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Table 17.1. Potential populations and programmes for integration to promote
hepatitis testing

Disease High-risk groups and potential programmme integration

Hepatitis B - Infants of infected mothers (delivery units, maternal and child health
[under-5 and immunization] clinics)
=  Children in endemic regions {(maternal and child health [under-5 and
immunization] clinics)
=  Sexual transmission in adulls (5T1 and HIV clinics)
- People who inject drugs (harm reduction and drug treatment services)
- Health-care workers (occupational health)

Hepatitis C =  People who have received unsafe therapeutic injections/blood products
{health promotion)
- People who inject drugs (harm reduction and drug treatment services)
=  Men who have sex with men (STl and HIV clinics)
- Health-care workers (occupational health)




SYNTHESE DE LA RECOMMANDATION EN SANTE PUBLIQUE

Réévaluation de la stratégie de dépistage
de linfection a VIH en France

Mars 2017

—

genérale agee de 15 a 70 ans « au moins une fois dans la vie » lors d’'un recours aux soins, en dehors de foute notion
d’exposition @ un nsque de contamination par le VIH. Elles préconisaient aussi le renforcement d’'un dépistage ciblé et

Messages clés

= La pnionté doit étre accordee au dépistage de l'infection a VIH au seirj des populations clés] Il convient ainsi de renforcer
la fréequence du depistage dans ces populations :
» tous les 3 mois chez les HSH ;

» tous les ans chez les UDI ;
» tous les ans chez les personnes onginaires de zones de forte prévalence de l'infection a VIH, notamment d'Afnque

subsahanenne et des Caraibes.
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Qui dépister

France: ANRS /AFEF/HAS 2014

Recommandations
1. Poursuivre june strategie de depistage cible des Infections virales B et C en
fonction deq facteurs de risgue de cﬂntaminatiﬂnjv::{}nmle cela est actuellement
recommande. mais associer a cette stratégie une information de grande ampleur
de la population geénerale et des medecins generalistes. Cette action pourrait s’ins-
crire dans le cadre du contrat d’objectifs et de movyens entre 1’Union nationale
des caisses d’assurance maladie et 1’Etat et faire 1’objet d’un objectif de santé

ublique propose a chaque medecin.
2. Elargirhes stratégies de dépistage aux populations suivantes :
— hommes agés de 18 a 60 ans.
— femmes enceintes deés la premieére consultation prenatale.,
en evaluant regulierement ces strategies.
3. Associer dans tous les cas la recherche des trois virus VHE., VHC et VIH.
compte tenu des similitudes epidemioclogiques et de la possibilite et de I'interet

de tests groupes.
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WHO TO TEST FOR CHRONIC HEV INFECTION

Testing apprna::h Recommendations™

population testing

. In settings with a =2% or 25%" HRsAE seroprevalence in the general population,
IS Tl e At ai sauits have routine access o and be offered HEsAs
serolopgical testimg with linkape to prevention, care and treatment sarvices,

General population testing approaches shoukld make use of existing communiby-
or health facility-based testing opporfunities or programimes such as at antenatal
clinics, HIY or TE clinics,

@MGMI m&umm@iﬂw quality of evidence

- In_sellings wilth_a =2% o =L%%! HBsAg seroprevalence in the general
population, il is recommended thal HBsAgz serological tesling B roulinely olfered

b all pregnant weoamen in antenatal clinics?, with linkage o prevenlion, care and
Irealment services., Couples and parlners in anltenaltal care sellings shoukd be
olfered HBEY lesh SETVICES.

gualify of evidence

: . Im all zettings (andgreardiess of whether delivered through facilify- or community-
is recommendad that HEsAs serological testing and linkage to

care :-md ’rn:-.s’rmu:n’r sgmvices e offered to the following imdividwals:

«  Adults and adolescents fromm populations most affected by HEBY infection?®
{i.e. whio are either part of a population with high HBY seroprevalence or wiho
hawe a history of exposure andfor high-risk behaviours for HEBY imfectiond;

= Adults, adolescents and children with a clinical suspicion of chronic viral
hepatitis* (i e. symptoms, signs, laboratony markers);

= Sexual partners, children and other family members, and close household
contacts of those with HBY infection®;

= Health-care workers: in all sellings, il is recommended thal HB=sAs serological
lesting b olfered and hepalilis B vaccinalion given o all heallth-care workers
'n'hl:r ha'.'e nol lJ'H'EI'I 'n.ra-cunale-l:l praviously (adapied frorm exislivng guicance o

ith linkage to
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Hepatite C

populations

General
population testing

Iy =l EE:HIHEE (and P=pardless ol whelhaer daelivered thirough Tacility - o cormrmurily
B b 3 s recommended thal sercdogical lesting lor HEY antibody {anli

H:_‘;‘..-':ﬂ be III-'I'IEI'-E!L'I wilh linkage o prevenlion, care and reatmenl sarvices o e

Tollowing imdngid usals:

=  Adults and adolescents from populations most affected by HCV infection®
ti.e. who are either part of a population with high HCV seroprevalence or who
hiawe a history of exposure anddor high-risk behaviours for HCV infection;

=  Adults, ad-n-les::ents and children with a clinical suspicion of chronic wiral

ptoms, ﬂgns. lal:h::-ratn::-rj,r markers}.

MNota: vusimg HCW HAT sﬂmurd e considered for Hhosa with
artg::-ing r.fsi: af acqguisition or reinfaction.

|:u;:|p { nat all adults have access to and be offered HCW
s.emiuglt:al mﬁnnﬂ. wlth Imh.-ag-e o prevention, care and treatment services.
Genaeral population lesling approaches shoulkd make use ol existing cormmuonily- or
lacilily-based leshing opporlunilies or pragrammes such as HIV or 18 clinics,
drug reatment services and antenatal clinics®.

@3.‘ rmﬂmnmn@v quaiity of evidence

Birth cohort
testing

2. This approach may be applied to specific identified birth cohorts of older persons
at higher risk of infection® and morbidity within populations that have an overall
lower general prevalence.

Cawrnditinnal recovrimendation, ow gluaiity of evidaencs
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France: ANRS /AFEF/HAS 2014

Recommandations

Poursuivre une strategie de deépistage cible des infections virales B et C en
fonction des facteurs de risque de contamination comme cela est actuellement
recommande. mais associer a cette stratégie une information de grande ampleur
de la population geénerale et des medecins generalistes. Cette action pourrait s’ins-
crire dans le cadre du contrat d’objectifs et de movyens entre 1’Union nationale
des caisses d’assurance maladie et 1'Etat et faire 1’objet d’un objectif de sante
publique proposé a chaque medecin.

Elﬂl‘g‘ir les strategies de dépistage aux populations suivantes :

— hommes agés de 18 a 60 ans.

— femmes enceintes deés la premieére consultation prenatale.,

en evaluant régulierement ces stratégies.

