,54) 16
Damirci M Isparta/2001 612 202 (33.3) 17 (2,01} 17
Yaman S Aydin/2002 483 144 (29,8) 18 (2,6) “ T9/263 . 18
DayangagN  |zmir/2002-2008 3450 1585 (45,94) 102 29) 1585 (45,84) 18
Giiesgi E Edime/2002-2003 80 48 (60} 0 52 (65) 20
Tk M lemir/2003 1270 552 (43,46) 49" (2.59) . . 21
Cizhas G lzmin@003-2004 1511 384 (25) 1{0,7) 2
Canpolat & Hatay 2005 329 137 (41,64} a{2,73) 23
Babir G Ankarai2005 414 176 (42,5) 24
OfuztickH  Sivas/2005 138 56 {40,57) 0 2%
Ayean OM Matatya/2001-2007 4132 1534 (37.,1) 54 (1,3) 1534 {37.1) 26
Korkmaz | Sivas/2008 142 56 (32.4) 0 27
Yazar S Kayseri2006 385 75(19.5) 9{2,33) 78 (20,25) 9(2.33) 28
Tamer GS Kocaslii2008 338 61(18,04) 25
Yaman O Kayseri2008 628 - . 236 (37,58) 30
Tansel O Edime/2008 % 33(34.4) - 3
Dirim: O lzmin2007 4049 1445 (357) a7 (2.4) 1502 (37.1)
Dirim O |zmin{2008 3522 1269 (38) 8117 1273 (36,1}
TOPLAM 1999-2009 27429 9431/26286 456123795 479316724 223900
{35 87) (1.91) {2B565) (24,77}

* 12 HIV diamiu hastanin sonscu cikanimiste,
** IFAT 263 hastada qaligimusti,
1 Derya Dinm. Yay nanmamis ver (Ege Univesies Tip Fakiiles, Paraziniofl AD, |2mir)



HIV/AIDS Hastalarinda 7oxoplasma gondii IgG Seroprevalansi

Toxoplasma gondii 1gG Seroprevalence in Patients with HIV/AIDS
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Amac: HIV/AIDS hastalannda toksoplazmoz sik gorilebilen firsatgi infeksiyonlardandir ve yasami tehdit eden ensefalit, pnémoni gibi tablolara neden
olabilir.

Yontemler: Anti-HIV pozitifligi ile Ocak 2006-Agustos 2017 yillan arasinda poliklinigimize basvuran, Western Blot testi ile HIV enfeksiyonu dogrulanan
hastalar calisma kapsamina alinmistir. Hastalanin demografik verileri, CD4+ T lenfosit sayilan, T. gondii lgG ve T. gondii IgM degerleri retrospektif olarak
hasta dosyalarindan elde edilmistir.

Bulgular: Hastalanmizin hicbirinde T. gondii IgM tespit edilmezken 267'sinde (%43,5) T. gondii IgG antikoru pozitif saptanmustit. T. gondii IgG pozitifiik
orani bulasin homoseksiiel temas oldugu distnilen MSM (men who have sex with men) hastalarda %376, heteroseksiiel hastalarda %48.4 olarak sap-
tanmistir. MSM hastalarimizin %42 4'si, heterosekstiellerin %21'i tniversite mezunudur. Bu yiksek egitimli olgulardan MSM clanlarin sadece %33,6'sin-
da T. gondii lgG pozitif iken, heteroseksiiel olanlarda bu oran %42 3'diir.

Sonug: Calismamizda ozellikle egitimli, MSM hastalarda yiiksek seronegatiflik dikkat cekicidir. Bu durum; seronegatif hastalara primer enfeksiyon-
dan korunma énlemlerinin mutlaka vurgulanmasinin 8nemini ve hemen daima latent enfeksiyonun reaktivasyonu sonucu gelisip mortal seyredebilen
ensefalit tablosu nedeniyle uygun hastalara profilaksi baslanmasinin, tani esnasinda T. gondii seropozitifliginin degerlendirilmesi gerekliligini ortaya
koymaktadir.



Toksoplazma Ensefaliti(TE)

* Latent doku kistlerinin reaktivasyonu

* CD4+ T hiicre < 50-100/mm?3 ise risk yiksek

* CD4+ T hiicre > 200/mm?3 ise risk dusuk

* Etkili profilaksi yoksa, seropozitiflerde risk %30

e Reaktivasyonun oldugu en sik sistem: MSS
* HIVileiliskili SSS hastaliginin en sik nedeni

 HAART ve PCP profilaksisi(TMP/SMX)
-1.3/1000 hasta y111(1998-2002)
-0.5/1000 hasta yili(2003-2007)

Albarillo F, O’Keefe P. Curr Neurol Neurosci Rep 2016
Bowen LN et al. Nature 2016
DHHS Guideline 2019




Toksoplazma Ensefaliti(TE)

* Toxo-lgG negatif bir hastada TE riski
-Primer infeksiyon
-Latent hastaligin reaktivasyonu
(saptanabilir diizeyde Ab lGretmeyen)
-Kullanilan testin yeterince duyarl
olmamasi

DHHS Guideline 2019



Klinik
* Serebral abseler
-En sik klinik tablo
-Subakut(semptomlar birkac haftada olusur)
-Fokal norolojik bulgular
-Birden cok serebral abseler

-Bazal ganglionlar daha cok tutulur
-Hareket bozukluklari

e Diffuz ensefalit
-Nadir
-Genel, fokal olmayan semptomlar(konfilizyon,
kognitif bozukluklar, kisilik bozukluklari)

-BOS: Hafif mononikleer pleositoz, protein artisi, normal veya azalmis glikoz

Bowen LN et al. Nature 2016



Klinik
 Fokal ensefalit
-Bas agrisi(%55)

-Konflizyon(%52)
-Ates(%47)

* Fokal norolojik defisit(%69)
-Nobetler
-Hemipareazi
-Hemipleji
-Duyu kayiplari
-Serebellar tremor
-Gorme alani defektleri

-Kraniyal sinir tutulumlari
-Afazi

Albarillo F, O’Keefe P. Curr Neurol Neurosci Rep 2016



Tani

Klinik + SSS goruntilemesinde bir veya birden

fazla kitle lezyonlari + BOS’ta Toxoplasma gondii
saptanmasi

CD4+ T hiicre < 100/mm?3, Toxo l1gG(+), Radyolojik
bulgular var ise %90 TE

Uygun tedaviye ragmen ilk 2 hafta icinde klinik ve
radyolojik yanit yok ise beyin biyopsisi

Seroloji: 1gG1 veya 1gG4 TE'de pozitif

BOS-PCR: Duyarlilik %50-68.8, 6zgullik %96-100
Toxo-1gG negatif atipik olgularda beyin biyopsisi

Albarillo F, O’Keefe P. Curr Neurol Neurosci Rep 2016

Bowen LN et al. Nature 2016
DHHS Guideline 2019



BOS incelemesi

Toxo PCR
Sitoloji
Kaltar
Kriptokok Ag
Tbc PCR
EBV PCR

JCV PCR

DHHS Guideline 2019



Ayiricl Tani

_.enfoma

PML(Beyaz cevher, kontrast tutmaz, kitle etkisi)
RIS

TB

Kriptokok menenijiti

Diger fungal infeksiyonlar

Chagas Hastalig
Piyojenik beyin abseleri(IVDU)

DHHS Guidelines 2019



Goruntuleme

Birden cok halkasal boyanma gosteren
lezyonlar

Bazal ganglionlar, talamus ve/veya dentat
nukleus

Gri-Beyaz cevher birlesiminde

MRG daha duyarl
PET: TE ile primer SSS Lenfomasi ayirici tanisi

Albarillo F, O’Keefe P. Curr Neurol Neurosci Rep 2016
Bowen LN et al. Nature 2016
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NEUROLOGY OF SYSTEMIC DISEASES (J BILLER, SECTION EDITOR)

