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WHO Prequalification ofn Vitro Diagnostics
PUBLIC REPORT

Product Alerex HIV Combo
WHO reference nmber: PQD»243-013-00

Alerex. HIV Combowith product codes7D2842, 7D2843, 7B43SETmanufactured by
Alere Medical Co. Ltdrest of world regulatory version, was acceptedor the WHO list of
prequalifiedin vitro diagnostics and was listed dd July 2016

Intended use:

I £ SNBun | L+ in/vidoy\dsaallyread, qliajitative immunoassay for the detection

of antibodies (Ab) to HARY and HIV2 andthe detection ofnon-immunocomplexed(free)

HIV/1 p24 antigen (Ag) in human capillary and venous whole blood, plasma or serum.
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infection in individuals with suspectddlVinfection. Reactivity on 1) the Atar alone 2)

the Agbar alone or 3) both, the Ab and Amarssimultaneously, is considered a reactive
result suggestive of infectionithh HIV. The test is for professional use only.

Assay description:

Il f SNBu | L+ /2Y02 A& Iy AYYdzy2 OKNR Y| {réeI3 NI LIKA O
HI\A1 p24 antigen and antibodies to HIVand HIV2. Specimen is added to the sample pad.
The specimen mixes with biotinylated am24 antibodies and selenium colloid
conjugates coated with recombinant HIy HI\V2 and HIVL group O antigens, synthetic
HI\:2 peptide and anti p24 mouse monoclonal antibody. This mixture continues to migrate
through the solid phase to the immobilized recombinant HIMIV-1 group O antigens
and synthetic HAL/HIV-2 peptides at the Antibody (Ab) window, immobilized avidin a
the Antigen (Ag) window. If antibodies to HI\and/or HIV2 are present in the specimen,
the antibodies bind to the selenium collobnjugates coated with recombinant H1Y
HI\VV2 and HIVL group O antigens and synthetic HA\peptide and to the immobzed
recombinant HIVL/HIV-1 group O antigens and synthetic HINHIV-2 peptides, forming
one red bar at the Ab window site. If antibodies to HI\and HIV2 are absent, the
selenium colloid conjugates flow past the Ab window and no red bar is formethatAb
window site. Iffree HI\VL1 p24 antigen is present in the specimen, the antigen binds to the
biotinoylated antip24 antibodies and the selenium collesdnjugate coated with anti p24
mouse monoclonal antibodyThis complexinds to an immobilized adin forming a red
bar at the Ag window site. If HiY/ p24 antigen is not present, both the biotinylated anti
p24 antibodies and selenium collexdnjugate flow past the Ag window and no red bar is
formed at the Ag window site. To ensure assay validitypr@cedural control bar is
incorporated in the assay device at the Control window.
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Component 20 tests 100 tests 100 tests
(product code | (product code | (product code
7D2842 7D2843 7D2843SEY

Alerent HIV Combdest device 2 cardsof 10 10 cards of 10 | 10 cards of 10
tests tests tests

Instructions for use AU 1 1 1

Chase Buffemprepared in phosphate Not provided | Not provided 1x 2.5ml

buffer bottle and IFU

Capillarytubes EDTA Not provided | Not provided 100

Blood ancets sterile Not provided | Not provided 100

Items required but not providedavailable separately from Alere Medical Co. Ltd.)

Item Product code Description
Chase Buffemprepared in phosphate | 7D2243 1x 2.5mlbottle and
buffer IFU
Capillarytubes EDTA 7D2222 100 tubes

Blood Ancets sterile 7D2232 100lancets
Items required but not provided:

Item Description

Consumables, for testing on fingerstick whole blood specimg Alcohol swab

Equipmen Timer or watch

Storage:
The testkit should be stored a2 ¢ 30°C.

