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e 37 yas, erkek

* Bekar

* Heterosexuel

* Saglik calisani

 Sikayeti: Vicudunda kasinti

* Dermatoloji poliklinigine basvurmus

* Yaygin urtiker 6n tanisi ile recete diizenlenmis

* Anti-HIV pozitif-----Enfeksiyon Hastaliklari plk
yonlendirildi




EnfekSi on » Aktif sikayeti yok
h t I k)ll r e Supheli cinsel temas oykusu?

an a | ] ari e Saglik hizmetleri ile iliskili maruziyet oykusu?
pO“kIInlk  Damar ici madde kullanimi?



HIV ile enfekte oldugunu 6grendi (dogrulama
testi pozitif)

HIV enfeksiyonu hakkinda bilgilendirildi

Hastaya ART hakkinda bilgi verildi

Hasta bilgilerinin rizasi olmadan kimse ile
paylasilmayacagi anlatild




Tedavi oncesi istenen
tetkikler

HIV-RNA, CD4 sayisi

Hemogram, biyokimya, sedim, CRP

Serolojik testler

Viral markerlar

Sifiliz

PPD

Akciger grafisi




Enfeksiyon hastaliklari poliklinik

e Ozgecmis: Kronik hastalik yok
Operasyon yok

* Aile oykusu: Kardiyovaskuler hastalik
Diyabetes mellitus
Kronik bobrek hastalig
Tuberkiloz yok

* Kullandigiilaglar: Antihistaminik

 Sigara/Alkol var



Fizik muayene:

Genel durumu iyi, bilin¢ acik, oryante, koopere
Ates: 36.7 N:93 TA:110/70 SS:18/dk Saturasyon: 95

Yiiz, boyun, gévde ve kollarda 5-10 mm. capl Urtiker plagi mevcut (solma egiliminde)

Periferik lenfadenopati yok

Akciger sesleri dogal

Batin barsak sesleri normoaktif, rebound, defans yok

GenitoUlriner sistem dogal



Hemogram:
Lokosit: 4800

Biyokimya :
Ure: 28mg/dI
Kreatinin: 0,46mg/dI
ALT: 28 U/L
AST: 39 U/L
GGT: 67 U/L
LDH: 65 U/L
LDL: 93

HDL: 54

TG: 201
Kolesterol: 188
HSJHER
Sedim: 11

CRP: 1,1 mg/dl

Serolojik testler: VDRL: negatif
, IgM negatif
, IgM negatif
IgM negatif
IgM negatif

Viral hepatit markerlari: HBsAg negatif

Anti HCV negatif

Goriintuleme: Batin USG: 6zellik yok
Akciger grafisi : dogal

GoOzdibi muayenesi: Dogal
VKi: 23
PPD: 1 mm



\ ‘ﬂ Akciger grafisi dogal
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\/ PPD 1mm




ART? Firsatci enfeksiyon

GUIDELINES oroflaksisi?




Firsatcl enfeksiyon proflaksisi

* Coccidioidomycosis

* Histoplasma capsulatum infection

* Mycobacterium avium complex (MAC) CD4<50

* Mycobacterium tuberculosis infection (TB) (i.e., treatment of latent TB infection [LTBI])
* Pneumocystis Pneumonia (PCP)---CD4<200

* Syphilis

* Toxoplasma gondii encephalitis----CD4<100

e Varicella Zoster Virus (VZV)

*https://clinicalinfo.hiv.gov/en/guidelines



*TDF/FTC 245/200 mg, 1 tablet/glin + RAL
400 mg, 2 tablet/glin
t k ’? Firsat¢i Enfeksiyon Proflaksisi :

*Pneumocystis jirovecii Pnomonisi (PcP) &
Toksoplazma gondii

TMP-SMX (800/160 mg)fort tablet 1 x1/glin
oo




Hasta poliklinigimize ates, oksiiriik, nefes darhgi,

. halsizlik ve terleme sikayeti ile basvurdu
Enfeksiyon

Sikayetlerinin ART’nin 2. haftasinda basladigi ancak
h t I kI cok onemsemedigini belirtiyor. Son bir haftadir
aS a I a rl daha da siddetlenmis
Oliklinik * ART uyumu iyi
p COVID PCR negatif