Opportunistic Neurologic Infections in Patients with Acquired
Immunodeficiency Syndrome (AIDS)

Fritzie Albarillo'2" . Paul O Keefe®

W 1150

y Fig. 2 Brain MRI: coronal T1-weighted image of a patient with
Fig. 1 Brain MRI: axial FLAIR image of a patient with toxoplasmosis toxoplasmosis showing multiple ring-enhancing lesions in the basal

showing multiple ring-enhancing lesions in the basal ganglia and gra)- ganglia and grayv-white matter junction. Photo courtesy of Dr. Frank
white matter junction. Photo courtesy of Dr. Frank Gaillard http:// Gaillard http:/radiopaedia.org/articles/neurotoxoplasmosis

radiopaedia.org/articles/neurotox oplasmosis



Serebral Toksoplazmozla Basvuran ve Bu Sirada Tani Konulan

HIV/AIDS Olgusu

Cerebral Toxoplasmosis as the Presenting Manifestation of HIV/AIDS

Ayse Oguz-Avarci’, Resit Mistik’, Hicran Akin’, Bahattin Hakyemez?, Safiyve Helvac:i’, Halis Akalin’,

Barbaros Oral’

'‘Uludag Universitesi, Tip Fakuitesi, Infeksiyvon Hastaliklan ve Klinik Mikrobiyoloji Anabilim Dal, Bursa, Turkive
2Uludag Universitesi, Tip Fakihltesi, Radyoloji Anabilim Dali, Bursa, Tarkiyve

Ozet

HIV infeksiyonunun seyri sirasinda firsateg: infeksiyonlar sik ola-
rak goraliar. Toksoplazmoz AIDS hastalannda ensefalite neden
olan ve infraserebral kitle lezyonu yapabilen firsatgr bir infeksi-
vondur. Bu yazida onceden saghkl 41 yasinda bir erkek hastada
ortaya cikan ve itk kez serebral toksoplazmoza baagh denge bo-

zukluguvylia kendini gosteren bir HIV/AIDS olgusu sunulmustur.
Kilirmiik Dergisi 2071, 24(71): 62-4.

Abstract

During the course of HIV infection, opportunistic infections are
common. Toxoplasmosis is an opportunistic infection that can
cause encephalitis and intracerebral mass lesions in HIWV/AIDS
patients. We report a praviously healthy 4l-year-old man with
balance disorder due 1o cerebral toxoplasmosis as the present-
ing manifestation of HIV/AIDS.

Klirmiik Dergisi 20117, 24(7): 62-4.

Resim 1. Hastanin baslangictaki, birinci ve yedinci aydaki FLAIR MR bulgular. Serebellar vermis ve sag serebellar hemisferde (1A) ve sol
frontal derin beyaz cevher ve sag pariyetal derin/subkortikal beyaz cevherde (1B) muitipl, dizensiz sinirli, hiperintens lezyonlar izlenmektedir.

Bir ay sonraki goruntialerde (2A ve 2B) lezyonlarda belirgin regresyon izlenirken, bundan alti ay sonraki gorantialerde (3A ve 3B) tama yakin
gerileme dikkati cekmektedir.



Guidelines for the Prevention and Treatment
of Opportunistic Infections in Adults and
Adolescents with HIV
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- Recommendations from the Centers for Disease Control and Prevention,
the National Institutes of Health, and the HIV Medicine Association

of the Infectious Diseases Society of America
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Recommendations for Preventing and Treating Toxoplasma gondii Encephalitis (page 1 of 2)

Preventing 1st Episode of Toxoplasma gondii Encephalitis (Primary Prophylaxis)

Indications for Initiating Primary Prophylaxis:
» Toxoplasma 1gG positive patients with CD4 count <100 cells/mm? (All)

Note: All the recommended regimens for preventing 1st episode of toxoplasmosis are also effective in preventing PCP.

Preferred Regimen:
* TMP-SMX 1 DS PO daily (All)

Alternative Regimens:

* TMP-SMX 1 DS PO three times weekly (BIlI), or

« TMP-SMX SS PO daily (BIlI), or

« Dapsone= 50 mg PO daily + (pyrimethamine 50 mg + leucovorin 25 mg) PO weekly (B), or
« (Dapsone* 200 mg + pyrimethamine 75 mg + leucovorin 25 mg) PO weekly (BI), or

« Atovaquone® 1500 mg PO dally (CIll), or

« (Atovaquone® 1500 mg + pyrimethamine 25 mg + leucovorin 10 mg) PO daily (CIlI)

Indication for Discontinuing Primary Prophylaxis:
« CD4 count >200 cells/mm? for >3 months in response to ART (Al); or
« Can consider if CD4 count is 100-200 cells/mm? and HIV RNA levels remain below limits of detection for at least 3-6 months (BII).

Indication for Restarting Primary Prophylaxis:
* CD4 count <100 to 200 cells/mm? (Alll)




Guidelines for the Prevention and Treatment
of Opportunistic Infections in Adults and
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Adolescents with HIV

Recommendations from the Centers for Disease Control and Prevention,
the National Institutes of Health, and the HIV Medicine Association
of the Infectious Diseases Society of America

nlcresi < 100mm? ise primer profilaksi

hicresi > 200 mm3, > 3 ay ise veya

nicresi 100-200/mm?3 ve HIV-1 RNA 3-

6 ay saptama limitinin altinda ise kesilebilir



Recommendations for Preventing and Treating Toxoplasma gondii Encephalitis (page 2 of 2)

Treating Toxoplasma gondii Encephalitis

Preferred Regimen (Al):
« Pyrimethamine 200 mg PO once, followed by dose based on body weight:
Body weight <60 kg:

« pyrimethamine 50 mg PO daily + sulfadiazine 1000 mg PO q6h + leucovorin 10-25 mg PO daily (can increase to 50 mg daily
or BID)

Body welght >60 kg:
« pyrimethamine 75 mg PO daily + sulfadiazine 1500 mg PO g6h + leucovorin 10-25 mg PO daily (can increase to 50 mg daily
or BID)

Note: if pyrimethamine is unavailable or there Is a delay in obtaining it, TMP-SMX should be used in place of pyrimethamine-
sulfadiazine (BI). For patients with a history of sulfa allergy, sulfa desensitization should be attempted using one of several published
strategies (BI) Atovaquone should be administered until therapeutic doses of TMP-SMX are achieved (Clll).

Alfemative Regimens:

« Pyrimethamine (leucovorin)® plus clindamycin 600 mg IV or PO q6h (Al); preferred alternative for patients intolerant of sulfadiazine
or who do not respond to pyrimethamineb-sulfadiazine; must add additional agent for PCP prophylaxis, or

* TMP-SMX (TMP 5 mg/kg and SMX 25 mg/kg) (IV or PO) BID (BI), or
« Atovaquone® 1500 mg PO BID + pyrimethamine (leucovorin)© (Bil), or
« Atovaquone® 1500 mg PO BID + sulfadiazined (Bll), or

« Atovaquone® 1500 mg PO BID (Bll), or

Total Duration for Treating Acute Infection:
« At least 6 weeks (BII); longer duration If clinical or radiologic disease Is extensive or response is incomplete at 6 weeks

« After completion of the acute therapy, all patients should be continued on chronic maintenance therapy as outlined below




Guidelines for the Prevention and Treatment
of Opportunistic Infections in Adults and
Adolescents with HIV

;‘é ’{ Recommendations from the Centers for Disease Control and Prevention,
:i: C the National Institutes of Health, and the HIV Medicine Association

of the Infectious Diseases Society of America

Uygun tedaviye %90 hastada 14 glinde yanit

Akut infeksiyon tedavisi en az 6 hafta
olmali(klinik ve radyolojik iyilesme varsa)

Klinik agir ve radyolojik olarak genis bir tutulum
varsa daha uzun sureli tedavi

Steroidler dikkatli kullanilmali

_enfoma da steroid tedavisine yanit verir
Profilaktik antikonvilsan verilmemeli

RIS nadir

Tedaviye yanit yoksa beyin biyopsisi




Chronic Maintenance Therapy for Toxoplasma gondii Encephalitis

Preferred Regimen:

« Pyrimethamine 25-50 mg PO dally + sulfadiazine 2000—4000 mg PO daily (in 2 to 4 divided doses) + leucovorin 10-25 mg PO
daily (Al)

Altemative Regimen:

« Clindamycin 600 mg PO q8h + (pyrimethamine 25-50 mg + leucovorin 10-25 mg) PO daily (Bl); must add additional agent to
prevent PCP (All), or

« TMP-SMX DS 1 tablet BID (BHI), or

« TMP-SMX DS 1 tablet daily (BII), or

» Atovaquone® 7501500 mg PO BID + (pyrimethamine 25 mg + leucovorin 10 mg) PO daily, or

« Atovaquone® 750-1500 mg PO BID + suifadiazine 2000—4000 mg PO daily (in 2 to 4 divided doses) (Bll), or
« Atovaquone® 750-1500 mg PO BID (BiI)

Discontinuing Chronic Malntenance Therapy:

« Successfully completed initial therapy, remain asymptomatic of signs and symptoms of TE, and CD4 count >200 cells/mm? for >6
months in response to ART (BI)

Criteria for Restarting Secondary Prophylaxis/Chronic Maintenance
« CD4 count <200 cells/mm?® (Alll)

Other Considerations:
» Adjunctive corticosteroids (e.g., dexamethasone) should only be administered when clinically indicated to treat a mass effect
associated with focal lesions or associated edema (BIII); discontinue as soon as clinically feasible.

« Anticonvulsants should be administered to patients with a history of seizures (Alll) and continued through at least through the
period of acute treatment; anticonvulsants should not be used as seizure prophylaxis (BII).




EACS European EACS Guidelines 10.0
AIDS Clinical Society

Toxoplasma gondii Encephalitis

Primary prophylaxis

Start: if CD4 count < 200 cells/uL, or CD4 percentage < 14%, oral thrush, or relevant concomitant immunosuppression (see above)

Stop: if CD4 count > 100 cells/uL and HIV-VL undetectable over 3 months

Drug Dose Comments
Preferred prophylaxis TMP-SMX 800/160 mg x 3/week po All regimens are also effective against
or 400/80 mg qd po PcP
or 800/160 mg qd po
Alternative prophylaxis atovaquone suspension 1500 mg qd po (with food)
dapsone 200 mg/week po Check for G6PD-deficiency
+ pyrimethamine 75 ma/week po
+ folinic acid 25-30 mg/week po
atovaquone suspension 1500 mg qd po (with food)
+ pyrimethamine 75 mg/week po
+ folinic acid 25-30 mg/week po

Treatment

Treat 6 weeks, then secondary prophylaxis until CD4 count > 200 cells/pL and HIV-VL undetectable over 6 months

Diagnosis:

Definitive diagnosis: clinical symptoms, typical neuroradiology AND cytological / histological detection of organism in tissue
Presumptive diagnosis: clinical symptoms, typical neuroradiology AND response to empirical treatment. It is the standard in most clinical settings



Drug Dose Comments
Preferred therapy pyrimethamine Day 1: 200 mg qd po, then Monitor for myelotoxicity of pyrimeth-
«If =60 kg; 75 mg qd po amine, mostly neutropenia
* If <60 kg: 50 mg qd po - ) )
+ sulfadiazine « If = 60 kg: 3000 mg bid Sulfadiazine is associated with crystal-
poliv luria and may lead to renal failure and
« If < 60 kg: 2000 mg bid urolithiasis. Good hydration is essential.
poliv Check renal function and urine sediment
for microhematuria and crystalluria
+ folinic acid 10-15 mg qd po
Alternative therapy pyrimethamine Day 1: 200 mg qd po, then Monitor for myelotoxicity of pyrimeth-

*If=60kg: 75mg qd po
« If < 60 kg: 50 mg qd po

amine, mostly neutropenia
Additional PcP prophylaxis is necessary,

+ clindamycin 600-900 mg qid pofiv where required

+ folinic acid 10-15 mg qd po

or 5 mg TMP/kg bid iv/po Preferred intravenous regimen if oral
TMP-SMX 25 mg SMX/kg bid iv/ipo route not possible

or Day 1: 200 mg qd po, then Monitor for myelotoxicity of pyrimeth-

pyrimethamine

If =60 kg; 75 mg qd po
If < 60 kg: 50 mg qd po

amine, mostly neutropenia

+ atovaquone 1500 mg bid po (with food)

+ folinic acid 10-15 mg qd po

or « If = 60 kg: 3000 mg bid Sulfadiazine is associated with crystal-
sulfadiazine poliv luria and may lead to renal failure and

+ atovaquone

« If < 60 kg: 2000 mg bid
poliv
1500 mg bid po (with food)

urolithiasis. Good hydration is essential.
Check renal function and urine sediment
for microhematuria and crystalluria

or
pyrimethamine

+ azithromycin
+ folinic acid

Day 1: 200 mg qd po, then

*If =60 kg; 75 mg qd po

* If <60 kg: 50 mg qd po
900-1200 mg qd po
10-15 mg qd po

Monitor for myelotoxicity of pyrimeth-
amine, mostly neutropenia




Secondary prophylaxis / Maintenance therapy

Stop: if CD4 count = 200 cells/uL and HIV-VL undetectable over 6 months

Drug Dosage Comments
Regimens listed are alternatives sulfadiazine 2000-3000 mg bid - gid po
+ pyrimethamine 25-50 mg qd po
+ folinic acid 10-15 mg qd po
or Additional PcP prophylaxis is necessary
clindamycin 600 mg tid po
+ pyrimethamine 25-50 mg qd po
+ folinic acid 10-15 mg qd po
or
atovaquone suspension 750-1500 mg bid po
(with food)
+ pyrimethamine 25-50 mg qd po
+ folinic acid 10-15 mg qd po
or 750-1500 mg bid po
atovaquone suspension (with food)
or
TMP-SMX 800/160 mg bid po




Olgu-3

19 yasinda kadin hasta
16.08.2013’de acil servise getirilmis
Oksurik, balgam (2 aydir)

Suur bozuklugu (1 haftadir)



Ozgecmis

Azerbaycan’da yasiyor
Nefrolitiyazis- Acik piyelolitotomi (7 yil 6nce)
ve 1 Unite kan transfuzyonu?

Akciger tuberkulozu? (20 gundur tuberkiloz
tedavisi aliyor)

Hasta menenijit 6n tanisi ile konsulte edildi



Fizik Muayene

GD kota, suur kapali, agrili uyarana yanit yok
— Ense sertligi yok

Ates:36.7 °C, KH:118/dk, TA:110/60 mm Hg
KVS: Tasikardik, ek ses yok

SS: Dogal

Batin: Defans-rebound yok









Balgam Incelemesi

Boyasiz incelemede 6zellik yok

Gram boyamada 2-3 lokosit, 4-5 epitel
AARB negatif

Kilttr: NUSYF



e Akciger grafisi: Sag parakardiyak alanda dansite

artisi

* Kraniyal BT: Serebral hemisferler, pons ve
serebellum normaldir. Bazal ganglionlarda 6dem

izlenmektedir. Kontrastli MRG onerilir



GOGUS ARKA-ON
08-16-2013




Toraks BT

e Sag akciger alt lob superior segmentte yaklasik 4 cm
capinda icerisinde hava-sivi seviyesi bulunan kaviter
lezyon (immunsupresif hastada atipik mikobakteriyel
enf? Tbc? Kriptokok enf?)

e Sol akciger alt lob lateral bazal segmentte milimetrik
boyutlu nonspesifik nodul

e Sagda 2.5 cm, solda minimal plevral efuzyon

e Mediastende ust ve alt trakeal, perikarinal ve
subkarinal bolgede en buyugu 1.5 cm olan lenf nodlari