Associel dans tous les cas la recherche des trois virus| VHB, VHC et VIH.

compe tenu des similitudes epidemioclogiques et de la possibilite et de ['interet
de tests groupes.
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iy Available online at www.sciencedirect.com
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ELSEVIER Transfusion Clinigue et Biologique 11 (2004) 26-32

EUROSAT 2003
Should HBV DNA NAT replace HBsAg and/or anti-HBc screening - Bilan du DGV VIH et VHC en France
of blood donors? entre le 01/07/2001 et le 31/12/2014 (37,0 millions de dons)
Le DGV ne devrait-il pas remplacer la recherche d’Ag HBS et/ou d’anti
HBC dans le dépistage du virus de I’hépatite B, chez les donneurs de VIH VHC
sang? N % N %
Michacl b Busch ™ DGV +/Ac + 428 92,7 1798 66,9
| DGV +/Ac - 21+ 1 Cos)
Asian Joumal of Transfusion Science - vol 8, kssue 1, January - June 2015 DGW"‘-t - 1’ AC + 1 3 k% 2’8 B?s 32’6
Automated nucleic acid amplification
testing in blood banks: An additional Total 462 100 2571 100
layer of blood safet . :
yer of Boot .y Do AnEHECTELTSVPNT 4 g Fg, dont1 ALAT et1 Anti-HBc#
Pragati Chigurupati, K. Srinivasa Murthy ' 1 immunosilencieux {4muia]|
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Source : In¥W3, INTS, EFS, CTSA

DOI: 10.7B60/JCOR/2016/16581.7319 Review Article

Automated Triplex (HBV, HCV
and HIV) NAT Assay Systems
for Blood Screening in India

Biotechnology Section
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Place des tests rapides d’orientation H é pat|te B

diagnostique (TROD) dans la strategie
de depistage de I'hepatite B

Juin 2016

Une strategie de depistage fondee sur la détection des trois margueurs de I'infection par le

virus de I'hépatite B

La stratégie de dépistage de I'hepatite B repose actuellement sur la détection des trois marqueurs de l'infection a VHEB
(Ag HBs, Ac anti-HBs, Ac anti-HBc) par un test Elisa réalisé a partir d'un prélévement veineux.

La recherche des trois marqueurs d'emblée présente I'avantage de permettre de déterminer le statut immunitaire exact de
la personne dépistée et donc de réepondre au double objectif du dépistage qui vise a identifier :
» |les personnes atteintes d'une hépatite chronique pour permettre leur prise en charge précoce ;

» |les personnes exposees au risque n‘ayant jamais eu de contact avec le virus de I'heépatite B afin de leur proposer une
vaccination.

Si contexte suspect /évocateur = les 3 marqueurs
(hépatite B occulte)

NON indiqué chez les donneurs de sang en Tunisie
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JOURMNAL OF

“ EASL | HEPATOLOGY

VWho to test and how to test for chronic hepatitis C infection -
2016 WHO testing guidance for low- and middle-income countries

Review

Philippa ]. Easterbrook®, on behalf of the WHO Guidelines Development Group **

Table 4. Advantages and disadvantages of different assay formaits | 34].

Advantages

Disadvantages

ElA, CLIA, ECL

—>Sensibilité/

Spécificité

RDOTs

-> Améliorer

I’acces au
dépistage

Superior clinical/diagnostic and analytical sensitivity/'specificity
High throughput possible (=40 per day per operator)

High throughput greater when using automated
immuncanaly sers®

Objective, automated reading of results, but not for line blots
or simple assays

Within-assay procedural quality control

Accessible at the lowest level of the health care system
(including community settings)

Does not specifically require laboratory facilities

May be carried out by trained lay- providers and healthcare
workers, as well as laboratory technicians

Can be used with less-invasive specimens that do not require
venepuncture such as capillary whole blood or oral fluid

If testing at or near to point-of-care, same day results are
possible which may reduce individuals that are lost to follow-
up and therefore do not receive their test results

Devices can be stored at 2 to 30 °C

Requires laboratory facilities, equipment, e.g., EIA plate
washers, readers, incubators or immunoanalyzers or random-
access analyzers.

Requires trained laboratory technician

Reagents require refrigeration

Requires venepuncture to oblain specimen

Time to result =3 hours and generally batched as one run if
manual ElA

Lower clinical and analytical sensitivity/'specificity

Less sensitive in certain populations such as
immunosuppressed, and HIV positive individuals.

Ineffective within-assay quality control, i.e., most RDTs do not
control for specimen addition

Lack of test kit external control reagents for quality control with
moast RDOTs, but some exceptions, e.g., Oraquick

Stability at room temperature is impacted by environmental
factors, e.g., heat, humidity, storage conditions

Subjective reading and interpretation of results

Requires manual transcription of testing results into laboratory
logbookftesting register, partially mitigated by automated RDOT
readers
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N Avantage

Inconvénient

TROD

-Réalisable en tout lieu

(lieux fréquentés par les populations cibles : a
risque)

-Stockage : température ambiante

- Pas de matériel /structures supplémentaires
-Facilité d’emploi

- Formation facile du personnel

- Acceptabilité > prélevement veineux
(moins invasive)

-Rapidité du résultat : N perdus de vue

- manque de sensibilité : phases précoces de
I'infection (=3mois), immunodéprimés, VIH+

-Peu de tests validité CE/FDA

(a cause de la spécificité /sensibilité)

-Subjectivité de lecture

- Pas de contrdle de qualité/c.externe

- Probleme d’élimination des déchets infectieux si
en dehors des circuits de soins

- Prix généralement élevé

- Tragabilité des résultats: manuscrite

.-q

- Sensibilité +++ b
(y compris en primo-infection)

- Spécificité +++

- Automatisable / haut débit

- Prix avantageux (kit hors matériel)

- Tragabilité et enregistrement des résultats

-Chaine du froid

-Structures /personnel qualifié/matériel pour le
prélevement

(local/infirmier /aiguilles/ tubes...)

- Structures /personnel qualifié /matériel pour le test
sérologique
(local/technicien/réfrigérateurs/centrifugeuse/lecteur
DO...)

-Invasive (> trod)

-Minimum 3h (svt>24h) pour le résultat

Pour optimiser le cout : « passer en série »

- Certains kits: Trop sensibles : plusieurs FP
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Inconvénient TROD
SENSIBILITE+++ : Faux négatif?

La moindre sensibilité des TROD est expliquée pdrla nature des aﬂﬁgéﬂesmm—
corps utiliséss1a Tiaison des antigénes et des anticorps a température ambiante-et non a
37° C comme dans les tests EIA et la nature des matrices biologiques utilisées. Le temps
<de réaction (maximum 30 mifutes) diminue egalement la sensibilite. La spécificite des
TROD est bonne mais tout résultat positif doit étre controlé par une methode de reférence.
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7 .4. Rationale for the recommendations on which
assay to use

GUIDELINES
A e et Use of ElAs. In settings where existing laboratory testing infrastructure is available and

there is good access to laboratory services, ElAs were recommended as the preferred testing

method for several reasons:

1. Although RDTs and ElAs fd similar clinical sensitivity and specificity when
compared to an EIA reference standard, the sensitivity of different RDTs was highly
variable, and some RDTs had suboptimal sensitivity.

FEBRUARY 2017

In HIV-infected individuals, clinical sensitivity of RDTs was poor (?2@1-‘:1 appears
0

3. The analytiGal sensitivity is much higher for ElAs (50- to 100-fold higher). The benefit
of more analdically sensitive 3SSaVs with berter nminns of detection is that it improves

detection in persons with primary infection, and in individuals in whom HBsAg levels are

extremely low.

4, A confirmatory test using a neutralization step can be incorporated into laboratory-
based ElAs.
5. Testing using laboratory-based ElAs can be automated and may be more appropriate

and cost—effective in settings where there are many tests being performed per day
(=40 per day per operator).

