5. Nesil Testler, Hizli Tany,
Saha Deneyimleri
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i=iTan1 metotlarinda gelismeler

1985-2000

2000-2024

1985: Ik ELISA testi lisansi (Abbott
Laboratories HIVAB™ HIV-1
ELISA)

1987: iIlk WB (Cambridge Biotech)

1987: AZT tedavide kullaniimaya
baslandi

1991-1993: ilk lab yapimi HIV RNA

1994: ilk hizli test (SUDS™ HIV1,
Murex)

1995: HAART tedavisine gecis

1996: ilk FDA onayl HIV RNA testi
(Roche Amplicor HIV-1 Monitor)

1996: ilk ev tani testi, idrar testi

2002: Parmak ucundan ilk hizli test (OraQuick®
Rapid HIV-1 (OraSure)

2004: ilk hizl oral test (Oraquick)

2004-10: ilk 4. kusak ELISA (Abbott ARCHITECT
Ag/Ab Combo) CE ve FDA onayi

2012: ilk hizli ev oral sivi testi (OraQuick In-
Home HIV test)

2013: i1k 4. kusak hizli test (Alere, Determine,
Abbott)

2014: ilk hizh antikor dogrulama testi (Geenius,
BioRad)

2015: 5. kusak ELISA testi (Bioplex 2200, BioRad)
2015: ilk hizli RT-PCR HIV viral yiik (Xpert HIV VL)

2024: RT-PCR HIV viral yiik (Xpert HIV VL XQ):
Dual prob
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stratejisi-WHO 5

* Consent (Onay) -
*  Confidentiallity (Gizlilik) Tarama testinin yapilmasi ve
* Connection “reaktif” bulunan 6rneklerin
* Councelling dogrulama testine alinmasi gerekli
* Correct test result (Dogru test
sonucu)
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*  Yenidoganda;
* Seri HIV DNA veya HIV RNA PCR

J Dogqua, 4-6. hafta, 9.ay, 18. ay (veya emzirme kesilmesinden 3 ay
sonra

=  POC test kullanimi onerilir
= Dual target total DNA/RNA test kitleri

KLIMIK Anadolu HIV Sempozyumu 26-28 Eyliil 2025, Adana



Antijen-antikor testleri: EIA, hizli testler
Antikor testleri: Hizli ab testleri, ab dogrulama testleri
NAT: HIV RNA, HIV DNA

Diger: Hiicre kultird, proviral DNA

HIV RNA (RT-PCR)
In plasmsa

HIV Antibody

= -
- = -

= Sl

= Infectious s m- e = o= -
E Exposure i »_.f'/’ H‘vn?gg'&%c:R)
E‘E l l HIV p24a Ag
= S - "

o 100 20 30 “40 50 a0 70 a0
Dyavs post-infections viremia /\
Test %25'inin reaktif | %6507sinin reaktif |%75'inin reaktiff | %99 unun retif
olacag gin olacagi giin olacad gin olacadi gin

4._kusak laboratuvar testi [13,0 17,8 236 44 3*

4. kusak hizl test 14,8 19,2 246 43,1

3. kusak laboratuvar testi |18.4 23,1 28,8 495

3. kusak hizl test 242 293 353 574

Yeni 282 32,9 386 57,7
immunokromatografik

dogrulama testi

Western blot dogrulama  |31,0 36,5 432 \ 64,8

testi \

Tt HIV/AIDS Tan, izlem ve Tedavi El Kitabl, 2024
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| *Duyarhilik >%g99,7 - 6zgtllik >%99,5
Tar estieri e Tiim HIV tipleri (HIV-1 ve HIV-2), subtipleri (HIV-1-N,

1.  Kusak testler: Anti-HIV-11gG

2.  Kusak testler: Anti-HIV-1/2 1gG

Kusak testler: Anti-HIV-1/2 1IgG/IgM, Grup O

Kusak testler: Anti-HIV-1/2 1IgG/IgM, Grup O, HIV-1 p24 Ag
Kusak testler: Anti-HIV-1/2 1gG/IgM, Grup O, HIV-1 p24 Ag