* Kraniyal MRG: Bilateral kaudat nlkleusta,
putamende, globus pallidusta, talamuslarda,
bilateral serebral pedinkllde, hipokampuslerde ve
sag frontal, kortikal, subkortikal milimetrik boyutlu

kistik nattrde lezyonlar izlendi












Kriptokok menenijiti ve tiberkiloz menenijiti on
tanilari ile beyin omurilik sivisi (BOS) incelemesi
icin lomber ponksiyon yapildi

BOS incelemesinde BOS berrak gorinumlu
olup, basinci normal

BOS hicre sayiminda

= 10 lokosit/mm?3 (%100 monontikleer)

= 10 eritrosit/mm3

= BOS glikozu/es zamanli kan glikozu: 42 / 96 mg/d|
" Protein: 48 mg/dI

= |Laktat dehidrogenaz (LDH): <30 IU/L

= Klorlir: 135 meq/L

BOS Gram boyali incelemesinde nadir |6kosit,

mantar hif ve sporlari ve gram pozitif koklar
gorulmas



Anti-HIV pozitif

Fungal menenjit 6n tanisi ile klasik amfoterisin
B 1 mg/kg/glin ve pndmoni? on tanisi ile
ampisilin/sulbaktam 4x1.5 gr IV baslandi ve
17.08.2013 tarihinde Enfeksiyon Hastaliklari
Klinigi’'ne yatirld

Klasik amfoterisin B tedavisi alirken titreme ve
tasikardisi olmasi Uzerine alerjik reaksiyon
diusunultp kesildi

Lipozomal amfoterisin B ile de hastada benzer
klinik tablo olmasi nedeni ile flukonazol 2x400

mg IV seklinde antifungal tedavisine devam
edildi



HIV-1 RNA 272.533 IlU/mL

CD4+ T lenfosit 46 hiicre/mm?3
TMP/SMX (profilaksi)

Cilt lezyonlarinda gerileme
Ampisilin/Sulbaktam tedavisi 10. glinde
kesildi

Flukonazol tedavisinin 4. haftasinda
antiretroviral tedavi Truvada + Stocrin



e 16.08.2013 tarihinde alinan BOS’da
Cryptococcus neoformans Uredi




 L-AmB tedavisi tekrar baslandi

* Inflzyonun 1. saatinde alerjik reaksiyon
(ates, titreme, tasikardi) ve bunun tzerine L-

AmB kesildi

* Flukonazol 2x400 mg /glin IV tedavisine
tekrar baslandi



09.09.2013 - Lomber ponksiyon

* BOS hicre sayiminda
— Lokosit:40 /mm?

— Eritrosit:70/ mm?3

e Giemsa'’da %90 lenfosit

 Gram boyali incelemede nadir |6kosit, bakteri
gorulmedi



* Mikolojiye génderilen BOS o6rneginin direkt
preparatinda mantar sporlari gérilmekle
birlikte kultirde Greme olmadi

* Dis merkeze gonderilen HIV direnc testi
sonucunda direnc¢ olmadigi 6grenildi



* Antifungal tedavinin birinci ayinda kontrol
kraniyal MRG cekildi

 Kraniyal MRG (19.09.2013): Onceki
incelemede intrakraniyal cesitli
lokalizasyonlarda tarif edilen milimetrik
boyutlu ve yaygin yerlesimli kistik lezyonlar
sayl ve boyut olarak artis gostermektedir



Klinik olarak iyi, hemodinamisi stabil

Oral alim

Tekerlekli sandalye ile gezebiliyor

11.10.2013 Flukonazol dozu azaltildi: 1x400
mg /giin IV (yaklasik 2 ay indliksiyon tedavisi)



* 30.10.2013 HIV-1 RNA: 9395 |U/mL
(antiretroviral tedavi sonrasi birinci ay)

 CD4+ T hiicre: 50/mm3



14.11.2013 lomber ponksiyon (yatisinin 3. ayi)

® BOS hicre sayiminda
o Lokosit:10 /mm?3
o Eritrosit:310/ mm?3
® Giemsa'da %80 lenfosit

® Gram boyali incelemede nadir |[6kosit, bakteri
gorulmedi

® Flukonazol 12. haftasinda ve son 1 aydir 400
mg/gln IV aliyor



* Mikolojiye génderilen BOS 6rneginde GUreme
olmamasina ragmen kan kaltliru sisesi ile
gonderilen drnekte Greme mevcut

— Flusitozin temin edilemedi



Flukonazol MIK 8-16 arasinda: Sinirda direncli
(doz bagimli)

—Vorikonazol duyarl

— AmB duyarli (alerji)



Flukonazol dozu 2x400 mg IV olarak
degistirildi

Klinik ve norolojik acidan stabil
14.11.2013 BOS’da ureme saptandi
28.1.2014 BOS’da Ureme saptandi

29.1.2014 - 08.02.2014 Flusitozin 100
mg/kg/gin eklendi



25.Mart.2014

HIV-1 RNA negatif
CD4+ T hicre 84/mm?3

Flusitozin geldi ve tekrar flukonazol tedavisine
eklendi

10.4.2014-1.7.2014 ve 18.9.2014-23.12.2014
tarihleri arasinda toplam 6 ay flusitozin verildi

1.10.2014: BOS kultirunde mantar uremedi
20.5.2015: Exitus




2 Nisan 2015: Kraniyal MRG’de aksiyal goriinttlerde ventrikiiler
sistemde dilatasyon, bazal cekirdekler, talamus ve periventrikiler
bolgede izlenen kontrast tutulumu sergileyen lezyonlar



Kriptokok Menenijiti

Cryptococcus neoformans

CD4+ T hiicre < 100/mm?3
Solunum yolu ile giris

Latent infeksiyonun reaktivasyonu
Subakut baslar(2-4 hafta)
Basagrisi, ates, halsizlik

KIBAS: Kisilik degisiklikleri, letarji, hafiza kayb,
davranis degisikligi

Ense sertligi ve fotofobi(%25-33)

Albarillo F, O’Keefe P. Curr Neurol Neurosci Rep 2016



Kriptokok Menenijiti

LP 6ncesi kraniyal gorintileme

BOS: Monontukleer pleositoz, protein artisi, dusuk
glikoz

%25 olguda BOS normal

Cini murekkep incelemesi: Erken infeksiyon
donemi ve dustik miktarda mantar varliginda
duyarlilik dustyor

BOS-polisakkarit antijen: Duyarlilik %93-100,
Ozglilluk %93-98

Serum-polisakkarit antijen: Duyarlilik %91.4
BOS mantar kulttrd - BOS hacmi - 10 gln

Artmis IKB(25 cm H,0)"in disirilmesi igin
bosaltici LP ve V-P sant

Le LT, Spudich SS. Semin Neurol 2016
Albarillo F, O’Keefe P. Curr Neurol Neurosci Rep 2016
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When to start ART in PLWH with Opportunistic Infections (Ols)

General recommendation Any As soon as possible and within 2 weeks after starting
treatment for the opportunistic infection

Tuberculosis < 50 cells/uL As soon as possible and within 2 weeks after starting | A threshold of 100 cells/uL may be more
TB treatment appropriate due to variability in CD4

count assessments
=50 cells/uL Can be delayed up to 8 weeks after starting TB CD4 thresholds also apply for TB

treatment, especially if difficulties with adherence, meningitis — with close monitoring due to
drug-drug-interactions or toxicity increased risk of adverse effects

For details, see ART in TB/HIV Co-infec-
tion section, page 20

Cryptococcal meningitis Any Defer initiation of ART for at least 4 weeks (some spe-
cialists recommend a delay of 6-10 weeks in severe
cryptococcal meningitis)

CMV end organ disease Any A delay of a maximum of 2 weeks might be Especially for persons with chorioretinitis
considered and encephalitis due to risk of IRIS