Key challenges to the use of RDTs include the limited awvailability of guality-assured
RDTs for HBEBsAg detectio ensitivity compared to laboratory-

ods, and thalQvery few HBsAg RDTS mget the analytical sensitivity (Lol
O 130 1UmLiNrequired by 1 ' Howewver, owverall, the Guidelines
Dewvelo Group considered that the benefits of RDTs in terms of increased

access would mitigate potential harms related to lower accuracy, especially if there
was careful selection of RDTs that met minimum performance criteria.
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Global Health Sector Strategy on
viral hepatitis, 2016—2021

Optimize diagnosis

New diagnostics technologies and approaches would improve viral hepatitis diagnosis and patient

monitoring, especially for hard-to-reach priority populations. The required innovations include:

- Simplified and reliable diagnostics, including rapid diagnostic tests for diagnosing HBV and HCWV
infection.

- Point-of-care tests to measure HBV and HCV viral load (and HCV antigen) to guide treatment
decisions.

- Simplified methods to reliably assess liver fibrosis and cirrhosis.
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Who to test and how to test for chronic hepatitis C infection —

y JOURMNAL OF
oC EASL | HEPATOLOGY

2016 WHO testing guidance for low- and middle-income countries

Philippa J. Easterbrook®, on behalf of the WHO Guidelines Development Group **

How to test — testing strategies

(i) The use of a single quality assured serological assay (either an _
immunoassay (EIA or CLIA) or rapid diagnostic test (RDT)) to detect HCV

antibody that meets minimum performance standards is recommended.

EIA / CLIA ou TROD
Minimum de critéres
de performance

l(ii) RDTs are recommended in settings where there is limited access to
laboratory infrastructure and testing, and/or populations where access to

rapid testing would facilitate linkage to care and treatment.

(iii ] Nucleic acid testing (MAT) technologies (either quantitative or qualitative
Jdetecton of NCw RNA) 15 recommended as the preferred testing stateqy

to diagnose active HCV infection; but detection o

where the assay has comparable clinical sensitivity to NAT technologies,
may be considered as a aliernaiiva

(iv) The use of capillary whole blood dried blood spot (DBS) specimen
collection for both HCV serological and NAT technologies may be

considered to facilitate access to testing in certain settings where there are
either no facilities or expertise to take venous blood samples; or in persons
with poor venous access; or where quality-assured RDTs are not available

or their use is not feasible.

TROD Si acces labo limité
Et/ou soins/ttt facilités

Le diagnostic : PCR
+/- Ag VHC




Place des tests rapides d’orientation

HAS

HALUTE AUTORITE DE SANTE

RECOMMANDATION EN SANTE PUBLIQUE

Heépatite C

diagnostique (TROD) dans la

stratégie de dépistage de I'hépatite C

Avis du groupe de travail HAS

Le depistage de I'hepatite C repose sur la detection des Ac anti-VHC seéeriques
par méthode immuno-enzymatique (Elisa de 3°™° génération), qui reste la me-
thode de reference (cas general).

Compte tenu de leurs performances satisfaisantes et au regard de leurs avan-
fages par rapport au depistage classique, le groupe de travail a considere que,
pour certaines populations pour lesquelles ils apparaissent plus adaptes (cas
particulier, cf. infra), les TROD pouvaient &tre utilises en premiere intention, sous
reserve d'une information eclairee des personnes a depister sur leurs limites de
sensibiliié el speécificiie et sur la_coniirmaition_diagnosiique _qui_resie indispen-
sable en cas de positivité et impose un prelevement veineux.




Algorithme de dépistage de ’hépatite C au sein des populations a risqgue ciblées (ANAES 2001)
Cas particulier uniguement au sein des populations
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FIG.3. Summary algorithm for diagnosis, treatment and monitoring! of chronic HCV infection

GUIDELINES
ON HEPATITIS B AND C TESTING
ol ol

g@} World Health
WY Organization

SEROLOGICAL
TESTING

FEBRUARY 2017
Anti-HCW + [reactive) Anti-HCW — (non-reactive)
Report positive Report negate
|
Compatible with current or past - ~ - .
HCV infect Mo semological evidenoe of HCW infection

|

=l
L=
=
Lad
=
=
=
=
] L L
E Hmllasrﬁ I:;i;:rmd N HCV RMA fest or cAg -
E twith wiral load i awailablz) Repaort nat detected
E I |
8 Compatible with virmemic HCV infection Mo current viraemic HOW

e

FACTORS TO BE CONSIDERED IN
PRIORITIZING TREATMENT
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2. RisK of accelerated Mrosks (8 g HW of HEY
colnfiection, metabolic syndimome, high leved of
alcohod use)

3. Exfrahepatic manitestations and evidence
of end-organ damage (= 5. denlissting fatigue,
vESCUEDES and ymphopeoiierative dEorders)

4. Significant psychosocial mortddity (2.5, due
I sigma, sciminaton, fesr of ransmisskon

I ofhers}h

5. Maximizing reduction in ncldence (eg. In
PWID, MSM, prisonars, sax workers, woimen of
childbearning age, nealth-care workers)
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SUMMARY ALGORITHMS

{@} World Health
Yo Organization

FIG.2. Summary algorithm for diagnosis, treatment and monitoring® of chronic HBV infection
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* Quels criteres d’un bon TROD?

Oms 2003 : l'idéal

- Bon marché

- Spécifique
= Prix attractif (Affordable)
= Sensible (Sensitive) ) SenSIbIe
= Specifique (Specific) - Résultat en moins de 30min

= Facilité d'utilisation en un minimum d’étapes (User-friendly)

= Robuste et rapide (Robust and rapid) - FaC"e a reallser

= Sans equipement speécifique (Equipment-free)

- Maximum de 3 a 4 étapes,

OmxXCwwnd

= A disposition de tous ceux qui en ont besoin (Deliverable)

-température ambiante,

- par du personnel formé soignants ou non

- directement aupres des personnes exposées
- hors des structures classiques de dépistage

- Sans matériel spécifique (centrifugeuse, tubes)
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List of in vitro diagnostics eligible to tender for procurement by
WHO in 2016 (including WHO prequalified in vitro diagnostics)

Laboratory evaluation acceptance criteria for serology assays:

Analyte ElAs Simple assays/rapid diagnostic tests
anti-HIV-1/2 and/or Initial sensitivity: 100% Initial sensitivity: 2 99%
HIV-1 p24 Ag Final specificity: =2 98% Final specificity: =2 98%

Inter-reader variability: 5%
Invalid rate: <5%

anti-HCV Initial sensitivity: 100% Initial sensitivity: = 98%
Final specificity: =2 98% Final specificity: 2 97%
Inter-reader variability: =5%
Invalid rate: 5%

HBsAg Initial sensitivity: 100% Initial sensitivity: 100%
Final specificity: = 98% Final specificity: =2 98%
Inter-reader variability: =5%
Invalid rate: £5%

List of diagnostics eligible to tender for procurement by WHO in 2016 (including WHO prequalified diagnostics)

Ma nufa cturer Product code No. of Initial Final Shelf lifef Specimen type Comments WHO PQDx status
Assay name tests sensitivity specificity storage (P Public Report)

{Country of manufacture) per kit temp

HCV Rapid Diagnostic Tests (RDTs)
M/ A

Manufacturer No. of | Initial Final | shelf lifef | i WHO PQDx status

Assay name tests sensitivity specificity storage {PQ Public Report)
{Country of manufacture) per kit temp

HBsAg Rapid Diagnostic Tests
(RDTs)
M A
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FDA NEWS RELEASE

For immediate Release: June 25, 2010
Media Inguiries: Erica Jefferson, 301-796-4988, erica.jefferson@fda.hhs.gov

Consumer Inguiries: 888-INFO-FDA

FDA Approves Rapid Test for Antibodies to Hepatitis C Virus

The LU.5. Food and Drug Administration today announced approval of the first rapid blood test for antibodies to the hepatitis C virus (HCW) for individuals 15 years and older.