.PUJ

4

HIV Assay Diagnostic Testing Evolution

Indirect ELISA (HIV-1,2) Sandwich ELISA Sandwich ELISA
HIV1, 2 1gG & leM MIV1, 2 IgG & IgM + p24 Ag
Signal s 3 3
~conjugate
pro:::::Ion A Ab- conjugate N\ Patient iIg

A Patiant IgG A A 2N f - J f A A -\;] .
HIv-1 MIv-2 HIV el A 71 A e o
lysate lysate %g | pcpﬂdeo @ * Y ¥

Y 1985 1987 1991 o 197 NSO
Generation EoS 20 B L S

Antigen (Ag) Source Virus Infected Cell Lysate & Recombinant & Recombinant & Recombinant &
Lysate Recombinant Synthetic peprides Synthetic peptides Synthetic peptides

Specifigliy —t a6 >99% >99.5% 99.5% o

Saensitivity Q9% >99.5% >99.5% >99.8% 1009

Negative Window 8.10 wecks 4.6 weoks 2-3 weoks 2 weeks 2 wecks

Detects 126G Ant HIV-1 126G anti HIV-1 and 126G and lgM antl 126G and gt 112G sand lgM

b I2G anth MIV-2 HIV-1, HIV-2 and antt HIV-1, HIV-2 and antt HIV-1, HIV.
and Ag Group O Sroup O Alio SO

detects HIV-1 p24 Ag detects HIV-1 p24 Ag

Results Single result Single result Single result Single result; does Separate HIV-1 and
not differentiate Ab HIV 2 Ab and Ag
from Ag positivity results

Alexander TS, et al. Clin Vaccine Immunol 2016; 23(4).
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HIV-1 HN-1

/@k ELISA testleri:

« Bio-Rad BioPlex 2200 HIV Ag-Ab assay Tmn (oG

« Manyetik bead teknolojisi R F -
: ! E F

* p24 monoklonal ab ve HIV-1 gp160 rekombinant s

protein, sentetik HIV-1 grup O peptidi ve HIV-2 zarf :B& — @"

proteinine benzeyen spesifik epitoplar ile kapl

* Tek bir test ile HIV dogrulamasi yapilabilir?

Analitik duyarlilik: 0.33 [U/mL/<12.5 pg/mL
Klinik ozgiilliik: %99.86

Bircok calismada 4 ve 5. kusak ELISA icin duyarlilik ve 6zgllik degerleri benzer.

Salmona M et al. J Clin Microbiol. 2014;52:103-7.
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» JClin Microbiol. 2014 Jan;52(1):103-107. doi: 10.1123/JCM.02460-13 @

Clinical Evaluation of BioPlex 2200 HIV Ag-Ab, an Automated Screening 1505 6rnek

Method Providing Discrete Detection of HIV-1 p24 Antigen, HIV-1 .0

Antibody, and HIV-2 Antibody Duyarhhk /6100
Ozgiillik: %99.5

3¢ 8~ b - X o
Maud Salmona °, Severine Delarue °, Constance Delaugerre 3 t, Francois Simon ™°, Sarah Maylin

Ayirt edebilme glicti; HIV-1 %100, HIV-2 %90.7, dual %100, AHI %90.9

4. Kusak ELISA gore avantajlari; ag ve ab ayirt edebilme

Samples tested and summary of results

Sample characterization (by Architect Total no. |No. No. positive with BioPlex 2200 HIV Ag-Ab |Total |Sensitivity {pecificity Diff?
ion)2 0 o -
assay, WB, and HIV RNA detection) tested neg? Agp24 |AbHIV- [Ag+ | Ab HIV- |Undiff< no. (%) (%) capability
(%)
1 Ab .
Negative =70 TI62 |1 7 1) U ) o) 99.5
/ e ——
HIV-1 (no AHI) 420 0 0 420 0 0 420 100 \ 100
\ —
HIV-1 (AHI) 11 0 2 3 5 0 i 11 104 90.9
HIV-2 86 0 0 0 0 78 8 86 100 90.7
HIV-1 and HIV-2 7 0 0 0 0 0 7 7 100 100

*WB, Western blot.
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m HIV dogrulama icin gonderilen ornek ~ m HIV pozitifligi