CDC - MMWR 2009

AmB-d + Flusitozin, en az 2 hafta

Sekonder profilaksi kesilmesi: Klinik olarak stabil ve
CD4+ T-lenfosit >200/mm?3

AmB-d + Flukonazol 400mg/giin > AmB-d

AmB-d + Flukonazol 400mg/giin < AmB-d +
-lusitozin

-lukonazol + Flusitozin < AmB-d + Flusitozin
Konsolidasyona gecis icin negatif BOS kultura ve
clinik iyilesme

POS ve VRC icin sinirh kanit




Clinical Practice Guidelines for the Management
of Cryptococcal Disease: 2010 Update by the Infectious
Diseases Society of America

Table 2. Antifungal Treatment Recommendations for Cryptococcal Meningoencephalitis in Human
Immunodeficiency Virus—Infected Individuals

Regimen Duration Evidence
Induction therapy
AmBd (0.7-1.0 mag/kg per day) plus flucytosine {100 mg/kg per day)® 2 weeks Al
Liposomal AmB (3—4 mg/kg per day) or ABLC (5 mog/kg per day, with renal
function concerns) plus flucytosine (100 mg/kg per day)® 2 weeks B-l
AmBd (0.7-1.0 mg/kg per day) or liposomal AmB (34 mg/kg per day) or
ABLC {5 ma/kg per day, for flucytosine-intolerant patients) 4-6 weeks B-H
Altermnatives for induction therapyb
AmBd plus fluconazole B-l
Fluconazole plus flucytosine B-l
Fluconazole . B-
Itraconazole c-l
Consolidation therapy: fluconazole (400 mg per day) 8 weeks A-l
Maintenance therapy: fluconazole (200 mg per day)® =1 year® Al
Alternatives for maintenance therapy®
Itraconazole {400 mg per day)® =1 year® C-
AmBd (1 mag/kg per week)? =1 year® C-l

NOTE. ABLC, amphotericin B liptd complex; AmB, amphotericin B; Am8d, amphotericin B deoxychoiate; HAART,
highly active antiretroviral therapy.

* Begin HAART 2-10 weeks after the start of initial antifungal treatment.

® In unique clinical situations in which primary recommendations are not available, consideration of alternative regimens
may be made—but not encouraged—as substitutes. See text for dosages.

© With successiul intreduction of HAART, a CD4 cell count =100 cells/ul, and iow or nondstactable viral load for =3
months with minimum of 1 year of antifungal therapy.

? Inferior to the primary recommendation.



HIV/AIDS

* Indiiksiyon tedavisi

— AmB -d(0.7-1mg/kg/gtin) + Flusitozin (100
mg/kg/glin) - En az iki hafta

* Konsolidasyon tedavisi
— Flukonazol (400 mg/glin) 8-10 hafta

* Sekonder profilaksi
— Flukonazol (200 mg/giin)

Perfect JR et al. IDSA Guidelines Clin Infect Dis 2010



Flusitozin

Bulunmasi kolay degil

Bulunamazsa monoterapi yapilabilir
-Flukonazol

Flukonazol + Flusitozin > Flukonazol
Flukonazol + AmB-d
Indiksiyon tedavisinde AmB-d > Flukonazol

AmB-d + Flusitozin = AmB-d + Flukonazol 800
mg/gln

Desalermos A et al. Expert Opin Pharmacother 2012



Guidelines for the Prevention and Treatment
of Opportunistic Infections in Adults and
Adolescents with HIV

- SERVIC,

> e,

Recommendations from the Centers for Disease Control and Prevention,

E'\\
é— C the National Institutes of Health, and the HIV Medicine Association
2,%‘5 of the Infectious Diseases Society of America

Recommendations for Treating Cryptococcosis (page 1 of 2)

Treating Cryptococcal Meningitis
Treatment for cryptococcosis consists of 3 phases: induction, consolidation, and maintenance therapy.
Induction Therapy (For At Least 2 Weeks, Followed by Consolidation Therapy)

Preferred Regimens:

« Liposomal amphotericin B 3-4 mg/kg IV dally plus flucytosine 25 mg/kg PO QID (Al); or

« Amphotericin B deoxycholate 0.7-1.0 mg/kg IV daily plus flucytosine 25 mg/kg PO QID (Al)—Iif cost is an issue and the risk of
renal dysfunction Is low

Note: Flucytosine dose should be adjusted in renal impairment (see Table 7).

Alternative Regimens:

« Amphotericin B lipid complex 5 mg/kg IV daily plus flucytosine 25 mg/kg PO QID (BI); or

« Liposomal amphotericin B 3-4 mg/kg IV dally plus fluconazole 800 mg PO or IV dally (BIII); or

« Amphotericin B (deoxycholate 0.7-1.0 mg/kg IV dally) plus fluconazole 800 mg PO or IV dally (BI); or
« Liposomal amphotericin B 3-4 mg/kg IV dally alone (BI); or

« Amphotericin B deoxycholate 0.7-1.0 mg/kg IV dally alone (Bl); or

« Fluconazole 400 mg PO or IV dally plus flucytosine 25 mg/kg PO QID (BMI); or

« Fluconazole 800 mg PO or IV daily plus flucytosine 25 mg/kg PO QID (BIll); or

* Fluconazole 1200 mg PO or IV dally alone (CI)




Consolidation Therapy (For At Least 8 Weeks, Followed by Maintenance Therapy)

« To begin after at least 2 weeks of successful induction therapy (defined as substantial clinical improvement and a negative CSF
culture after repeat LP)

Preferred Regimen:
« Fluconazole 400 mg PO or IV once dally (Al)

Alternative Regimen:
« |traconazole 200 mg PO BID (Cl)

Maintenance Therapy

Preferred Regimen:
« Fluconazole 200 mg PO for at least 1 year (Al)}—see below for recommendation of when to stop maintenance therapy

Stopping Maintenance Therapy

If the Following Criteria are Fulfilled (BlI):
« Completed Initial (Induction, consolidation) therapy, and at least 1 year on maintenance therapy, and
« Remains asymptomatic from cryptococcal infection, and

+ CD4 count =100 cells/pL for =3 months and suppressed HIV RNA in response to effective ART
Restarting Maintenance Therapy:

« |[f CD4 count declines to <100 cells/pL (Alll)

Treating Non-CNS, Extrapulmonary Cryptococcosis and Diffuse Pulmonary Disease:

« Same treatment as for CNS disease (Blll)

Treating Non-CNS Cryptocococcosis Focal Pulmonary Disease and Isolated Cryptococcal Antigenemia:
« Fluconazole 400 mg PO daily for 12 months (BIll)




Recommendations for Preventing and Treating Cryptococcosis (page 2 of 2)

Other Considerations:

« Addition of flucytosine to amphotericin B has been associated with more rapid sterilization of CSF, decreased risk for subsequent
relapse, and Improved survival.

« When flucytosine is used, serum levels (if available) should be monitored (2 hours post-dose, after 3-5 doses) and drug
concentration should be between 25-100 mg/L).

« Opening pressure should always be measured when a LP is performed. Repeated LPs or CSF shunting are essential to effectively
manage symptomatic increased ICP.

« In a randomized, controlled trial, a 6-week course of tapering doses of dexamethasone as adjunctive therapy for cryptococcal
meningitis did not improve 10-week survival when compared to placebo, and resulted in a higher rate of adverse events.
Corticosteroids should not be routinely used during induction therapy unless it is used for management of IRIS (Al).

« Corticosteroids and mannitol are Ineffective in reducing ICP and are NOT recommended (BII).
« Infection due to C. gattli should be treated similarly to C. neoformans (BIll).

» All the triazole antifungals have the potential to interact with certain antiretroviral agents and other anti-infective agents. These
interactions are complex and can be bidirectional. Table 5 lists these interactions and recommends dosage adjustments where
feasible.