The CraQuick HCVY Rapid Antibody Test is used to test individuals who are at risk for infection with HCV and people with signs or symptoms of hepatitis. HCV is transmitted
through exposure to infected blood, which, for example, can occur during intravenous drug use. The virus can also be transferred from an infected mother to her child. Hepatitis

C can lead to liver inflammation and dysfunction and, over time, to liver disease and liver cancer.

The OraQuick HCV Rapid Antibody = le seul approuvé FDA




Advantages and Disadvantages of FDA-Approved HIV Assays Used for Screening, by test category k

Least - ’
Report Ag Uses whole  Uses oral Useas dried complaxb :eierrltanl:':u:n-.-
HIY Sreening Tests Aun Time Instrument 1d Ab Detects IgG  Detects Igh fuid Blood spot N LA I;::Jin:-:in
sarately spacimans  specimeans ShBCimens c.m:;gr_‘u'-,- sach run

Aptima HIV-1 RNA
Qualitative Assay®©

Mucleic acid laboratory test >3 hours semi-automated high

Architect HIV AgfAb Combo .
Assay =30 mins automated v” v( moderate -,/’
ADVIA Centaur HIV Ag/Ab Combo
(CHIV) Assay <1 hour automated vf v/ maderate v,
Ag/Ab laboratory test
BioPlex 2200 HIV Ag-Ab 45 mins automated V/ V/ V’ maderate v‘r
G5 HIV Combo Ag/Ab EIA =3 hours semi-automated v/ V’ high
Ag/Ab rapid test Determine HIV-1/2 AgfAb Combo 20 mins single-use v" V( v/ v" wiaived V/
ADNAA Centaur HIV 1002
Enhanced (EHIV) Assay <1 hour automated vf V/ maderate
Vitras Anti-HIW 142 =1 hour automated V’ V/ moderate v,
Ab laboratory test
G5 HIV=1/2 Plus O =3 hours semi-automated v’ V’ high
INSTI HIV=1/HIV-2 Antibody Test <2 mins single-use vl 'J v’, wialved v/
Uni-Gold Recombigen HIV 10 mins single-use v’ \/ VJ waived -J
HIV 1/2 STAT-PAK 15 mins single-use -./ vl wialved V‘
Ab rapid test SURE CHECK HIV 1/2 Assay 15 mins single-use V‘ v, walved vf
OraOuick ADVANCE Rapid . \
Iwed
HIV-1/2 Antibody Test 20 nnéns T v v v wa v
DOPP HIV=-1/2 Assay =40 mins single-use V/ v, v, wialved v/
Reveal G4 Rapid HIV=1 . .
Antibody Test =2 mins single-use V‘ v, moderate vf
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Marquage CE

Les TROD VHC
ce jour, trois TEOD Hmpnsent d un marquage de la Commuission europeechne (CE)
pour i[e dep

istage de | Iiectlon a . = test (OraSure
Turklab. Izmir. Turkev) et (c)

bim

enn HCW test

4. Conclusions et avis du groupe de travail

4.1 Evaluation des performances des tests

4.1.1 Conclusions sur les performances des TROD

Les performances retrouveées dans les eétudes menées par les fabricants des TROD de linfection
VHC commercialisés en France depuis 2011 respectent les spécifications technigues communes
europeennes. Les TROD VHC présentent une bonne sensibilité clinigue ainsi qu'une trés bonne
specificité clinique, la plupart du temps supérieure a 99% voire 99 5%.

RECOMMANDATION EN SANTE PUBLIQUE = ' I = - = .. = I = | ' = :I l lj = ' . . = ' . ' .I - = = . = . . ht.ﬂ — =
Place des tests rapides d’orientation Toyo® HCV vig-a-vis des critéres d'acceptabilite etablis et a |la pop-copformite dy fe anal® B
diagnostique (TROD) dans la qul a depuls eté retiré du marché francais.|Le test Multisure® HCV, Fommercialisé plus récem-

stratégie de dépistage de I'hépatite C

ment_in‘a pu étre inclus dans ce controle de marche

Les performances des TROD retrouvees dans la littérature a partir d’etudes menees par des
equipes independantes des fabricants de TROD apparaissent trés satisfaisantes mais variables
d'un test a lNautre.

ANSM : Agence Nationale de sécurité du Médicament et des produits de santé
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Apport des Tests Rapides

d’Orientation Diagnostique (TROD)
au Diagnostic et Dépistage

Stéphane Chevaliez

Centre National de Référence
des Hépatites Virales B, C et delta

. . First
Oraquick” Toyo” Labmen® Multisure Assure” e
HCV HCV HCV HCV HCV P
HCV
Premier
MP !
o & MP : : Medical
Manufacturer Orasure Turklab Turklab : : Diagnostic 5 IC%
Diagnostics : Corporation
Ltd
Specimen oral fluid, whole whole whole whole
type whole blood, blood, blood, blood, blood, whole blood
serum, serum, serum, serum, serum, serum, plasma
plasma plasma plasma plasma plasma
Volume 40 (oral fluid) _ _
required (pL) >0 30 10 25 50 35
Time to read 50 15 15 15 15 >0

{min)

gie,
Mycologie-}

sitologi
& INSERM U955

Hapital Henri Mondor

Université Pari;
Cre

s-Est
éteil

http://www.pathexo.fr/docfiles/09 chevaliez.pdf
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HAUTE AUTORITE DE SANTE

Place des tests rapides d’orientation
diagnostique (TROD) dans la strategie
de depistage de I'hepatite B

Juin 2016

Tableau 2. Caractéristiques des trousses rapides d'orientation diagnostique (Ag HEs) ayant obtenu
le marquage CE

Mom du test

Vikia® HBs
Ag

DRW-HEBs
Ag® V2.0
assay

Toyo HBs
Ag test®

First res
ponse® HBEs
Ag

Fabricant [
distributeur

bioharieux,
France /
hioMearieux,
France

Diagnostics for
the Heal
World™, USA /
Oxoid-Thermao-
Fisher

Turklab, Turquie
J -

Premier Madical
Corporation Lid,
Inde f
MNephrotek,
France

Principe

Immunochroma-
tographie a flux
lateral

Immunochroma-
tographie a flux
latéral

Immunochroma-
tographie a flux
latéral
Immunochroma-
tographie a flux
latéral

Antigénes
utilisés

Ag HBs

Ag HBs

Ag HBs

Ag HBs

Matrices

Serum, plasma, sang
total (capillaire)

Serum, plasma (citrate,
EDTA ou héparine)

Serum, plasma, sang
total (capillaire)

Serum, plasma (citrate,
EDTA ou heparine)
sang total (capillaire)

Délai lecture
resultats (en
minutes)
15-30
(= 60 minutes)

30
(= 35 minutes)