15378

2019 2020 2021 2022 ilk 8 ay

HIV prevalansi diisiik olan toplumlarda false pozitiflik daha yiiksek
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Biyolojik/hatali pozitiflik

Dusuk sosyoekonomik durum, kotu
beslenme, diistik Hb diizeyi, paraziter enf

Viral ag - HLA ag arasindaki benzerlikler
Heterofil ab ve human anti-mouse ab (HAMA)

Hayvan besleyenler ve tani-tedaviamacli
hayvanlardan elde edilen serum trinleri
kullananlar

=Otoimmun hastaliklar (SLE, RA)

»Gebelik (6zellikle multiparite)

=Coklu kan transfiizyonu
"Hipergamaglobulinemi

»Akut viral enfeksiyonlar, USYE, HAV IgM,
anti-Hbc IgM, HSV-1, HSV-2, Tiberkdiloz, sitma
» Yakin zamanda asilanma (Hepatit B,
tetanoz, influenza), HIV asisi uygulanmasi
*Hemodiyaliz, renal transplantasyon, organ
transplantasyonu

*Malign neoplazm

sAlkolik hepatit, primer sklerozan kolanjit,
primer bilier siroz

Liang Y, Front Immunol, 2022

Chuwa F, et al.. IDCases. 2023 Feb 14;31:e01719.

Spivak AM, et al.. AIDS. 2010 19;24(10):1407-14

Mehdi Hage-Sleiman, et al. Clinical Infectious Diseases, 2020:70(8):1754-1757

Hatali negatiflik

\

hiicre disfonksiyonu, KiT
= Eklips dénemi, AIDS (nadiren)

negatif seroloji)

testlerin bazilarinda)
= Elite controler (<%1)
= Erken ART (6z.

negatifken);

RNA poz, p24

ile seronegatiflik ~%36
“*AHl/erken HIV enf. ART almis

testlerle) (%0-28)

= Hipogamaglobulinemi, immunsupresyon, B
»  Prep/PEP: PreP alimi ile viremi supresyonu
ab gelisimini engeller/ geciktirir (24 haftada

= Kitin saptamadigi varyantlar (6rn. subtip O)
= jkinci tamisal pencere doénemi (4. kusak

ag

“*ART (+) <6 ay cocuklarda 4. kusak ELISA

eriskinlerde seronegatiflik ~%10 (4. kusak
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—— Hizh testler

4 ’
Tam kan, serum, plazma, oral sivi, idrar ' w
Self-testing uygun
¢ é 7 _
Immunkonsantrasyon , Immunkromatografi, partikal | &~ 0
aglutinasyon prensibiyle calisir e

Cogu 3. kusak, 4. kusak (+)
Duyarlilik ve 6zgullik degisken
AHI tanimlayamayabilir e

Sonuclar hatali olabilir: Pencere dénemi, ART alanlar, ® ==
PrEP ve PEP alanlar

Reaktif test sonucu dogrulanmalidir &

= Slrveyans, tbc klinikleri, STD klinikleri, GDTM, antenatal klinik
kullanimi uygun
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testing
e Parmak ucu kan ve oral sivida ab ve ag plazmaya
gore daha dustk konsantrasyondadir

e TUrkiye’de resmi satisi yok
e WHO prequalification listte bircok HIV self-testi (+)

% World Health
=¥ Organization
45 kel 7 pregatirind  sove Gogroste proses

———- - — - —— —— — ] - ——— e ——

chrome-extension://efaidnbmnnnibpcajpcglclefindmkaj/https://extranet.who.int/prequal/sites/default/files/document_files/list-of-prequalified-in-vitro-diagnostic-products_3.pdf
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Hizli testler ne kadar glivenilir?