Hasta klinigimize yatinldi



14.09.2021

Ates: 38,1°C N: 115/dk TA:110/70mmHg SS:21/dk Sat: %95 (eforla dispne tarifliyor)
FM: - Hasta duskin gorunimde, biling acik, oryante, koopere
- Akciger sesleri dinlemekle bilateral akciger alt zonlarda ral

- Diger sistem muayeneleri dogal



Istenen Tetkikler

Kan kultlrleri
Idrar tetkiki, idrar mikroskopisi ve idrar kiltiir(

Balgam kultlra (TB ve bakteriyel), ARB boyama

Gaita kultara
TKP on tanisi ile Ampisilin-Sulbaktam baslandi




Istenen
Tetkikler

Hematoloji: Tam kan sayimi, ESR ve
periferik yayma

Biyokimya: Karaciger ve bobrek
fonksiyonlari, CRP, LDH

Serolojik testler: Sifiliz, CMV, EBV,
Toksoplazma, CMV PCR

HIV RNA ve CD4
PPD yapildi

Akciger grafisi, toraks tomografi




Hemogram: Lokosit: 2.03 10e3/ul Serolojik testler: Sifiliz: negatif

CD4 T lenfosit: 80/mm3 CMV IgG pozitif, IgM negatif
HIV RNA:86.554 copy/ml Toxo IgG pozitif, IgM negatif
PLT: 312 10e3/ul VZVIgG: pozitif

CMV DNA : negatif
Biyokimya : Ure: 28mg/dI
Kreatinin: 0,79mg/dlI

ALT: 36 U/L Viral hepatit markerlari: HBsAg: negatif
AST: 59 U/L Anti HBclgG pozitif
GGT: 85 U/L Anti Hbs: pozitif
LDH: 281 U/L Anti HCV negatif
CRP: 3,1 (0-0,5) Solunum paneli : negatif

Sedim:36

Kan-idrar: tiireme olmadi

Gaita kiiltiir: normal gaita florasi Gorilintileme: Akciger grafisi
idrar ve gaita mikroskopisi: normal Toraks tomografi: Cekilemedi
idrar ARB: NEGATIF Batin USG: dogal

Balgam ARB: ++POZITIF (1.giin)
++POZITIF (2. giin)
PPD: 3 mm






1. CD4sayisi yukselmesine, viral yukin azalmasina ragmen hastanin
klinigini kotulestiren durum: TB-IRIS mi?

2. Latent tuberkiloz enfeksiyon aktivasyonu mu?
3. Aktif tuberkuloz?

e
£

|
‘ |
)
v {
—

-




Latent tuberkuloz

e Aktif tiberklloz olmaksizin immunsupresif kisilerde PPD testinin 25 mm

olmasi veya IGRA testi pozitifligi gibi M. tuberculosis’e 6zgul immiun yanitin

olmasi latent tiiberkiiloz enfeksiyonu (LTBE) olarak tanimlanmaktadir.

e LTBE’li HIV negatif kisiler arasinda TB aktivasyon riski %5 iken, HIV ile
yasayan bireylerde %3-16



Latent tuberkuloz

* LTBE tedavisi, HIV enfeksiyonu olan kisilerde TB hastaligi riskini azaltir

 PPD> 5mm veya IGRA(+) veya balgam ARB + kisilerle yakin temasi (haftada 4 saat)

olan HIV enfekte kisilere proflaksi verilmelidir

e CD4 hiicre sayisi <200 hiicre/mm3 olan ve LTBE icin negatif tanisal testleri olan

kisiler CD4 hiicre sayisi >200 hicre/mm3 oldugunda PPD tekrarlanmalidir



Latent tuberkuloz enfeksiyonu

*izoniazid 5 mg/kg/giin (maks.300 mg) +piridoksin (Vit B6) 25 mg/giin  6-9 ay veya
*Rifampisin 600 mg/glin veya rifabutin 4 ay veya iki rejim birlikte 3 ay veya
*izoniazid 900 mg/giin ve Rifampisin 600 mg/giin po 3 ay veya

*Izoniazid 900 mg/giin ve rifapentin (15-30 mg/kg, maksimum 900 mg, haftada bir doz) 3 ay