Key to Acronyms: BID = twice daily; CD4 = CD4 T lymphocyte cell; CNS = central nervous system; CSF = cerebrospinal fluid; ICP =
intracranial pressure; IV = intravenous; LP = lumbar puncture; PO = orally; QID = four times a day
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Cryptococcosis - disease caused by Cryptococcus neoformans

Treatment

Cryptococcal meningitis is the most frequent manifestation of cryptococcosis. Cryptococcal infection can also cause a pneumonitis which may be difficult to
distinguish from Pneumocystis pneumonia. Infection may also involve other organs or may be disseminated

Primary prophylaxis: One large RCT in Africa (the REALITY trial [5] showed that an enhanced infection prophylaxis in severely immunosuppressed
persons (< 50 CD4 cells/uL) including INH 12 weeks, fluconazole 100 mag/day for 12 weeks, azithromycin 500 mg/day for 5 days and albendazole 400 mg
single dose may decrease overall opportunistic infections (including cryptococcal meningitis) and mortality. Due to the different epidemiology of opportunis-
tic infections in Africa and in Europe these results may not be extrapolated to European countries

Diagnosis: positive microscopy, OR detection of antigen in serum or CSF OR culture from CSF, blood or urine. Serum cryptococcal antigen should be
performed in all newly diagnosed PLWH with CD4 counts < 100 cells/uL. See Pre-emptive therapy helow

Treatment (Cryptococcal meningitis and disseminated cryptococcosis)

14 days induction therapy, then 8 weeks consolidation therapy, then secondary prophylaxis for at least 12 months. Stop, if CD4 count = 100 cells/uL and
HIV-VL undetectable over 3 months




Drug Dose Comments
Pre-emptive therapy fluconazole 800 mg qd po for 2 weeks in case of:
followed by - positive cryptococcal serum antigen
400 mg qd po for 8 weeks - asymptomatic individual with
CD4 < 100 cells/uL
- cryptococcal meningitis, pulmonary or
other site infection ruled out
Induction therapy liposomal amphotericin B 3 mg/kg qd iv 14 days

+ flucytosine

25 mag/kg qid po

or
amphotericin B deoxycholate
+ flucytosine

0.7 mg/kg qd iv
25 mg/kg qid po

- Perform repeated lumbar puncture
(LP), until opening pressure is < 20
cm H.O:

- if CSF culture is sterile, switch to oral
regimen

- Repeated LPs or CSF shunting are
essential to effectively manage in-
creased intracranial pressure which is
associated with better survival

- Corticosteroids have no effect in
reducing increased intracranial pres-
sure, could be detrimental and are
contraindicated

- Flucytosine dosage must be adapted

to renal function

Defer start of CART for at least 4

weeks, since early initiation of CART is

associated with decreased survival

- Due to substantial nephrotoxicity am-
photericin B deoxycholate should only
be used, if liposomal amphotericin B is
not available.

- Flucytosine may not be available
in allEurcpean countries. Consider
replacing it by fluconazole 800 mg qd
during the induction phase

- In resource-limited settings, a large
RCT suggested that one week of
amphotericin B + flucytosine or two
weeks of fluconazole 1200 mg qd plus
flucytosine may be acceptable induc-
tion regimens (5]

Consolidation therapy

fluconazole

400 mg qd po
(single loading dose of 800 mg
on 1* day)

8 weeks.
See Drug-drug Interactions betwesn
ARVs and Non-ARVs

Secondary prophylaxis / Maintenance therapy

At least 12 months
Consider to stop: if CD4 count =100 cells/uL and HIV-VL undetectable over 3 months

fluconazole

See Drug-drug Interactions between

7 ARVs and Non-ARVs




HIV/AIDS — Kriptokok Menenijiti

e 80 hasta ve 4 farkli tedavinin karsilastirilmasi
-AmB-d 0.7-1 mg/kg + Flusitozin 100 mg/kg
-AmB-d 0.7-1 mg/kg +Flukonazol 800 mg
-AmB-d 0.7-1 mg/kg + Flukonazol 2x600 mg
-AmB-d 0.7-1 mg/kg +Vorikonazol 2x300 mg

e BOS’ta Ureme olmamasi

* Toplam mortalite 2.haftada 9/78(%12) ve 10.haftada
22(75)%29

Loyse A et al. Clin Infect Dis 2012



Table 1. Baseline Clinical and Laboratory Characteristics and Clinical Outcomes for Treatment Groups 1-4

Group 1 Group 2 Group 3 Group 4

Characteristics All patients AmB + 5FC  AmB + FLU 800 AmB + FLU 1200 AmB + VORI P values
No (%) of men 39 (49) 9 (43) 11 (50) 13 (57) 6 (46) 83
Age (years) 34 (29-39) 34 (32-39) 32 (29-38) 33 (29-38) 35 (33-40) 59
Weight (kg) 56 (49-62) 54 (46-63) 56 (48-62) 54 (49-61) 60 (55-64) 45
No (%) of patients with known HIV 57(72) 15 (71) 17 (77) 19 (83) 6 (46) 13
No (%) of patients with abnormal 12(19) 3 (14) 3(13) 4 (17) 2 (15) 1.0

mental status
No (%) of patients with concurrent 24 (30.4) 8 (38.1) 5(22.7) 11 (47 .8) 0(0)

tuberculosis at enroliment
CD4 cell count, X 10° cells/L 24 (9-43) 13 (6.5-34) 29 (21-70) 24 (9-69) 27 (9-36) 26
No (%) of patients dosed at AmB 0.7  14(17.7%) 419 3(13.6) 5(20.8) 2 (15.3) 93
CSF data
Opening pressure, cmH20 18 (15-35) 29 (17.5-39) 17 (15-25) 18 (15-35) 25.5(15.5-42) 24
WBC count, cells/mm3 19.5 (0-55.3) 6(0-50) 10 (0-20) 20 (0-68) 30 (20-60) 21

Baseline fungal burden, logCFU/mL ~ 4.95(3.79-5.64) 4.83 (4.35-5.89) 4.95(3.75-5.46) 5.54 (4.86-5.79) 4.49 (3.48-4.82) .03
of CSF

Death, no (%) of patients
By week 2 9778 (11.5) 1/20 (5) 3/22 (13.6) 4/23 (17 4) 113 (7.7) 60
By week 10 22(75 (29) 6/20 (30) 7/21 (333) 6/22 (27.3) 3/12 (25) 96

Clinical Infectious Diseases, November 3, 2011



KIBAS Tedavisi

* Bosaltici lomber ponksiyon

* LP’ye ragmen devam ederse lomber drenaj/
ventriktilostomi

* Ventrikiloperitoneal sant



IRIS -IDSA

HAART tedavisi sonrasi 1-2 ayda IRIS
Naif hastalarda risk daha fazla

Antifungal tedaviden 2-10 hafta sonra HAART
baslanmasi

KIBAS bulgulari varsa steroid
— 0.5-1 mg/kg/glin

Perfect JR et al. IDSA Guidelines Clin Infect Dis 2010



Tuberkiloz Menenijit

Tuberkulozlu hastalarin %7-12'sinde
Ortanca CD4+ T hicresi 126/mm?3

Yuksek endemisite bolgelerinde menejitler icindeki
orani %27

Endemik bolgelerde CD4+ T hiicre > 200/mm? ve
Toxo-1gG negatif ise, kitle lezyonlarinda tiberkilom ?