: Test Detects

: OraQuick HIV-1,/2 Rapid HIV-1/2 (OraSure) IgG

: HIV 1,2 STAT-PAK (Chembio) I9G
:<Zjizmme HIV Early Detect (Abbott) IgG + IgM + p24

I mine HIV-1,/2 (Abbott) IgG + IgM + p24

: Uni-Gold HIV (Trinity) IgG + IgM

: INSTI HIV-1/HIV-2 Antibody Test (bioLytical) IgG + IgM

: SD BIOLINE HIV-1/2 3.0 (5tandard Diagnostics) lgG + IgM

: DPP® HIV 1/2 Assay (Chembio) IgG

https://www.aidsmap.com/about-hiv/how-accurate-are-rapid-point-care-tests-hiv
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Determine HIV-1/2 Ag/Ab Combo pencere dénemi 19 giin
(15-25 giin). Vakalarin %99 ise 43 glinde saptanir

Pencere donemi lab testlerine gore 1-2 hafta daha uzun.
Diger kitlerle stire daha da uzun

AHl’de duyarhligi degisken: %228-%88

OraQuick Advance Rapid HIV 1/2, Clearview HIV 1/2 Stat-Pack
ve Sure Check HIV 1/2 gibi 2. nesil hizl testler
karsilastirildiginda;

I

I

I

I e Pencere dénemi 31 giin (26-37 giin)

: e Vakalarin %#50’si 26-37 glin, %99’u 57. giinde saptanabilir
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~ | 5 Afrika iilkesinde yapilan calismada sonuclar sub-optimal. 6zgiilliik %90-95

Otomatize sistem:

D Iect DR 017 Aoy AR 382200k 10 X007 Abbott, Bioplex; duyarlilik %83/%82

Assessment of HIV Screening Tests for Use in Hizl .
Preexposure Prophylaxis Programs 1211 test:
-onstance Delaugerre ! ¥, Guillemette Antoni ¥, Nadia Matjoub 1 ¥, Gites Piafoux ¥, Eric Cua 3 Vlkla, Autotest, Alere:

Armelle Pasauet B Nolwenn Hall 7, Céacile remblay b Laurent Cotte ¥, Catherine Capitant

Marie-Laure Chaix ¥ 2 '\ ranCe "““ ver 7 3 jean-Michel ‘.!;,I»m- 22, \PERGAY Study Group duyarlllll< %54_78

Sonuc tek bir hizli testle verilmemeli

Ardisik 2-3 ayri testten olusan bir algoritma gerekli
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X/

Kombine tani testleri

* Immunokromatografik test
o Kalitatif ab tespiti (IgG, IgM, IgA): HIV ve T.pallidum (TP)
® Serum, plazma, tam kan

HIV/ Syphilis

C SYF HIV
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Dogrulama testleri

Fj“”.

? -
fz ' k5 LT AT e e (e ATHL 1S S 4 Y 5 8 DO 4 WEL CLLON

% $8 sgsin g & s l;';'

1. Line immunoassay
2. Western Blot
3. Antikor ayirt edici hizli test

4.

» Ozgillik EIA’dan yiiksek, pahali ve deneyim gerektirir
* Sadece IgG tespit eder, AHI tanisinda yetersiz
* Negatif/indeterminant sonuclar HIV RNA ile test edilmeli
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zli dogrulama testi

Band 3 P31 (HIV-1 ervelope proten) Bang & P24
(HIV-1 polymerase protein) (HIV-1 Gag (core) protein)

Band 1. Gp 38

® HIV-1ve HIV-2 antikorlarini ayri ayri
saptayabilir

® Duyarllik WB ile benzer ancak
indeterminant sonuclar daha az

® HIV-1ve HIV-2’ de capraz reaksiyon
nadir (%0.4)
Oz.le AHI ve lipemide cross reax sik

Kolay uygulanabilir ve hizli (30 dk)
WB altin standart olarak kabul edildiginde:

Duyarhlik %99-100 ve 6zgiilliik %299.1-100
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> PLOS One, 2018 Jun 21:13(6):e0199502. doi: 101371 joumal pone. 0199502, eCollectson 2018

Performance of the HIV Blot 2.2, INNO-LIA HIV I/II
Score, and Geenius HIV 1/2 Confirmatory Assay for
use in HIV confirmation

Chur Ching Wong ', Siew Hoon Lim hay Teng Tan ', Sook Yin Lu Yee Leng Lee

 Chan 1 2 WB altin standart;