*Diabetes mellitus, bébrek yetmezligi, alkolizm, malnitrisyon, diyaliz, gebelik, piridoksin eksikligine bagh epileptik
nobeti olanlarda INH ile birlikte piridoksin (vitamin B6) kullanimi endikasyonu vardir

*EACS Guidelines 11.0



IRIS; ImmuUn Rekonstitlisyon Inflamatuvar Sendromu

* HIV ile enfekte hastalarda ART nin baslanmasiyla birlikte immun sistemin

yeniden yapilanmasi ve vicudun tiberkiloz gibi 6nceden subklinik olan

firsatci bir enfeksiyona karsi verdigi immin yanit sonucunda ortaya ¢ikan

klinik bir durumdur G 8,
@) a7
* Busendromun ortaya ¢ikmasini saglayan faktorler Ty [ %S
N
. Inflarmmasome Cmocordt
-CD4 T lenfosit sayisinin <50/mm?* olmasi RN ' -
- Viral yukin yuksek olmasi N
s ‘\ Es e :-'tl, > s ‘cr\cun .hssuc /5\ ';“V"‘
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- Tiberkuloz kliniginin siddetli olmasi T * & - ,

- Antituberkiloz tedavi ve ART arasinda 30 glinden az zaman olmasi



IRIS; Immiin Rekonstitiisyon Inflamatuvar
Sendromu

* HIV ile enfekte hastalarda %25-35 oraninda gorulir

* En sikilk tc ay icinde gorultr

* En sik; Mikobakteriyel enfeksiyonlar (%30-40)
Kriptokokkoz

Koksidiyoidomikoz
CMYV enfeksiyonu
Toksoplazmoz



TB-IRIS
Tani
Kriterler

* En az bir major veya iki
minor kriterin hastada
saptanmasi
gerekmektedir.

Major Kriterler

Kriterler

Yeni ortaya ¢ikan veya biyiyen lenf dugimd, soguk apse veya diger

dokularca tutulum

Radyolojik olarak yeni veya kotilesen bulgular

Yeni veya kotiilegen SSS tiberkilozu

Yeni veya kotiilegen serozit

Minor Kriterler

Yeni ortaya gikan genel belintiler veya belirtilerde kétilesme: Ates, gece
terlemesi, kilo kaybi
Yeni ortaya gikan solunum yoluna ait belirtiler veya belirtilerde kétulegme:

Oksiriik, dispne, stridor

Yeni ortaya gikan veya kotulesen kann agnsi ile birlikte olan batin belirtileri:

Peritonit, hepatomegali, splenomegali, batinda lenfadenopati

Meintjes, G.; Lawn, S.D.; Scano, F.; Maartens, G.; French, M.A.; Worodria, W.; Elliott, J.H.; Murdoch, D.; Wilkinson, R.J.; Seyler, C.; et al. Tuberculosis-associated immune reconstitution

inflammatory syndrome: Case definitions for use in resource-limited settings. Lancet Infect. Dis. 2008, 8, 516-523.




TB 1ile 1liskili immiin yeniden yapilandirma inflamatuar sendromunun (TB-IRIS)
tan1 kategorileri.

. Improvement Waorsening -
TB diagnosed, Y 2RI Staed ) CNS TB-IRIS
PR ATT Started ART. (Paradoxical)
Pulmonary or : Improvement i
TH diagnosed, P Worserming Paradoxical
Extrapulmonary L (AR ART Staried I i aradoxic
e ATT Started e
Oceull or
Subclinical TH Sl
often Ne M B
i) No ATT Started i AR Sfaviist ——————— | ART-associated TH
Diagnosed
Intlammatory
Features
i Unmasking TB-IRIS

Tuberculosis IRIS: Pathogenesis, Presentation, and Management across the Spectrum of Disease



OLGUMUZ

Latent TB aktivasyonu
ART iliskili TB — TB ile ART sonrasi enfekte - TB-IRIS?
Tani konulamamis aktif TB




 Antiretroviral tedavi deneyimi olmayan olgularda; CD4 T lenfositi
say1s1 <50/mm3 ise (giin igerisinde CD4 T lenfosit sayisinin degisimi
nedeniyle bu degerin 100/mm3 olarak kabul edilmesi onerilmektedir)
TB tedavisi baslandiktan sonra iki hafta icerisinde ve TB tedavisi
tolere edilir edilmez ART baslanmalidir.