Sheltlife upon manufacture
18months

Warnings/limitations:

w! f SNBEn I L+ /2Y02 A&
immunocomplexedfree) HI\A1 p24 antigen (@), in human serum, plasma and capillary
and venous wholélood specimens. Other body fluids or pooled specimens may not
give accurate results and should not be used.

w The intensity of theAb and Ay bars does not necessarily correlate to the titer of
antibody and antigen in the specimgrespectively

w A reactiveresult for antibodies to HRI/2 combined with a nomreactive result for HAL
p24 antigen does not preclude the possibility of acute HIV infection.

w Reactive results should be confirmed using another method and the results should be
evaluated in light oftie overall clinical evaluation before a diagnosis is made.
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w No test provides absolute assurance that a specimen does not contain low levels of HIV
1 p24 antigen and/or antibodies to HIVand HIV2 such as those present at a very
early stageor late stageof HIVinfection.

w A nonreactive result for both antibodies to HiM2 and HIV1 p24 antigen does not
preclude the possibility of exposure to or infection with HIgr HI\2 viruses.

w The absence of AG bar may occur when all p24 antigen is bound by aetbdhen
high levels of antibodies against the p24 antigen are present in the blood after
seroconversion, the antibodies tend to bind to the antigens, forming immunocomplexes.
Alere HIV Combo detects only nonmunocomplexed (free) antigens; it does not
detect immunocomplexed (bound) antigens.

w Some known HRhfected persons taking antiretroviral medication have been shown to
produce false negative results when tested by rapid diagnostic tests.

w Where clinical presentation or other data would suggestraonsistent test result then
the individual should be tested by nucleic acid testing (NAT) technologies immediately
and/or retested for antibodies to Hi&fter more than21 dayssincethe original testing.

w Whole blood or plasma specimens containing aragaants other than EDTA have not
0SSy OFftARFGSR ¥2NJ dzaS 6AGK GKS !'f SNBu 1L+ |/

w Infants born to HINInfected mothers may carry maternal antibodies and will test
antibody positive until eighteen months of age, which may mecessarily indicate the
true infection status of the new born. The use of HI\p24 antigen testing to exclude
infection in neonates (up to around eighteen months) is not recommended by CDC,
because of poor sensitivity, especially in the presence &f &ftibody. Definitive
diagnosis of HIV infection in early infancy requires other assays, including HIV nucleic
acid test or viral culture.

Summary ofWHOprequalificationassessmentor Aleren HIV Combo

Date Outcome
PQ listng 11 July 2016 listed
Dossierreview 19 January 2016 MR

Site nspection(s) of quality management systen| 11-15 May 2015 MR

Laboratory ealuation of performance and 13 November 2015 | MR
operational characteristics

MR: Meetsequirements
N/A: Notapplicable

Prioritization for prequalification
Based onthe established criteria Alerer HIV Combowas given priority forWHO
prequalification.

Product dossier assessment
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Alere Medical Co. Ltdsubmitted a product dossier foAleret HIV Comboas perthe
dnstructions for compilation of a product dossiPQDx018 v1). The informatiofdata
and documentation)submitted in the product dossier was reviewed by WHO staff and
externaltechnicalexperts (assessors) appointed by WHO

The manufacturer's responses to the nonconformities found during dossrelening and
assessment findingsere acceptedn 19 January 2016

Based on the product dossier screening and assessment findimeggroduct dossier for
Alerert HIV CombaneetsWHO prequalificationrequirements

Manufacturing site inspection

A comprehensive inspection was performed at the sitananufacture Chiba Plant 357,
Matsuhidai, Matsudeshi, Chiba 27@214, Japan andChiba Logistics Centre 338,
Matsuhidai, Matsudeshi, Chiba 27@214, Japanof Alerex HIV Comban 11-15 May 2015

as per thednformation for manufacturers on prequalification inspection procedures for
the sites of manufacture of diagnosticPQDx_014/1). The inspection found that the
manufacturer had aracceptable quality management system agdod manufacturing
practices in place that ensured the consistemnufacture of a product of good quality.