LIA ve HIV % ayirt edici dogrulama
testi ile benzer sonuclar; AHl/erken
enf tanisinda LIA ve Geenius
s zs; WB’den iyi

s ekt 0 i syt g el Mo i e Duyarlilik, 6zgdllik: %100, %298.8

Fujireblo INNO-LIA HIV I/TI Score  Blo-Rad Geenlus HIV 1/2 Confirmatory Assay
Test Scxmlm(y" [95% C1] | 100% [98.2-1000] (203/203) 100% [98.2-100.0] {203/203)
Test Specificity [95% C1] | 98.8% [95.6-99.9] (159/161) G8.8% [95.6-99.9] (159/161)

g predictive value' | 99.0% [96.2-99.8] 59.0% [96.2-99.8|

100%

*HIV positive cases include HIV-1 positive and HIV-2 positive (total: 203 cases)
"Negative MP-WB samples that were tested indeterminate by INNO and Geenius were considered as HIV “false

positive” by INNO and Geenius in the predictive value calculations

Moon H, Huh HJ, Oh GY, Lee SG, Lee A, Yun Y, et al. Evaluation of the Bio-Rad Geenius HIV % Confirmation Assay as an alternative to Western blot in the
Korean population: A multi-center study. Plos One 2015; 10:€0139169.

Serhir B, Desjardins C, Doualla-Bell F, Simard M, Tremblay C, Longtin J. Evaluation of the Bio-rad Geenius HIV 1/2 assay as part of a confirmatory HIV testing
strategy for Quebec, Canada: comparison with Western blot and Inno-Lia assays. J Clin Microbiol 2019; 57: e01318-e98.

Montesinos I, Eykmans J, Delforge ML. Evaluation of the Bio-Rad Geenius HIV-1/2 test as a confirmatory assay. J Clin Virol 2014; 60: 399-401.
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Tablo Ill. Geenius™ HIV 1/2 Antikor Ayurt Edici Hizli Dogrulama Testi ve INNO-LIA HIV Score Testlerin

Karsilastirilmasi**
Geenius™ LIA LIA+ NAT*

Duyarlilik (9695 GA) %99.8 %98.3 %99.7
Ozgiilliik (9695 GA) %89.8 %85.3 %99.7
PPD %97.4 %96.4 %99.9
NPD %99.4 %92.6 %98.9
Uyum %97.85 %95.74 %99.76
Kappa (k) degeri 0.931 (SE= 0.010; %95 0.862 (SE= 0.014; %95 0.992 (SE= 0.004; %95

GA= 0.911-0.951, cok iyi) GA= 0.834-0.890, cok iyi) GA= 0.985-0.999, cok iyi)
Testin yorumlanmasi Otomatize, manual Manual Otomatize, manual
Test suresi 30 dakika 3 saat En az 8 saat
Test basamak sayisi 3 >15 > 30
Dokimantasyon Otomatize, elektronik Manual Otomatize, elektronik
izlenebilirlik Evet (otomatize) Hayir (manual) Hayir (manual) (PCR icin

otomatize)

GA: Guven araligi, PPD: Pozitif prediktif deger, NPD: Negatif prediktif deger.
* HIV-T RNA revers transkriptaz polimeraz zincir reaksiyonu (RT-PCR), HIV-2 RNA/DNA PCR.
** Analizlerde referans yontem kombinasyonu olarak Geenius™ HIV Y2 ve HIV RNA testleri birlikte kullanilmistir.

Demir T, et al. Yeni HIV Tani Algoritmasina Gegis Siirecinde Ulusal HIV-AIDS Referans Merkezi’nin Deneyimi: Line-immunoassay Test ve
Bio-Rad Geenius™ HIV-1/2 Antikor Ayirt Edici Hizh Dogrulama Testleri Karsilastirmali Analizi
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Molekitiler testler

<18 ay bebeklerde HIV tanisi
AHI tanisi
Tedavi takibi

Testin tan1 kapasitesi kitin
LoQ ve LoD degeri ile iligkili

Tablo 3. HIV NAT kitlerinin &zellikleri 1(6)