* CD4 T lenfositi say1s1 >50/mm3 ise TB tedavisi baslandiktan sonra
A RT d en ey| m | 8-12 hafta icerisinde ART baslanmasi onerilmektedir.

QI mayan Olg u Iarda * ART'den 6nceki 30 glin icinde anti-TB tedavisine baslayan CD4 hucre
TB | RlS sayisi < 100 hiicre/uL olan kisilerde ART ve profilaktik prednizonun

eszamanli baslatilmasi, TB-IRIS riskini %30 oraninda azaltabilir.

Immune Reconstitution Inflammatory Syndrome (IRIS) — EACS
(sanfordguide.com)




Antitiberkiiloz tedavi (ATT) baslandi

Rifampisin 5 mg/kg+ pyridoxine 20 mg/giin
izoniazid 10mg/kg
Pirazinamid 1500 mg/gin

O I g u m UZd a Etambutol 1200 mg/giin

ve ardindan planlanan 4 ay boyunca rifampisin/izoniazid)

I
/

**EACS Guidelines 11.0/eacs.sanfordguide.com /
o




ART deneyimli olgularda TB

* ART alan bir hastada TB teshisi kondugunda ART'ye devam edilmelidir

* ARV rejimi, ARV'ler ve TB ilaclari arasindaki potansiyel ilag etkilesimlerine 6zellikle
dikkat edilerek degerlendirilmelidir

*https://clinicalinfo.hiv.gov/en/guidelines/adult-and-adolescent-opportunistic-infection/whats-new-guidelines

**EACS Guidelines 11.0/eacs.sanfordguide.com/ois/immune-reconstitution-inflammatory-syndrome-iris
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Drug-drug Interactions between Anti-tuberculosis Drugs and ARVs

Anti-tuberculosis
drugs

ATVic

ATVir

DRVIc

DRVIr
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First line and second line drugs
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* |lk basvuru sirasinda ARB bakilmali miydi?
* Toraks tomografi cekilmeli miydi?

* LTBE tanisiicin mevcut kriterler yeterli
mi? (LAM testi?)

* INH proflaksisi tim HIV enfekte hastalara
baslanmali mi?
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Utility of urine lipoarabinomannan (LAM) in diagnosing tuberculosis @me
and predicting mortality with and without HIV: prospective TB cohort
from the Thailand Big City TB Research Network

Gompol Suwanpimolkul*"*, Kamon Kawkitinarong™', Weerawat Manosuthi”,
Jiratchaya Sophonphan', Sivaporn Gatechompol®, Pirapon June Ohata’,

Sasiwimol Ubolyam®, Thatri lampornsin®, Pairaj Katerattanakul’,

Anchalee Avihingsanon™, Kiat Ruxrungtham®

“ Deparoment of Medicme. Facutty of Medine, Chafolongkom University, The Kimg Chulalonghorn Memonal Hespital, That Red Cross Society, 1873 bama 4
oo, Palluwrest, Raghok 0330, Mhedlund

" Dhpartment of Meicine, Bemmasnardary Injections Dxseases dnstiule (AN, 26, Mucung Monthaburt Distrct, Noathaburt 13000, Thalkend

HIV-NAT, The That Ked Cross AIUS Reseurch Centre (IRC-ARCL 1Y Kotchadsmm R Mothunemwass, Banghok 10430, Thatkmd
* Rt Hospdtat, 2, Phayethal R, Netcharont (e, Sunghed 100, Thalled

= Bu galismada, idrar LAM testinin duyarhhi@inin CD4 sayisiile
negatifiliskili oldugu bulunmustur.

= CDA sayilan gok disik olan TB/HIV koenfekte hastalarda

idrar LAM 1estinin etkin bir sekilde kullanilabilecegini
dogrulamaktadir{ World Health Organization (WHOQ), 2015 ).