The manufacturer's responses to the nonconformities found at the time of the inspection
were acceptedon 13 April 2016

Basedon the site inspection and corrective action plan review, the quality management
system forAlerex HIV CombaneetsWHOprequalificationrequirements

Laboratory evaluation
Aleren HIV Combo was evaluated by WHO in tffegarter of 2015 using serum/plasma
specimens. From this evaluation, we drew the following conclusions:

Alerert HIV Combo isa lateral flow immunochromatographic rapid diagnodsisst for the
detection of HIVL/2 antibodies and HRL p24 antigen in human serum/plasma and
venous/capillarywhole blood specimens. A volume of 50 pL of specimen is needed to
perform the assay. This type of assay requires no sophisticated equipment and can
therefore be performed in laboratories with limited facilities and Aahoratory settings.
Reading of the results can be done visually i.e. subjectively read.

In this limited evaluation on a panel of 1119 specimens, we found an initial sensitivity (95%
C) of 100% (99.2% 100%) and an initial specificity (95% CI) of 98.9% (97 89%6%)
compared to the reference assays. The final sensitivity (95% CI) was 100%-(2002%)

and the final specificity (95% CI) was 99.4% (98.9%8%) compared to the refence
assays. Lot to lot variation observed was within the acceptance range.

For eight seroconversion panels, AlerdHlV Combo detectetil\:1 antigen and/or HIV
1/2 antibodieson averaged.875specimens earlier than the benchmark assay (Enzygnost
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Anti-HIV1/2 Plus [Siemens Healthcare Diagnostics]. It also detddt¥d p24 antigeron
average (b specimens later than INNOTEST HIV p24 Antigen mAb (Fujirebio Europe

25/25 specimens wereharacterizedfor presence of HIV infection correctly, through
detection of either presence of antigen or antibody. Of the 25 specimens, 23 specimens
contained HIV1/2 antibodies, Alere HIV Combo identified all 23 specimens. Of the 25
specimens, 12 specimens containelétectable HIV p24 antigen, Alere HIV Combo
identified 5 specimens.

25/25 specimens were characterized for presence of HIV infection correctly, through
detection of either presence of antigen or antibody. Of the 25 specimens, 11 specimens
contained HIV1/2 antibodies, Alere HIV Combo identified all 11 specimens. Of the 25
specimens, 22 specimens contained detectable HIV p24 antigen, Alere HIV Combo
identified 13 specimens.

For the HIV culture supernatant panel, AberellV Combo detected all HIVsubtypes, the
HI\L2 culture isolate was also detected.

For the 1 International Reference Panel for aflV [NIBSC code 02/210], AleréllV
Combodetected all subtypes tested (HIVA, HIVL B, HIVC, HIVL CRF01_AE, HIMO and
HI\2).

For the HIVL p24 antigen standard [NIBSC code 90/636], AddfdV/ Combo detected to
3.125 international units. In contrast,Vironostika HIV Ag/Ab (bioMérieuxietected to
12.5 international units.

In this study, 0% of the results were recorded as ied@inate. Results were interpreted
independently by three technicians; the overall inteader variability was 0.18%. The
invalid rate was 0%.

Performance charactesticsin comparison with an agreed reference standard
Initial (95% CI) Final (95% CI)

Sensitivity % 100.0% 100.0%

Specificity % 98.9% 99.4%

Invalid rate % 0%

Inter-reader variability % 0.18%

Additional performance characteristics

Sensitivity during seroconversiq Seroconversion sensitivity index @£.875 therefore
on 8 seroconversion panels i detection is0.875days earlier than the benchma
comparison with a benchmar assayEnzygnost AmMHIV 1/2 Plus)

assay (39 generation EIA)

Pageb of 16



PQDx0243-013-00

WHO PQ #blic Report

July2016, version 30

Enzygnost AHIV 1/2 Plus

Sensitivity during seroconversiq
on 8 seroconversionpanels in
comparison with ap24 antigen
EIA; INNOTEST HIV p24 Anti
mADb

Seroconversion sensitivity index of $0therefore
detection is 6 days later thanINNOTEST HIV p
Antigen mADb.

Analytical senitivity on a mixed
titer panelin comparison with ar
agreed reference standard

25/25 specimens were characterized for presence
HIV infection correctly, through detection of eith
presence of antigen or antibody.

Analytical sensitivity on a HIV p:
antigen panel in comparisowith
an agreed reference standard

25/25 specimens were characterized for presence
HIV infection correctly, through detection of eith
presence of antigen or antibody.