Kit adi Metot Hedef bdlge Onek LoD Loy
Abbott RealTime HIV-1
RT-PCR (kantitasif) integraz Flazma 25 kopya/mL (43,110 /mL) 40 kopya/mL (58,2 1U/mI)
Abbott, USA
Alinity mHIV-1 (Abbott), X o . Serum (kalitatitif), . 20 kopya/mL (327,
USA RT-PCR (kantitatif) | integraz, LTR plazma, DBS 13.8B kopya/mL (22,7 1U/mL) 1u/mL)
Aptima HIV-1 Quant Dx Flazma:12 kopya,/mL(35
Assaye Hologic, USAI N N Tam kan, plazma, 10/mL) 30 kopva_me(m
TMA (kansitarif) LTR, pol P /mL
serum (kglitatif) Serum: 8,9 kopya/mL (25 fmL)
u/mL)
cobas HIV-1 (6200/8800) . N Plazma, 13,2 kopya/mL (22 1U/mL] .
Roche, USA RT-PCR (kantitasif) Gag, LTR pye/me /mL) 20 kopya/mL (33 U/mL)
DBS 790 kopya/mL (1316 IU/mL)
cobas HIV-1/HIV-2 I HIV-1:805,8 IU/mL (474
?;:IIEIWE MNAT, Roche, RT-PCR [kalizatif) TR HIV-2- Seruns, p.lazr.nja DBS kopya/mL)
LTR HIV-2:227 IU/mL({1136
kopya/mL)
SAMBA I HN-1 Oypal Whole
Blood Test, Disgnostics for the | RT-PCR (kalitatif) LTR Vendz/kapillertam kan | 433 kopya/mL {453 IU/ml) 284 kopya/mL
Feal World Lid, CA, USA
Cepheid  Xpert® HM-1 Cual I EDTA kapiller kanveya | Tam kanda <200 kopya/mL, Tam kan: 162 kopya/mL
YC Sweden RT-PCR (Kalisaaif) LTR, pol vendz tam kan, DBS | DBS 500 kopya/mL DBS: 706 kopya/mL
Capheid Xpert HN-1 Viral Load LTR, pol
XC, Solna, Sweden RT-PCR (kantitatif) Flazma 13.6 kopya/mL (283 1U/mL) 40 kopya (83.3 IU/mL)

Fields Virology. Ed. Knipe DM, Howley PM. - 7th ed. Philadelphia, PA 19103, USA. Volume 3. HIV-1: Replication, Pathogenesis, Clinical Manifestations, and Treatment. Ed. Kuritzkes DR, Koup

RA, 2023.

Alexander TS. Human immunodeficiency virus diagnostic testing: 30 years of evolution. Clin Vaccine Immunol 2016; 23:249 -253.

Consolidated guidelines on differentiated HIV testing services. Geneva: World Health Organization; 2024. Licence: CC BY-NC-SA 3.0 IGO.

HIV/AIDS Tani ve Tedavi Rehberi, 2019, Halk Saghig1 Genel Midirligii, Saghk Bakanligi Yaymn No 1133, Ankara, 2019.
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olekller testler

* Hizli, hasta bagi, klinik yonetimi kolaylastiran testler

* Sonug suresi kisa

* WHO prequalification listesimde: Xpert® HIV-1 Viral Load (Xpert) m-PIMA™
HIV-1/2 Viral Load Test

Xpert HIV Qual (LTR): 9o dk sonug, e
LOQ: 40 kopya/mL e ey

TestResull |4y 1 DETECTED 5.34£05 coplesiml (log 5.73)

Xpert HIV VL XC: LTR ve pol |
5 600
| " ' Ao §
| )

Figure 3. Result: HIV-1 Detected and Quantified (GeneXpert Dx System and GeneXpert Infinity System)
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* BMC Infect Dis, 2025 Jan 6,25:26, dol: 10 11086/512879:024-10384.2 (2

Feasibility and staff acceptability of implementing Xpert HIV-1 viral load

Hizli PCR sistemi rutin PCR

point-of-care testing: a pilot study in San Francisco Sistemleri (Roche) 11e aynl
Kelvin Moore Jr ', Noelle Le Tourneau ', Joamin Alvarez ?, Santos Rodriguez ?, Janessa Broussard ', Plerce duyar11111< Ve 6Zgﬁllﬁl<te
Cédrle Crouch ', Jorpe Roman ', Patricla Defechereux *, Jason Bena *, Kimberly. A Koester ', Lissa Maran ',

Chelgtopher Pleher ', Bobert Grant ¥, Katerina A Chiistopoules

Multicenter Study
Epub 2020 Jul 27.