Effect of isoniazid preventive therapy on risk of death in
west African, HIV-infected adults with high CD4 cell counts:
long-term follow-up of the Temprano ANRS 12136 trial

Anani Badje, Raoul Moh, Delphine Gabillard, Calixte Guéhi, Mathieu Kabran, Jean-Baptiste Ntakpé, Jérdme Le Carrou, Gérard M Kouvame,

Eric Ouattara, Eugéne Messou, Amani Anzian, Albert Minga, Joachim Gnokoro, Patrice Gouesse, Arfette Emieme, Thomas-d’Aquin Toni,

Cyprien Rabe, Baba Sidibé, Gustave Nzunetu, Lambert Dohoun, Abo Yao, Synali Kamagate, Solange Amon, Amadou-Barenson Kouame, Aboli Koua,
Emmanuvel Kovamé, Marcelle Daligou, Denvse Hawerlander, Simplice Ackoundzé, Serge Koule, fonas Séri, Alex Ani, Fassery Dembélé, Fatournata Kone,
Mykayila Oyebi, Nathalie Mbakop, Oyewole Makaila, Carolle Babatunde, Nathariel Babatunde, Giséle Bleoué, Mireille Tchoutedjern,

Alain-Claude Kovadio, Ghislaine Sena, Sahinou-Yediga Yededji. Sophie Karcher, Christine Rouzioux, Abo Kouvarme, Rodrigue Assi, Alima Bakayoko,
Serge K Domoua, Nina Deschamps, Kakou Aka, Thérése N'Dri-Yoman, Roger Salamon, Valérie journot, Hughes Ahibo, Timothée Ouvassa,

Hervé Menan, André Inwoley, Christine Danel”, Serge P Eholié®, Xavier Anglaret”, on behalf of the Ternprano ANRS 12136 Study Group7

Summary

Background Temprano ANRS 12136 was a factorial 2x2 trial that assessed the benefits of early antiretroviral therapy
(ART; ie, in patients who had not reached the CD4 cell count threshold used to recommend starting ART, as per the
WHO guidelines that were the standard during the study period) and 6-month isoniazid preventive therapy (IPT) in
HIV-infected adults in Cote d'Ivoire. Early ART and IPT were shown to independently reduce the risk of severe morbidity
at 30 months. Here, we present the efficacy of IPT in reducing mortality from the long-term follow-up of Temprano.

Methods For Temprano, participants were randomly assigned to four groups (deferred ART, deferred ART plus IPT,
early ART, or early ART plus IPT). Participants who completed the trial follow-up were invited to participate in a post-
trial phase. The primary post-trial phase endpoint was death, as analysed by the intention-to-treat principle. We used
Cox proportional models to compare all-cause mortality between the IPT and no IPT strategies from inclusion in
Temprano to the end of the follow-up period.

Isoniazid plus antiretroviral therapy to prevent tuberculosis:
a randomised double-blind, placebo-controlled trial

Malebogeng X Rangaka, Robert | Wilkinson, Andrew Boulle, Judith R Glynn, Katherine Fielding, Gilles van Cutsem, Katalin A Wilkinson,
Rene Golioth, Shaheed Mathee, Eric Goemasre, Gary Maartens

Summary

Background Antiretroviral therapy reduces the risk of tuberculosis, but tuberculosis is more common in people with
HIV than in people without HIV. We aimed to assess the effect of isoniazid preventive therapy on the risk of
tuberculosis in people infected with HIV-1 concurrently receiving antiretroviral therapy.

Methods For this pragmatic randomised double-blind, placebo-controlled trial in Khayelitsha, South Africa, we
randomly assigned (1:1) patients to receive either isoniazid preventive therapy or a placebo for 12 months (could be
completed during 15 months). Randomisation was done with random number generator software. Participants,
physicians, and pharmacy staff were masked to group assignment. The primary endpoint was time to development of
incident tuberculosis (definite, probable, or possible). We excluded tuberculosis at screening by sputum culture. We
did a modified intention-to-treat analysis and excluded all patients randomly assigned to groups who withdrew before
receiving study drug or whose baseline sputum culture results suggested prevalent tuberculosis. This study is
registered with ClinicalTrials. gov, number NCT00463086.