HIV koinfeksiyonu klinik tabloyu degistirmez

Xpert MTB/RIF(BOS) duyarliligi %79.5, 6zgulltgi
%95.8-99.6

HIV koinfeksiyonu tedaviyi degistirmez

Bowen LN et al. Nature 2016
Albarillo F, O’Keefe P. Curr Neurol Neurosci Rep 2016
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Diagnosis and Treatment of TB in PLWH

Treatment of TB in PLWH

For standard treatment of TB in PLWH, including appropriate choice of ARVs, see
table and ART in TBMAIY Co-infection

See online video lectures TB and HIV Co-infection-Part 1 and TB and HIV Co-infec-
fion Part 2 from the EACS online course Clinical Management of HIV

Susceptible Mycobacterium tubsreulosis (2]

Initial phase rifamipicin Weight based Initial phase for 2 months, then

+ izoniazid Continuation phase (rifampicin+isoniazid)
according to TB type (2ee below)

Paossibility to omit ethambutol, if M. tubercwu-

+ pyrazinamide

+ ethambutol losis is known to be fully drug sensitive
Preventive steroid therapy may be consid-
ered to avoid IRIS
Alternative rifabutin Weight based Initial phase for 2 months, then
+ igoniazid Continuation phase according to TB type
Z I (see below)
*yrnimunanio Possibility to omit ethambutol, if
+ ethambutol M. tuberculosis is known to be fully drug
sensitive
Continuation phase rifampicin/rifabutin Total duration of therapy:
+ isoniazid 1. Pulmonary, drug susceptible TB: 6 months
according to TB type 2. Pulmonary TB & positive culture at B

wesks of TB treatment: @ months

3. Extrapulmonary TB with CNS involvement
or disseminated TB: 9-12 months

4. Extrapulmonary TEB with boneljoint in-
volvement and in other sites: 6-9 months

‘Intermittent regimens {2 or 3 times per week) are contraindicated in PLWH. Missed doses can lead to treatment failure, relapse or acguired drug
resistance [10]
i For dose details, please ses separate table TH drug doses, page 117
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Table 1. Antiretroviral regimens in TB/HIV co-infection
These recommendations are for PLWH initiating ART with susceptible Mycobacterium tuberculosis infection. When treating MDR-TB or XDR-TB, careful
review of DDIs and potential toxicities is mandatory before initiating ART

Regimen Main requirements Additional guidance [footnotes)

Recommended regimens with rifampicin

2 NRTIs + HMRTI

TDF/FTC or TDFI3TC + EFY At bed time or 2 hours before dinner | (tenofovir salts)
TODFRFTCIERY Il (EFY: suicidality. HIV2 or HIV-1 group 0}
ABCI3TC +EFV HLA-B*S5T:01 negative I {(ABC: HLA-B*ST:01)

HBsAg negative Il (EFY: suicidality. HIV-2 or HIV-1 group 0)

HIV-VL < 100,000 copies/mL
At bed time or 2 hours before dinner

Alternative regimens with rifampicin

2 HRTIs + INSTI

TDF/FTC or TOFI3TC + DTG bid I (tenofovir salts)
v (DTG: dosing)
TDF/FTC or TDFIATC + RAL bid I (tenofovir salts)
W (RAL: dosing)
ABCIRATC + RAL bid HBsAg negative I {(ABC: HLA-B*ST:01)
HLA-B*ST:01 negative W (RAL: dosing)

Other combinations with rifabwtin

2 HRTIs + Plir

TDF/FTC or TDFIATC + DRV, With food Wi (rifabutin dosing)

ATVIT or LPVIT

ABCIRTC + DRWIr, ATV, or LPVIr | HLA-B*S7:01 negative I {(aABC: HLA-B*ST:01)
HBsAg negative W (rifabutin dosing)
HIV-YL < 100,000 copiesimL
With food

Additional guidance

| There are available generic forms of TDF, which instead of fumarate use phosphate, maleate, and succinate salts. They can be used interchangeably. In
certain countries, TDF is labelled as 245 mg rather than 300 mg to reflect the amount of the prodrug (tenofovir disoproxil) rather than the fumarate salt
(tenofovir disoproxil fumarate)

1l EFV: not to be given if history of suicide attempts or mental illness; not active against HIV-2 and HIV-1 group O strains

I ABC contraindicated if HLA-B*57-01 positive. Even if HLA-B*57:01 negative, counselling on HSR risk still mandatory. ABC should be used with caution in
PLWH with a high CWD risk {= 20%)

v DTG should be dosed S50 mg bid when given with rifampicin

W RAL 400 or 800 mg bid. With RAL 400 bid a large phase 3 study showed non-inferiority at week 24 but failed to show non-inferiority at week 48, With 800
mg bid only limited date from a phase 2 study with potential increases in liver toxicity [19]

V1l  See table 2 for guidance on antiretroviral and rifabutin dosing page 21



Primer SSS Lenfomasi

Fokal beyin lezyonlari icinde ikinci siklikta
DBBHL

EBV

Goruntuleme, BOS incelemesi, biyopsi
BOS incelemesi %25 taniya goturur

EBV-DNA PCR: Duyarlilik %80-100, 6zgulluk
%98-100

Biyopsi: 1. Toksoplazmoz tedavisine yanitsizlik
2.Toxo ve EBV PCR negatif

Albarillo F, O’Keefe P. Curr Neurol Neurosci Rep 2016



Fig. 3 Brain MRI: axial T1 image of a HIV-infected patient with PCNSL
showing an irregular ring-enhancing lesion in the periventricular region.
Photo courtesy of Dr. Frank Gaillard, http://radiopaedia.org/articles/
primary-cns-lymphoma



PML

John Cunningham Virus(JCV)
Demiyelinizasyon

Beyaz cevher tutulumu

Kognitif bozukluk ve fokal norolojik defisitler
Afazi, vizyon bozukluklari, motor gucsizluk,
hemiparezi

Sinsi ve yavas progresyon, demans, koma ve
Olum

Klinik + Radyolojik + BOS PCR + Biyopsi

Albarillo F, O’Keefe P. Curr Neurol Nerosci Rep 2016



Fig.4 Brain MRI: T2 FLAIR image of a HIV-infected patient with PML
showing white matter demyelination. Photo courtesy of Dr. Frank
Gaillard, http://radiopaedia.org/articles/progressive-multifocal-
leukoencephalopathy



CMV Norolojik Hastaligl
Retinit %30(HAART 6ncesi donemde)
Norolojik hastalik nadir fakat fatal

100 hasta yili basina < 6 olgu

Risk faktorleri: CD4+ T hicresi < 50/mm3, HIV-1 RNA
>100000 k/ml, yliksek CMV viremisi, daha 6nce
gecirilmis firsatci infeksiyon

Norolojik tablo: Demans, ventrikiloensefalit,
poliradikulomiyelopati

BOS veya beyin biyopsisinde CMV-DNA

BOS CMV-DNA: Duyarlilik >%80, ozgulltik > %90
Gansiklovir + Foskarnet

Serum CMV-DNA negatif + BOS CMV-DNA pozitif

olabilir Albarillo F, O’Keefe P. Curr Neurol Neurosci Rep 2016
Trentalange A et al. Antivir Ther 2015



Practice Guidelines for the Management
of Bacterial Meningitis

Allan R. Tunkel,' Barry J. Hartman,? Sheldon L. Kaplan,® Bruce A. Kaufman,® Karen L. Roos,” W. Michael Scheld®
and Richard J. Whitley’

Suspicion for bacterial meningitis
v Yes

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

No » . Yes
Blood cultures and lumbar Blood cultures STAT
puncture STAT :

v
Dexamethasone® + empirical

antimicrobial therapy®

|
v

Y
\ = Negative CT scan of the head

CSF findings ¢/w bacterial meningitis ‘
v

Dexamethasone® + empirical
antimicrobial therapy®*

‘ Yes

Positive CSF Gram stain Perform lumbar puncture

No K a Yes
Dexamethasone® + empirical Dexamethasone® + targeted
antimicrobial therapy*® antimicrobial therapy?

Figure 2. Management algorithm for adults with suspected bacterial meningitis. “Stat” indicates that the intervention shouid be done emergently.
"See table 2. *See text for specific recommendations for use of adjunctive dexamethasone in adults with bacterial meningitis. “See table 4. “See table

3. “Dexamethasone and antimicrobial therapy should be administered immediately after CSF is obtained.



Practice Guidelines for the Management
of Bacterial Meningitis

Allan R. Tunkel,' Barry J. Hartman,? Sheldon L. Kaplan,® Bruce A. Kaufman,* Karen L. Roos,” W. Michael Scheld®

and Richard J. Whitley’

Table 2. Recommended criteria for adult patients with suspected bacterial meningitis who should undergo CT

prior to lumbar puncture (B-1l).