5-15

20 (= 30
minutes)
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Accuracy of Rapid and Point-of-Care Screening Tests for Hepatitis C

A Systematic Review and Meta-analysis
Sushmita Shivkumar, M3c; Rosanna Peeling, PhD; Yalda Jafari, M5c; Lawrence Joseph, PhD; and Nitika Pant Pai, MD, MPH, PhD

Table 2. Test Specifications

Test (Referance) Manufacturer Time Antigen Used Specimen Volume Storage Shelf Test
to Required for Required Temperature, Life, Type
Result, Testing for = mo
min Testing
CraCruick HOY Rapid OraSure Technologles, Bethlehem, 2040 Core, N53, N54 Crral fluid, whole 1 drop 2-30 A POCT
Antibody Test (19) Pennsylvania blood, serum,
plasma
Dual Path Platform Chembio Dlagnostic Systems, 1630 Core, W53, M54, N55 Oral fluid, whole M M 24 POCT
test (190 Medford, New York blood, serum,
plasma
Multiplo Rapid MedMira, Hallfax, Mowva Scotla, 3 Core, N53 Whole blood, 1 drop 2-320 A POCT
HIMN SHCY Antibody Canada serum, plasma
Test (19)
5D Bioline HCW (25) Standard DMagnostics, Yongin, 520 Core, N53, M54, M55 Whole blood, 1020 ul 2-30 18 POCT
Korea serum, plasma
Hexagon HOW (263 Human Dlagnostics Wiorldwide, 520 Core, N53, N54, NS5 Whole blood, MNa 15-30 A POCT
Wiesbaden, Germany serum, plasma
GCenedla HCOW Rapid Green Cross Medical Sclence, 20320 Core, N53, M54, M55 Whole blood, 1020 ul 2-30 18 POCT
LF {24} Yongin, Korea serum, plasma
Ant-HCY Ab rapld Tema Ricerca, Bologna, Italy 3 M Whole blood 1 drop MN& A POCT
test (32)
SM-HCY Rapid SERO-Med Labor Spezialitaten, 3 Core, N53, N54 Whole blood, 3040wl 2-8; after A POCT
Test (300 Pollienfeld, Germany SETLIM opening,
should be
stored at
=30
Blogasy HCW Test (6) Bioeasy Dlagnostica, Belo 10 Core, N53, N54, NS5 | Whole blood, 10 el 2-30 A POCT
Horzonte, Minas Gerals, Brazil serum, plasma —
Adwvanced CQuallty Bionike, 5an Francisco, Califormia & A Serum, plasma 4 ul 2-30 18 RDT
Cmne Step HCW
Test (23)
SeroCard HCOW (23] Trinity Elotech, Bray, Ireland 1o Serum, plasma, 80 ul 2-8 16 RDT
whole blood
Ciagnos HOCW 1. Miira, Mew Delhl, Indla 3 Core, N53, N54, NS5 erum. plasma MNa 2-8 15 RDT |
Bi-Dxot (230 .
HCOW Tri-Duok (23] 1. Mitra, New Delhl, Indla B Core, N53, M54, N56& Serum, plasma 45 ul 2-8 12 RDT Pas ° Sang tOtaI °
HCOW Spot (23) MP Elomedicals, 5anta Ana, 10 A Serum, plasma 45 pl 2-35 68 RDT
California
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Accuracy of Rapid and Point-of-Care Screening Tests for Hepatitis C

A Systematic Review and Meta-analysis
Sushmita Shivkumar, MSc; Rosanna Peeling, PhD; Yalda Jafari, M5c; Lawrence Joseph, PhD; and Nitika Pant Pai, MD, MPH, PhD

Table 4. Results of Meta-analysis, by Specimen Subgroup

Subgroup Pooled Pooled Positive LR Megative LR DOR

Sensitivity specificity (25% ClI) (25%% Cl) (925% Cl)

(25% ClI), % (25% CI), %
Oral fluid POCTs 971 (94.7—98.4) 98.2 (92.2-99.6) 54.8 (11.9-251.4) 0.02 (0.01-0.0&) 1870.9 (263.9—13 263.6)
Whole blood and finger-stick PO{CTs 92.9 (94 599 8) 995 (97.5—99.9) 208.7 (28.2—1136.6) 0.0 (0.002—0.06) 19 428.6 (858.4-4440 169.7)
Serum and plasma POCTs 9B 9 (96 .8—99.5) 997 (99.3—99.9) 3427 (140.5-836.4) 0.01 (0.004—0.03) 33 B00.4 (5862 3—194 B85 .2)
Serum and plasma RDTs 92.4 (88.9-99.8) 98.6 (94.9-99.6) &84 (19.1-245.2) 0.02 (0.002—0.12) 413252 (517.5—33 042.1)

DOR = diagnostic odds ratio: LR = likelihood ratio: POCT = point-of-care test; RDT = rapid diagnostic test.

Matrice : Sang total / sérum /Plasma +++ > liquide craviculaire
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Table I—Continued

Test*®

HCW Spot

HCW Spot

Anti-HCW Ab Rapid test

Diagnos HCOW Bi-Dot

SM-HCOW Rapid Test

Advanced Quality One Step
HCW Test

SeroCard HCW

HCW Tri-Dot

HCW Spot

HCW Tri-Dot, 4th Generation

CGenedia HCV Rapid LF

SD Bioline HCW

SM-HCW Rapid Test

HCW Tri-Dot

Hexagon HCW

HCOW Spot

HCOW Spot

Sensitivity
(25%% ClI), 25

97.6 (B7.499.9)
D09 (58.7—99.8)

100 (92 .9—100)
71—95.5)
= (9399 8)

971 (8B9.8-99.6)

98.5 (92.1—100)
100 (94.7—100)
100 (94.7—100)
100 (94.7—100)

298.5 (92.1—100)
96 9 (89.5-99.6)
75.2—89.9)
59 3 (95.5—100)
80.3-93.1)
0 (0—11.86)

G=lsoo

Specificity
(95% Cl), %

92.6 (87.3-596.3)
97.9(54.8-99.4)
98 (89.4-99.9)
100 (99 9—100)
100 (26.2—100)
96.3 (92.5—98.5)

100 (9811000
91.5 (B6.6—95.1)
D37 (89.2-96.7)
98.9 (96.2-99.9)
298.4 (95.4-99.7)

100 (2811000

100 (95.9—100)
99.0 (98.5—99.4)
93.6 (82.5-98.7)

100 (88.4—100)

96.4 (92_7-98.5)

Bioeasy HCW Test
COraCuick HCW Rapid Antibody Test
OraQuick HCWV Rapid Antibody Test
OraCuick HCW Rapid Antibody Test
OraQuick HCWV Rapid Antibody Test
OraCuick HCW Rapid Antibody Test
OraQuick HCY Rapid Antibody Test
OraCuick HCW Rapid Antibody Test
CraCuick HCW Rapid Aantibody Test
OraCuick HCW Rapid Antibody Test
CraCuick HCW Rapid Antibody Test
Dual Path Platform test
Multiplo Rapid HW/HCOW Antibody
Test
OraQuick HCWV Rapid Antibody Test
Crual Path Platform test
OraCuick HCW Rapid Antibody Test
Dual Path Platform test