Findings 1329 participants were randomly assigned to receive isoniazid preventive therapy (n=662) or placebo (n=667)
between Jan 31, 2008, and Sept 31, 2011, and contributed 3227 person-years of follow-up to the analysis. We
recorded 95 incident cases of tuberculosis; 37 were in the isoniazid preventive therapy group (2-3 per 100 person-
years, 95% CI 1-6-3.1), and 58 in the placebo group (3-6 per 100 person-years, 2-8—4.7; hazard ratio [HR] 0-63,

Guney Afrika ve Bati Afrika gibi TB ylUkintn yiksek oldugu bir ortamda yapilan calismalarda INH proflaksisinin PPD
veya IGRA sonucuna bakilmaksizin HIV ile enfekte tim kisilerde TB riskini azalttigi, sagkalimi iyilestirdigini

bulmustur.




ARASTIRMA / RESEARCH ARTICLE

U0I: 10,4274 /m)ima.2055.4
Mediterr J Infect Micreb Antimicrch 2015:4:4
Ergim: http:fidcdoiorg0.827 4 mima 20154

HIV Enfeksiyonu ve Tiiberkiiloz Birlikteliginin Degerlendirilmesi
Evaluation of Hiv Infection And Tuberculosis Concomitance

Behice KURTARAN, Selcuk NAZIK, Ashhan ULU, Ayze Seza INAL, Séheyla KOMOR, Fertt KUSCU, Hasan Salih Zeki AXSU, Yeyim TASOVA
Cukurowr Ceimssiten Saico Mastanes, Fafieksipon Hastulihar w KTk Mikrebipakeyi Anabitie Dol, Adaeg, Tirkipe

Qiriy: Gebyenry we gelimekse olan Whelerdeb besan bogshhk yermerik vinish ‘Human immusodefomey s [HY] gortif hastabeds, finstp
enfrksyoniar sihr, Tiberkbibe frsatp erfebnnlinn en remligindon birsdic Hatabh HIV enfeksyonumen iledeyrini bglandematis
ve Wmueed mmanodeficiency yyndeome’ (AINS) tmmipen Sertaliclyr anmandn yer sbmaklatr B ibsmoda HIV enfckte bastalieds gebsen
thiterkiibargn klindr we seyrinin ortaya bnnelmay v & dutimegn elkidids hakkonds deneyimiermiin sumdmay smstymeie

1998-2015 yillari arasinda 262 HIV ile enfekte

vakanin %5.7’sine TB tanisi konuldu.

ISP, PRACTICE Taylor & Francis
P 0ng 0 10BN 1548331 2000 1775483 Lol et Camp
CLINSCAL FEATURE Y S—

ORIGINAL RESEARCH

Fever of unknown origin: evaluation of 110 classical and HIV-associated cases in the
last decade

Semsl Nur Karabela and Kadriye Kart Yasar

Balorkly Or. Sadi ¥orwk Traning and Reseach Hospial, Department of Infectious Diseases and Clinical Microbiclogy, University of Health
Sclences, Istanbd, Turkey

ABSTRACY ARTICLE HESTORY
Background: Fever is one of the oitical sympiomy of collagen vascular diseases, mabignancies, 30d  Recwed 11 Fabruary 2000
infectious diseases. Patients with a fever of unknown origin (FUD) were evaluated to determine the eticlogy, Accepted 26 May 2020
Methods: In this study, 110 cases with FUO who were admitted to two hospitas with a total of 800

beds, in which 5000 daily outpatient patients were admitted betwean 2006 and 2016 have boen m PR
evaluated retrospectively, Amamnesis and the findings were abtained from hospital records. Patients | " P

with a tempecatuen higher than 38.3°C andd lasting throe weeks or lcoger without diagnosis despite one {

week of investigation In the haspital were included as FUO cases in this study. Nasocomial and

neutropenic cases were excluded from the present study.

2006-2016 yillari arasinda NBA nedeni ile basvuran

HIV ile enfekte olan ve olmayan her iki hasta
grubunda da TB ilk sirada yer aldi.
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Shaded dareas represent uncertainty intervals HIV-positive TB incidence

around the best estimate Shoded areos represent uncertainty infervals
around the best estimate
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Ozetle...

* Trkiye TB icin endemik bir bdlge mi?

* LTBE, TB'nin daha buyuk kiresel saglk sorununun gizli bir
yuzdnu temsil etmektedir. ALERT olmaliyiz

* Hem LTBE, hem de TB-IRIS icin standardize edilmis bir tani
metodu yoktur