Lot to lot variation on a dilutior
panel in comparison with aj

agreed reference stadard

Acceptable

Key operationalcharacteristis

Validated specimen types

Serum, plasma (ED),Avenous whole bloodEDTA)
capillary whole blood

Number of steps

2 steps required, if finger stick/venous whole bloo
1 step with precision required, serum/plasma.

Time to result

20 minutesafter specimen was added

Endpoint stability

40 minutesafter specimen was added

Internal QC

YesThe procedural control indicates the succesg
flow of reagents along the test strip, it does n
indicate if specimen or sufficient specimen ha
been added.

In-use stability of reagents

Same as expiry date on test kit outer packaging
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Labelling

1. Labels

2. Instructions for use
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PT

Alere™ HIV Combo é um ensaio
imunolégico qualitativo de leitura visual in
vitro {Jara a detecdo de anticorpos (Ab) ao
VIH-1 e VIH-2 e do antigénio (A? p24 do

EN

Alere™ HIV Combo is an in vitro, visually read, qualitative immunoassay for the detection of
antibodies (Ab) to HIV-1 and HIV-2 and the detection of non-immunocomplexed (free) HIV-1 p24
antigen (Ag) in human capillary and venous whole blood, plasma or serum.

7D2243 Chase buffer is required for whole blood testing.

Kit contains:
* 10 test cards coated with HIV-1/2 recombinant antigen and synthetic peptides, antibodies to p24
antigen and avidin.

ES

Alere™ HIV Combo es un inmunoanalisis

FR

Alere™ HIV Combo est un test immunologique
cualitativo in vitro con lectura visual para la  qualitatif in vitro a lecture visuelle pour la détection
deteccién de anticuerpos (Ab) para VIH-1y  des anticorps (Ac) anti-VIH-1 et anti-VIH-2 et de
VIH-2 y del antigeno (Ag) no inmunocomplejo I'antigéne (Ag) du VIH-1 non immunocomplexé
(en forma libre) p24 del VIH-1 en sangre (libre) dans le sang total capillaire ou veineux, le
humana capilar y venosa, plasma o suero. plasma ou le sérum humain.

7D2243 Se requiere buffer de deteccién para La solution tampon de migration 7D2243 est

todas las pruebas por sangre. nécessaire pour tester les échantillons de sang total.

Contenido del kit: Ce kit contient:

10 tarjetas de prueba recubiertas con antigeno 10 planches de tests recouverts d'un antigéne

HIV-1/2 recombinante y péptidos sintéticos,  recombinant et de peptides de synthése

anticuerpos al antigeno p24 y avidina. correspondant aux VIH-1/2, d'anticorps dirigés
contre I'antigene p24 du VIH-1 et d'avidine.

VIH-1 ndo imunocomplexo (livre) em
sangue total capilar € venoso, plasma ou
soro humano.

7D2243 E necessario o tampéo de detecgéo
para realizar andlises em sangue total.

O Contetido do kit:

10 cartdes de testes revestidos com antigénio
recombinante de VIH-1/2 e peptideos
sintéticos, anticorpos anti-p24 e avidina.

Alere Medical Co., Ltd.
357 Matsuhidai, Matsudo-shi, Chiba, 270-2214, Japan
Tel +81 47 311 5750 www.alere.com

The Alere Logo and Alere are rademarks of the Alere group of companies

© 2016 Alere. All rights reserved. 241276/R4
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Alere™ HIV Combo is an in vitro, visually read, qualitative immunoassay for the detection of
antibodies (Ab) to HIV-1 and HIV-2 and the detection of non-immunocomplexed (free) HIV-1 p24
antigen (Ag) in human capillary and venous whole blood, plasma or serum.

7D2243 Chase buffer is required for whole blood testing.

Kit contains:
*2 test cards coated with HIV-1/2 recombinant antigen and synthetic peptides, antibodies to p24
antigen and avidin.