Multiplo Rapid HW/HCOWY Antibody
Test
OraCuick HCW Rapid Antibody Test

OraCQuick HCW Rapid Antibody Test

100 (BE.4-100)
99.2 (95.5—100)
100 (97 .0—100)
100 (97 .0—100)
100 (F7—100)
100 (97—100)
98.1 (96.2-99.0)
997 (99.9-100)
997 (99-100)
99.9 (99.3-100)
99.9 (99.3-100)
972 (96.1-98.7)

35.3—90-?}

99.3 (98.1-99.7)
91.2 (85.6-94.8)
94.7 (90.8-97)
92.2 (87.5-95.2)
94 (90.6—96.2)
74.6-82.7)

92.2 (B7.5-95.2)
97.4 (24 1-98.9)
93.9 (87.1-97.7)

927 (80.1-58.5)
100 (99 2—100)
100 (92 2—100)
100 (99 2—100)

299.8 (98.8-100)

299.8 (92.8—100)

99.6 (99.2-99.9)

2999 (99.5-100)

299.9 (99.6—100)

999 (99.5-100)

299.9 (99.6—100)

99.8 (99—100)

998 (99—100)

99.5 (983.4-99.8)
81.6 (68.6—90)
92.1 (83.8-5%.3)
Q7.7 (92-99.4)
97.1 (91.899)
83.32 (71-91.5)

97.2 (90.9-99.3)
298.6 (92.9-99.8)
99.5 (98.1—59.9)
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Evaluating HBsAg rapid test performance
for different biological samples from low
and high infection rate settings &
populations

Accuracy metrics (point estimates and 953%Cls) of three rapid tests compared to results of HBsAg One® and ETI-MAK-4E, enzyme immunoassays

Manufacturer TP FEN 1IN FP Sensitivity Specificity PPV NPV K (CI%)

HbsAg non-reactive/HBsAg reactive (n=393)

Vikia HB=Ag® 101 2 200 0 98.06 % (93.16-09.76) 100.00 % (98.74-100.00) 100.00 %o (96.42-100.00) 99.32 % (97.34-00.02) 08.68 % (96.85-100.00)

Imuno-Rapido HEsAgE® 08 287 3 9515 % (89.03-08.40) 98.97 % (97.01-99.79)  97.03 (91.58-99.3§) 08.20 % (96.05-99.44) 94.7 % (91.07-98.33)
HBsAg teste rapido® 06 7 287 3 0320 % (86.51-97.22) 9807 % (97.01-00.70)  06.97 % (01.30-0037)  07.62 % (93.16-00.04) 0334 % (8§0.26-07.42)

L
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Performance of rapid tests for detection of HBsAg and anti-HBsADb
in a large cohort, France

Table 1. Classification probabilities comparing rapid HEsAg tests compared to ELISA.

HBsAg serology ELISA AUC (95% CI) Se Sp PPV NPV
Positive MNegative
VIKIA® (n = 85) (n =3843) 0.982 (0.962-1.000) 96.5 99.9 a7.6 99.9
Positive 82 2
MNegative = | 3841
DETERMINE™ (n=47) (n = 2425) 0.968 (0.933-1.000) 93.6 100.0 100.0 99.9
Positive 44 0
MNegative 3 2425
QUICK PROFILE™ (n = 84) (n =3838) 0.951 (0.919-0.983) 90.5 99.7 88 .4 99.8
Positive 76 10

MNegative 8 3828
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CLINICAL AND SYSTEMATIC REVIEWS

nature publishing group

Rapid Point-of-Care First-Line Screening Tests for
Hepatitis B Infection: A Meta-Analysis of Diagnostic

Accuracy (1980-2010)

Table 2. Pooled sensitivity and specificity

Subgroup

HBsAg tests

Assuming perfect reference standard

Sensitivity (95% Crl)

94.7% (93.7-95.6%)

Specificity (95% Crl)

99.4% (99.2-99.6%

Determine — HbsAg
Binax — HBs/eAg

97.6% (96.3-98.6%)
97% (95.6-98%)

99.7% (99.2-99.9%
99.7% (99.5-99.9%

Anti-HBsAg tests

Anti-HbsAg, antibody to Hepatitis B surface antigen; Crl, credible interval; HBsAg, Hepatitis B surface antigen; HBeAg: Hepatitis B e Ag.

92.7% (89.7-95%)

( )
( )
( )
( )

87.4% (83.5-90.7%

Assuming imperfect reference standard

Sensitivity (95% Crl)

94.8% (90.1-98.2%
98.2% (94.7-99.9%
95.5% (88.9-99.4%

(

)
)
)
93.2% (85.1-98.5%)

Specificity (95% Crl)
99.5% (99.1-99.9%)
99.96% (99.3-100%)
99.8% (99.3-100%)
93.1% (81.9-99.9%)
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Indirect ELISA (HIV-1,2) Sandwich ELISA Sandwich ELISA
HIV1,2 1gG & IgM HIV1,2 IgG & IgM + p24 Ag

Signal
A Ab- conjugate A Patient IgM

A Patient IgG A A 4 *q q 4 ‘ 024 A
il B 0 & %0 Y Rl u*@

1985 1987 1991
--

1t 2nd ‘3-'rd
T.S Alexander ; Clin.Vacc.Immunol. 2016

Ag-conjugate
A
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Sensitivity of Five Rapid HIV Tests on Oral Fluid or
Finger-Stick Whole Blood: A Real-Time Comparison in a
Healthcare Setting

N 199*

Oraquick OF  OQraquick FSB Determine FSB M Determine 4G FSB

HIV-1 Subtype B 126

HIV-1 Subtype 58
Non 8™

HIV-2 b

194 HIV-1; 6 HIV-2

Positive (%)
Negative
Invalic

Positive (%)

Negative
Invalid

Positive

111 (88) 119 (54) 12407, 118 (%) 123097, 96176
15 / 2 5 1 5

3 2 25
51(87) 55 (94) 57 (98) 52 (89) 58 (1000  49(84
/ 3 ] 3 : 2

1 - 1
4 b 6 6 b 6

J.Pavie et al ; PLoS ONE 2010



Analyse de la sensibilité de 10 TROD au cours de la primo-infection par du VIH-1

NMarie-Capucine Costes?!, Grégoire Chiarellal, Emilie Guilleminault?®, Laurence Hermet®, Laurence Kalkias?

Bruno Le Labousse?® Agnes Gautheret-Dejean?-
TAaAP-HP, Hopitaux Universitaires La Pitie S Ipé riére-Charles Foix, Serwvice de Wi rolog e, Paris, Franc
2Sorbonne Paris Cité, Université René Descartes Paris 5, UFR des Sciences Pharmace utiques et Bi olng Tcgu Laboratn re de M crobiologie, Paris, France.