Multicenter evaluation of Xpert HIV-1 viral load
assay for HIV quantification in China

Lifeng Liu ' 2, Renni Deng 3, Yunlan %, LiLi ' 2, MeiLi 3, BinSu ! 2,

> J Med Virol. 2020 Dec;92(12):3295-3300. doi: 10.1002/jmv.26295.

Basit
Hizh

Dogru sonug

Devasena Gnanashanmugam °, Yi-Wei Tang *, Hao Wu 1 2, Jing Wang *, Xiaoli Cai 4, Uyum: %99 (Abbott lle)
Tong Zhang ' 2
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v Komparator test: Roche
Diagnostic Accuracy of the Rapid Xpert HIV-1 Viral o .. 9
Load XC, Xpert HIV-1 Viral Load, & m-PIMA HIV-1/2 || 3 farkli POC degerlendlrllmls

Viral Load in South African Clinics 1000 kopya/mL lgll’l, Xpert XC (%97_%98),
el ol ol v wnswsilorson: bl ol || Xpert VL (%100-%96) ve Mpima (%92-%99)
e o ooz A e Al e 50 kopya/Ml ; %93-%96; %95-%95;

LLV i¢in Xpert daha iyi

Validation of the point—-of—care (POC) technologies | POC testler: Xpert ve m_PIMA
Xpert HIV-1 Qual and m—-PIMA HIV 1/2 detect for | ) )
early diagnosis of HIV-1 and HIV-2 in Senegal Referans test: ROChe, Blocentrlc

Duyarlilik: %100
Ozgiilliik: %100
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Dijital PCR (Ultrasensitive PCR)

Partition PCR Detection
anplification

Dijital PCR duistik sayida DNA sayisini kantite edebilir

Ornegi bélmelere ayirir (droplet) sonrasinda, her bir
X . bélmede saptanan DNA 6lcilir

2 'n siantard PCN

*m a a’

(1 © e © ' -

-l - . - w— @ 2
—— = i 2 e

2 ) g Q

Wy | = - 8 3
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Bio-Rad's QX200 Droplet Digiad PCR system (] -
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B -
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Molekiiler testlerde sorunlar

Hatali pozitif PCR:
Kontaminasyon: ilk tanida diisiik
dizey pozitiflik ?
CAR-T tedavisi alan kisilerde hatali
(+) sonuc. Bu kisilerde serolojik
testler yapiimali

Hatali negatif PCR:

Uygunsuz 6rnek tipi ve yanls tipe alinmis drnek,
hatali etiketleme

Ornekte viral degradasyon, inhibitor varlig
Farkli HIV-1 alt tipleri ile duyarlilik farkl

Hedef bolgede mutasyon, delesyon, insersiyonlar
(dual target kitler kullaniimalr)

Hedef bolgeye afinitenin disiik olmasi (uygun
olmayan primer-prob)

PrEP, erken ART, elite controller ya da defektif HIV
replikasyonu, CCR5A32 mutasyonu, belirli HLA tipleri
varligl, Hipogamaglobinemi, immunsupresif kullanimi
: DUsik diizey viremi ya da viral yk
saptanamamasina neden olabilir

Fields Virology. Ed. Knipe DM, Howley PM. - 7th ed. Philadelphia, PA 19103, USA. Volume 3. HIV-1: Replication, Pathogenesis, Clinical Manifestations, and Treatment.

Ed. Kuritzkes DR, Koup RA, 2023.

Alexander TS. Human immunodeficiency virus diagnostic testing: 30 years of evolution. Clin Vaccine Immunol 2016; 23:249 —253.
Consolidated guidelines on differentiated HIV testing services. Geneva: WHO); 2024. Licence: CC BY-NC-SA 3.0 IGO.
HIV/AIDS Tan1 ve Tedavi Rehberi, 2019, Halk Saglig1 Genel Midiirliigii, Saglik Bakanligi Yayin No 1133, Ankara, 2019.