Criterion

Comment

Immunocompromised state
History of CNS disease
New onset seizure

Papilledema
Abnormal level of consciousness
Focal neurclogic deficit

HIV infection or AIDS, receiving immunosuppressive therapy, or after transplantation
Mass lesion, stroke, or focal infection

Within 1 week of presentation; some authorities would not perform a lumbar punc-
ture on patients with prolonged seizures or would delay lumbar puncture for 30
min in patients with short, convulsive seizures

Presence of venous pulsations suggests absence of increased intracranial pressure

Including dilated nonreactive pupil, abnormalities of ocular motility, abnormal visual
fields, gaze palsy, arm or leg drift




Post-gadolinium FLAIR Post-gadolinium T1

Pre-gadolinium T1

< Figure 3 | MRI findings in opportunistic infections of
the CNS. Each MRl series includes a representative
image from the following sequences. from left to right:
post-gadolinium fluid-attenuated inversion recovery
(FLAIR). post-gadolinium T1, and pre-gadolinium T1
sequences. a | Toxoplasma encephalitis. MR sequences
show numerous foci of FLAIR hyperintensity and
gadolinium enhancement. Lesions are present in the basal
ganglia as well as on the pial surfaces and in the CSF along
the subarachnoid space. Oedema and mass effect are
minimal. b | Tuberculous meningitis. The post-gadolinium
FLAIR image shows extensive oedema throughout much of
the left temporal lobe. The post-gadolinium T1 image
shows a dense, multinodular exudate with extensive
enhancement throughout the brainstem that extends into
the cerebral hemispheres. c | Progressive multifocal leuko-
encephalopathy. A large left parietal lesion seen on the
FLAIR sequence extends into the centrum semiovale and
corpus callosum. Minimal enhancement limited to the
leading edge of the lesion is visible on post-gadolinium
sequences. No oedema or mass effect is present.



Post-gadolinium FLAIR

Post-gadolinium FLAIR

Post-gadolinium FLAIR

Post-gadolinium T1

Pre-gadolinium T1

d | Cytomegalovirus encephalitis and retinitis. A linear area
of high-intensity signal is visible throughout the
periventricular margins, and is best seen on the FLAIR
sequence. T1 post-gadolinium sequences demonstrate
subtle hyperintensity of these areas. Post-gadolinium
FLAIR sequence at the level of the orbits shows
cytomegalovirus retinitis. e | Cryptococcal meningitis and
cerebritis. Post-gadolinium FLAIR images reveal extensive
leptomeningeal enhancement. most prominently
throughout the left hemisphere. A large left frontal
hyperintensity with associated enhancementonT1
post-gadolinium sequences indicates a focus of cerebritis,
which can co-occur with the more typical signs of
cryptococcal meningitis.



Figure 4| Paradoxical immune reconstitution inflammatory syndrome. This
representative series of MRI scans depicts a case of paradoxical immune reconstitution
inflammatory syndrome (IRIS) attributed to toxoplasmosis-associated encephalitis in an
HIV-negative immunocompromised patient with lymphopenia who underwent
allogeneic stem cell transplantation. a | Post-gadolinium fluid-attenuated inversion
recovery (FLAIR) MRI sequence. b | Pre-gadolinium T1-weighted MRl sequence.

c | Post-gadolinium T1-weighted sequence. The MRI sequences depicted here show
numerous foci of FLAIR hyperintensity and gadolinium enhancement in the cortex, left
thalamus and parietal-occipital regions, indicating toxoplasmosis-associated lesions
(white). Perilesional enhancement and oedema are particularly prominent on T2-FLAIR
MRI (part a) and surround the left thalamic. right temporal. left frontal and left parietal-
occipital lesions. Haemorrhage into the large left basal ganglia lesion can be seen on the
pre-contrast [1 image (part b).



Central nervous system infections in

immunocompromised patients

Romain Sonneviffe™®, Eric Magalhaes®, and Geert Meyfroot

Table 1. Serum and cerebrospinal fuid analyses in
immunocompromised patients suspected of a central
nervous systemn infection

Blood tests

Blood cultures

HIV serclogy +/— PCR
Toxoplasma +/— PCR

Cryptococcal antigen and
galactomannan

+/— B-D-glucan

TPHANDERL

+,— QuantiFEROMN-TB

Cerebrospinal Flwid

Bacterial anolyses

Direct examination, culture
{+/—16s RMNA)

Pneumococcal antigen

Multiplex PCR

Virclogy (PCR}

Herpes simplex wirus 1 and 2 Se nsitivity and
specificity
95-100%
Human herpes virus &
Varicella zosker virus, + IgG Sensitivity 80% and
anfi-WZEV specificity ¥8%
Cytomegalovirus, enterovirus Sensitivity 100%
and Epstein—Barr virus
JC ~virus Sensitivity 2% and

specificity 929
Parasitology and mycology

Direct examination, India ink
stain and culture

Cryptococcal antigen Sensitivity P6%,
specificity T007%
Galoctomannan

PCR Toxoplasma gondii Sensitivity 50%,
sensibility
P0—100%

Mycobaderia

Direct examination and culhre {3—5 ml, repeat CSF
analysis)

PCR mycobocterivm
tuberculosis complex

C5F, cembrospinal fluid.



HIV-Associated Neurologic Disorders and Central
Nervous System Opportunistic Infections in HIV

Leah T. Le, MPH! Serena S. Spudich, MD!

I HIV+ patient complaint of neurologic deficits with no obvious caust

|

Neurologic history and examination
Neuropsychological testing
Bram imaging
CSF lab workup for viral load, inflammatory markers, and Ols

I Confounders of HIV-associated NCI excluded I

4 §
v v

| ofcART with HAND | | OncarRT wihnanD |

A 4

L]

y ¥

CSF VL < 50 ¢/mL
Plasma VL > 50 ¢/mL

CSF VL > 50 ¢/mL
Plasma VL < 50 ¢/mL
or
CSF VL = 50 ¢/mL
Plasma VL > 50 ¢/mL
CSF VL is at least 1 log
greater than plasma VL

CSF VL < 50 ¢/mL
Plasma VL < 50 ¢/mL

|

l

Plasma viral genotyping
Commence cART
Consider drugs with
higher CPE

Plasma viral genotyping
Improve cART
Consider drugs with
higher CPE

CSF vimal genotyping
Improve cART
Include drugs with higher
CPE

Continue cART
Screen & treat NCl-causing
comorbidities

h &

v

v

v

Provide treatment support
Monitor plasma VL &
neurologic functions
every 6 months

Provide adherence support
Screen & treat
comorbidities

Monitor plasma VL &
neurologic functions every
6 months

Provide adherence support
Screen & treat
comorbidities

Monitor CSF VL &
neurologic functions
every 3-4 months

Provide adherence support
Monitor plasma VL &
neurologic functons every
6 months

Fig.1 Screening and management of humanimmunodeficiency virus-associated neurocognitive disorder. The flow chart shows a recommended
systematic approach to the human immunodeficiency virus- (HI1V-) infected patient with neurologic symptoms or signs. CSF, cerebrospinal fluid;
Ols, op portunistic infections; NCI, neurocognitive impairment; HAND, HIV-associated neurocognitive disorder; cART, combination antiretroviral
therapy; VL, HIV viral load; ¢/mL, copies HIV RNA/mL; CPE, central nervous system penetration effectiveness.



Olgulardan Ogrendiklerim

Klavuzlarda ilk tercih olarak onerilen ilaclara
ulastlamiyor(Pirimetamin, flusitozin)

Klavuzlardaki tedavi sureleri genellikle en az
sure onerileri ve gercek yasamda kisa
kalabiliyor

TMP/SMX ile TE'de uzun stireli tedaviye
ragmen nuks olabilir

Kriptokok menenjitinde flukonazol cok mecbur
kalmadikca tek basina kullanilmamal
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