Miesi Il Loomesapemars - Sl panis pescaRTES
Nom de la trousse Fabricant Antigenes/Anticorps Technologie
ou distributeur utilisés

- Determine™ HIV-1/2 Ag/Ab Combo  Alere gp41*/** gp36*/** anti-p24 IC

- INSTI™HI|V-1/HIV-2 Antibody Tests Nephrotek gp41*, gp36* IF

- MULTISURE HIV Rapid Test Nephrotek  gp120* gp41*, gp36*, p24* IC

- SURE CHECK®HIV 1/2 Nephrotek ~ gp120**, gp41**, gp36** IC

- HIV 1/2 STAT-PAK® Assay Nephrotek  gp120**, gp41**, gp36** IC

- Exacto® TEST HIV PRO All Diag gp41*, gp36* IC

- Genie Fast HIV 1/2 BioRad gp120*, gp41*, gp36* IC

- VIKIA®HIV 1/2 BioMérieux  gp41**, gp36** IC

- HIVTOP®Ac 1&2 All Diag gp41*, gp36* IC

- FIRST RESPONSE® Test VIH 1-2.0 Nephrotek gp41*, gp36*, p24* IC

CARTE

IC : Immunochromatographie ; IF : Immunofiltration | Journées Francophones Virologie 2016




Volume Différenciation Durée du test

- Determine™ HIV-1/2 Ag/Ab Combo 50 (S,P,ST)
- INSTI™H|V-1/HIV-2 Antibody Tests | 50 (S,P,ST)

- MULTISURE HIV Rapid Test
- SURE CHECK®HIV 1/2

- HIV 1/2 STAT-PAK® Assay
- Exacto® TEST HIV PRO
- Genie™ Fast HIV 1/2

- VIKIA®HIV 1/2
- HIVTOP® Ac 1&2

(ML, matrice) VIH-1/VIH-2 min-max
(minutes)
non 20-30
non iImmediat
25(S,.B). 2085l ) oui 20-25
2,5 (S,P),1 goutte (ST) non 15-20
2(S.PSh) non 15
S (S,P,ST) non 10-20
80 (S,P,ST) non 10-30
75 (S,P,ST) non 30
25 (S,P), 50 (ST) oui 10
oui 15

- FIRST RESPONSE® Test VIH1-2.0 | 10 (S,P), 20 (ST)

CARTE

S:sérum ; P:plasma ; ST : sang total ‘




Nombre

d’échantillons Positif Negatif Invalide
testés (%) (%) (%)

- Determine™ HIV-1/2 Ag/Ab Combo 75 56 (74.,7) 2(2.7) Gx220
- INSTI™ HIV-1/HIV-2 Antibody Tests 75 57 (76) 18 (24) 0 (0)
- MULTISURE HIV Rapid Test 75

lecture visuelle 8 (F73) 17 (22,7) 0 (0)

lecture automatique 56 (74,6) 19 (25,3) 0 (0)
- SURE CHECK®HIV 1/2 75 57 (76) 18 (24) 0 (0)
- HIV 1/2 STAT-PAK® Assay 75 57 (76) 18 (24) 0 (0)
- Exacto® TEST HIV PRO 75 69 (92) 6 (8) 0 (0)
- Genie™ Fast HIV 1/2 S 66 (88) 8 (10,7) 1(1,3)
- VIKIA® HIV 1/2 T, 61 (81,3) 12 (16) 2(2,7)
- HIVTOP® Ac 1&2 75

lecture visuelle 67 (89,3) 1 (9.3) 1. (1.3)

lecture automatique 68 (90,6) £(9.3) 0 (0)
- FIRST RESPONSE® Test VIH 1-2.0 47 39 (83) 8 (17) 0 (0)

CARTE




Analyse de la sensibilité de 11 TROD au cours de la primo-infection par du VIH-1

Fabricant Marquage Ag/AC utilisé Temps Matrice
Distributeur Lecture (mn) Volume

HIV Combo Alere CE/OMS gp41 / gp36 20-30 S,P.Sg : 50
Exacto TEST HIV BioSynex gp41 / gp36 10-20 S,PSg:5
PRO
Genie Fast BioRad CE gpl20 10-30 S,P,Sg : 80
HIV1/2 gp41/ gp 36
HIV1/2 Nephrotek CE/FDA gp41 / gp36 15 S,PSg:5
STAT-PAK OMS
INSTI Biolytical CE/FDA gp41l / gp36 Immédiat S,P,Sg : 50
Nephrotek OMS
SURE CHECK Nephrotek FDA/OMS gp120 15-20 S,P.Sg
gp41/gp 36 1 goutte

VIKIA bioMérieux CE/OMS gp41l / gp36 30 S,P.Sg : 75

Q.Beaulieu et al ; JNI 2017



Nombre Positif Négatif Invalide
échantillons (%) (%) (%)

HIV Combo

Exacto TEST HIV
PRO

Genie Fast
HIV1/2

HIV1/2
STAT-PAK

INSTI

SURE CHECK

VIKIA

75

75

75

75

75

75

60 (100)
69 (92) 6 (8) :
66 (88) 8(10,7) 1(1,3)
57 (76) 18 (24) -
57 (76) 18 (24) -
57 (76) 18 (24) -
61 (81,3) 12 (16) 2 (2,7)

Q.Beaulieu et al ; JNI 2017



Comaparisom ofF thhhe NNeww Allere H IV
Cormbhhbo wwith AAllere Deterrmaimne H IW-—
A S 2 A== AAb Combo im Acute Prirmo

22 rmmcd EstTablishadcd HIW ITmfectiorm s

anti-
ant-HIV-1 or ant-HIW P24 Hiv-1/2 Lk HIWV RINA
HIV_2? Ab P24 Ag Ab As P24 Combo | western (copies,/mil) Clade
(cutoff S/ blot
CO <1)
Anti HIV-1 antibodies
1 pos neg pos neg o322 Hinw-1 363 A
2 pos neg pos neg 504 Hinw-1 191024 A
3 pos negs pos negs 253 Hinw-1 FT18 B
e | pos neg pos negs A8G Hinw-1 10949 B
5 pos neg pos neg 919 HIiINW-1 29472 B
[+ pos neg pos neg 321 HiIWw-1 I5TFT20 B
s pos neg pos negs o778 HiIWw-1 Q2000 B
8 pPos wvery wealk pos Pos neg 1142 Hivw-1 =1 OO B
9 pos neg pos neg 873 Hilvw-1 23637 Lo
10 pos negs pos neg 839 HIN-1 23700 CRFO1__AE
11 pos negs pPos neg 633 HIiN-1 26265 CRFO1__AE
12 pos neg Pos neg 313 HIN-1 1379981 CRFO1__AE
13 pos neg pos neg A28 HIiN-1 2537 CRFO2__AG
14 pPos neg pos neg 613 HIiN-1 282000 CRFO2__AG
15 pos negs Pos neg 257 HIN-1 59572 |
Anti-HIV-2 antibodies
16 pPos neg pPos neg 83 HIw-2 PERT 211 nU RNA// Ml = 17659 copies,/ml
17 Ppos neg pPoOos neg - HIN-2 under HAART
pZda-antigen only
18 neg wvery weak pos neg "ﬁ;f;ask 49 1 no Ab 1808956 B
wery
19 neg wvery vweak pos ver:;eak pos 251 wealk pos 1983752 B
HIV-1 Al
20 neg wvery weak pos neg pos 123 no Ak =>1 0000000 B
21 neg neg neg pos = no Al s alalslnlelele] C
22 neg neg neg "'::::‘ 50.5 no Ab ~10000000 CRFO1_AE
23 neg neg nel-; pos A423 no Al >1 0000000 CRFO2_AG

C.Ottiger et al ; Ann.Clin.Lab.Res.2015




Performance of serological and molecular tests within acute HIV
infection

Test NAAT positive N Sensitivity% NAAT negative Specificity%
reactives/total (95% CI) N= reactives/total (95% CI)
tested tested
Determine HIV1/2 2/33 6.06(0.92-20.26) Not done Not done
SD-Bioline HIV-1/2 4433 12.12(3.48-28.22) Not done Not done
Determine HIV1/2 Ag/Ab 3/35 8.57 (1.80-23.06) 2[29 93.10 (77.23-99.15)
SD-Bioline HIV Ag/Ab Combo 10/34 29.41(15.12-47.48) 0/35 100 (89.90-100)
HIV Combo 6/35 17.14(6.56-33.65) 2/29 93.10(77.23-99.15)