Keri VC, et al. Open Forum Infect Dis. 2023; 11;11(1):0fad633.
Ariza-Heredia EJ, et al. Diagn Microbiol Infect Dis. 2017;88(4):305-307.
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~ Yeninesil testler: Proviral D

i
) Opess Fovun hifertious Oisaase:
e 7 JA1DSA ivmaoll |
L #vent et tee . o P —— -
i Wutlons Ny t 2 A Strategy for PrEP Clinicians to Manage /\mhlg,lmux HIV
AR N 5 Test Results During F nllu\\ -up Visits
x otetee Buoe K Smtd Wikian B Suiser. Prby fomic iew P Seloes Towtdy & Giaede. Sivns Mo ova Lobs Scane. snd Juta | Brects
ietany
Srairyiiematy _7"-'.%
e \_4./
— N
N -:‘-4 3

Actee by

Tam kanda hicre iliskili proviral DNA saptanmasi hedeflenir
HIV ile enfekte ama aktif olmayan virlis saptanir
HIV konfirmasyonunda en duyarli metotlardan

e Yenidoganda HIV dogrulamasinda (6zgllik dogumda %99.8 ve dogum
sonrasl 1., 3. ve 6. aylarda %100)

e Indeterminant seroloji

e HIV ab saptanan ancak HIV-1 RNA saptanmayan PrEP alan kisilerde tanida
yararli

American Academy of Pediatrics Committee on Pediatric AIDS. HIV testing and prophylaxis to prevent mother-to-child transmission in the United States. Pediatrics
2008;122(5):1127-1134.

Lilian RR, Kalk E, Bhowan K, et al. Early diagnosis of in utero and intrapartum HIV infection in infants prior to 6 weeks of age. ] Clin Microbiol. 2012;50(7):2373-2377.
Smith DK et al., Managing Ambiguous HIV Tests in PrEP, OFID 2018
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-y o : ) \__’—
__Latent HIV rezervuarin tespiti

Viral
joutgrowth
lassay (VOA)

PCR

Alu-PCR

[Intact
provical
DNA assay
(IPDA)

ISH and flow
cytometry

Assay

The replicable proto-virus was measured by diluting resting CD4"T cells to
activate intracellular viral gene expression and induce the release of HIV from
latent infected cells

Detection of HIV DNA using primers/probes

Testing for HIV DNA to determine the amount of HIV DNA carried

Detection of HIV DNA for absolute HIVquantification

The amount of integrated HIV DNA was measured to evaluate the size of the
latent reservoir

Complete proviruses were measured by multiplex digital PCR, and different
defective proviruses were verified by plasmid control

CD4'T cell frequency of latent HIV proto-virus was measured by Tat/Rev
induced restricted dilution test

mRNA and viral proteins were ed after T cell activation

Advantages and disadvantages

The gold standard for measuring latent HIV
reservoirs

But it is expensive, time-consuming, requires a lot of

blood culture and underestimates the size of the
latent reservoir

Simple, fast, and provides a
supplement for VOA experiment
But it's possible to overestimate
the size of the repository

Fast and able 1o distinguish between intact and
defective proviruses
But it didn’t screen the whole genome

High sensitivity and stability
But the transcripts measured may come from
defective provirus genomes

It has high sensitivity and

can phenotype host cells

But it can not prove that RNA or
proteins are made by replicating
protoviruses
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= Vakalarin %95’inde 4-6 hf, > %99’unda li¢ ayda serokonversiyon izlenir. Riskli olay
veya bulas sonrasi 45. giin alinan NEGATIF sonuc¢ enfeksiyonu biiyiik olasilikla
dislar.

= STD, Tbg, IV bagimlilik klinikleri, cezaevleri, seks iscileri, MSM, transgender HIV
testinin yilda bir kez tekrari 6nerilir (Riske bagh olarak 3-6 ayda bir (CDC, WHO)

ART baslamadan tani testlerinin hizh testler tekrari 6nerilir.

Hatali negatif sonuclarin alinabilmesi nedeniyle ART alan kisilerin tekrar test
edilmesi 6nerilmemektedir

* 2008 European Guideline on HIV Testing, BASHH statement on HIV seroconversion window period. CDC MMWR Weekly [ August 11,
2017 [ 66(31);830-832

* Consolidated guidelines on HIV prevention, testing, treatment, service delivery and monitoring: recommendations for a public health
approach. Geneva: WHO; 2021. Licence: CC BY-NC-SA 3.0 IGO. 2024
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