HIV p24 Ag of the Determine HIV1/2 Ag/Ab assay and the HIV Combo assay has no real added value in the
early detection of an HIV infection

The new test HIV Combo test is in general slightly more sensitive compared with the previous version

but none of them are precise in detecting Ag in the determination of acute infections

K.Fransen et al ; J.Clin.Virol. 2017



Diagnosing acute HIVWV

iNnfection at point of care:

a retrospective analysis of the sensitivity and
specificity of a fourth-generation point-of-care test
for detection of HIV core protein p24

Table 1 Alere HIV-Combo point-of-care testing (POCT) results for

detection of p24 antigen

Alere HIV-Combo POCT

results
Abbott Architect HIV Ag/Ab Number
Combo assay results tested p24 antigen-positive
p24-positive serum 34 30 (88%)*
p24-negative plasma 30 0
p24-negative whole blood 20 0
HIV-negative serum 35 0

*This does not include the sample that was negative for p24 antigen when read at
20 min but positive when read at 40 min (delayed detection).

Overall the Alere HIV Combo POCT test
demonstrated 88% sensitivity and
100% specificity for detection of p24
antigen when read at 20 min and 91%
sensitivity at 40 min
The antibody portion of the test
showed 100% sensitivity and specificity

The mean p24 antigen level, as detected by the VIDAS quantitative HIV p24 11 assay, was 279.6 pg/mL

(range 8.3—>400 pg/mL)

The p24 antigen levels for the three false negative cases were 8.3 pg/mL, 27.6 pg/mL and >400 pg/mL and
for the delayed detection case 13.6 pg/mL

N.Fitzgerald et al ; Sex.Transm.Infect. 2017




Performance evaluation of the FDA-approved Determine'™ HIV-1/2
Ag/ADb Combo assay using plasma and whole blood specimens

In 20 HIV-1 seroconversion panels,there was a significant
difference between DC reactivity

Plasma (91.1%) Whole blood (56.4%)

p < 0.0001 —

S.Masciotra et al ; J.Clin.Virol. 2017
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Reactive
for Ab
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Reactive
for Ag

1

Reactive
for both
Ab and Ac

Asthors: L. »a_

Institations: TGAT Portugal. CheckpointlL X, Lisbon. Portugat.
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Carvalho Rocha'. A. S. Cabrita Martins2,. R. Guerreiro?,
=
Northern Lisbon Hospital Center. Lisbon. Portugal. JLisbon Nursin 9 School. Community Health Nursing. Lisbon. Portug -t

MEN WHO HAVE SEX WITH MEN

PRIMARY HIV INFECTION DETECTION AT
CHECKPOINTLX, LISBON, PORTUGAL

J. Rojas?. F. Ferreira?. L. Verissimo?. J. Brito?. N. Pinto?. M. L. G. P. Varandas Costa>, D. Medins:

ROUTINE RAPID AG/AB TEST FOR MSM SEEKING HIV TESTING

Reactive
tests for HIV

Refused HIV
confirmatory testing

WAV V AV aVeVaV;
VAV VaVoVy
\Y 2
Soad I
NV aVaV VeV,
/A AT oV AN AV N 2
NV A eV a4
VoV oV At VAV eV
VaVaV, Sontirmed |

Confirmed
negative for HIV

P L T

Confirmed Earty
positive for HIV diagnosis

1 9 (34.5%)
L ate diagnosis

e e e

AC
3/58 (5,2%)
faux positifs

Ag
6/6 faux positifs

Au total
9/64
Faux positifs
(14%)

IAS Juillet 2017



The fourth generation Alere'™ HIV Combo rapid test improves detection of
acute infection in MTN-003 (VOICE) samples

Fourth generation HIV rapid tests use a lateral flow cassette to separately assay for both anti-HIV antibodies and p24
antigen, however numerous studies have demonstrated the United States Food and Drug Administration (FDA)-approved
Alere Determine™ HIV-1/2 Ag/Ab Combo to be insensitive for detection of acute infection

In February 2015, Alere released a re-formulated fourth generation rapid test kit, the Conformité Européene (CE)-
Marked Alere™ HIV Combo

Of 57 antibody-negative pre-seroconversion plasma samples with HIV RNA>20 copies/mL
identified, 16 (28%) were reactive by CE-Marked Alere™ HIV Combo (1 Ab; 9 Ag; 6 Ag/Ab
reactive) and 4 (7%) by Alere Determine™ HIV-1/2 Ag/Ab Combo (2 Ab; 2 Ag; 0 Ag/Ab
reactive) (p =0.0005)

E.Livant et al ; J.Clin.Virol. 2017



The effect of oral preexposure prophylaxis on the
progression of HIV-1 seroconversion

D.Donnell et al ; AIDS 2017

Assessment of HIV Screening Tests
for Use in Preexposure Prophyvylaxis
Programs

C.Delaugerre et al ; JID 2017

Sensitivity of 2 antigen/antibody immunoassays (Architect and Bioplex), 2 antibody-based
rapid tests (Vikia-HIV-1/2 and Autotest-VIH), and 1 antigen/antibody rapid test (Alere HIV
Combo) for the diagnosis of HIV infection

The sensitivities of the Architect and Bioplex assays were 83% and 82%, respectively

The sensitivities of the Vikia, Autotest, and Alere tests were 54%, 50%, and 78%



Les autotests et tests rapides (TROD) peuvent étre pris en défaut pour
le diagnostic de primo-infection: ils peuvent étre negatifs en infection
aigué (Western blot négatif) et se positivent inconstamment en infection
recente (Western blot indetermine, <5 bandes)

Rapport Morlat 2016
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DEPISTAGE COMMUNAUTAIRE PAR TESTS RAPIDES (TROD) VIH EN FRANCE
SUR UNE PERIODE DE TROIS ANS, 2012-2014

De 2012 a 2014, environ 149 800 dépistages par TROD ont été réalisés par 60
associations

31700 en 2012
56 500 en 2013 (+28% par rapport a 2012)
61 600 en 2014 (+4% par rapport a 2013)

Personnes avec TROD positifs 332 (1,04%)* 486 (0,86%) 552 (0,90%) 1 370 (0,90%)
dont personnes connaissant déja leur séropositivité 69 a7 83 261
dont TROD positifs non confirmes en laboratoire (« faux positifs =) ND ND 12** 12
Nouvelles découvertes de séropositivité 263 (0,83%) 389 (0,69%) 457 (0,74%) 1 109 (0,74%)

457/6584 = 6,9%

A. Sarr et al; Bull Epidémiol Hebd. 2015



Test rapide pour |la détection qualitative de I’AgHBs,
des anticorps anti-VHC et des anticorps anti-VIH




TROD

O risque : < 2 mois
Pas de pré/post
Prophylaxie

TROD NEGATIF
PAS D’INFECTION
VIH




Situation
« delicate »

O risque : < 2 mois Risque : < 2 mois
Pas de pré/post et/ou
Prophylaxie pré/post prophylaxie

TROD NEGATIF TROD NEGATIF
PAS D’INFECTION N’exclut pas
VIH INFECTION VIH
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