Alere™ HIV Combo es un inmunoanalisis
cualitativo in vitro con lectura visual para la
deteccion de anticuerpos (Ab) para VIH-1y
VIH-2 y del antigeno (Ag) no inmunocomplejo
(en forma libre) p24 del VIH-1 en sangre total
humana capilar y venosa, plasma o suero.
7D2243 Se requiere buffer de deteccién para
todas las pruebas por sangre.

FR

Alere™ HIV Combo est un test immunologique
qualitatif in vifro a lecture visuelle pour la détection
des anticorps (Ac) anti-VIH-1 et anti-VIH-2 et de
I'antigéne (Ag) du VIH-1 non immunocomplexé
(libre) dans le sang total capillaire ou veineux, le
plasma ou le sérum humain.

La solution tampon de migration 7D2243 est
nécessaire pour tester les échantillons de sang total.

PT

Alere™ HIV Combo é um ensaio
imunolégico qualitativo de leitura visual in
vitrorara a detecéo de anticorApos (Ab) ao
VIH-1 e VIH-2 e do antigénio (Ag) p24 do
VIH-1 nédo imunocomplexo (Iivre? em

sangue total capilar e venoso, plasma ou
soro humano.

7D2243 E necessério o tampéo de detecgdo
para realizar analises em sangue total,

Contenido del kit:

2 tarjetas de prueba recubiertas con antigeno
HIV-1/2 recombinante y péptidos sintéticos,
anticuerpos al antigeno p24 y avidina.

Alere Medical Co., Ltd.

Tel +81 47 311 5750

357 Matsuhidai, Matsudo-shi, Chiba, 270-2214, Japan
www.alere.com

Ce kit contient:

2 planches de tests recouverts d'un antigéne
recombinant et de peptides de synthése
correspondant aux VIH-1/2, d'anticorps dirigés
contre |'antigéne p24 du VIH-1 et d'avidine.

© 2016 Alere. All rights reserved.

O Contetdo do kit:

2 cartes de testes revestidos com antigénio
recombinante de VIH-1/2 e peptideos
sintéticos, anticorpos anti-p24 e avidina.

The Alere Logo and Alere are trademarks of the Alere group of companies

241275/R3
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E; HIV Combo SET [REF] 7D2843SET

Intended use:

Alere™ HIV Combo is an in viro, visually read, qualitative for of to HIV-1 and HIV-2 and
the detection of non-immunocomplexed (free) HIV-1 p24 antigen (Ag) in human capillary and venous whole blood, plasma or serum.

Lot B0,
T2B4EKI0R  YYYY-MMDD

TUKIGOA  YYAADO
MPSIZIS6T YYD
1234 Yevenm
12345 e

Alors Medical Co., Ltd.
357 Matsuhidai, Matsudo-ehi

Chiba, 270-2214, Japen

E1 47115750 wwwalere.com

[REF] 7D2843SET

o™ oo 2 81
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List No. 7D2222
100 Each

. EDTA Capillary Tubes i viroTest

EN EDTA Capillary Tubes are to be used in the fingerstick collection of whole blood specimens
for use in Determine™ fomat products. Refer to the assay-specific package insert for full
procedure. Bring to room temperature before opening the cap.

ES Los tubos de capilares con EDTA se utilizan en la obtencién mediante puncién dactilar de
muestras de sangre total para productos de formato Determine™. Consulte el folleto de
instrucciones especifico del ensayo para obtener informacién acerca de todo el procedimiento.
Deben estar a temperatura ambiente antes de abrir la tapa.

FR Les tubes capillaires EDTA sont utilisés pour recueillir des échantillons de
sang total par piqdre du doigt pour les produits au format Determine™. Se
reporter a la notice d'emballage spécifique au test pour la procédure
compléte. Amenez a température ambiante avant d*ouvrir le bouchon.

6||

PT Os tubos capilares EDTA devem ser utilizados na colheita por picada no
dedo de amostras de sangue total para utilizagao nos produtos do formato ===
Determine™. Consulte o folheto informativo especifico do ensaio quanto ap ~ NE——

rocedimento completo. Coloque a tem tura ambiente antes de abrir 8  —————
Eacmento com . =

CAUTION: Glass capillaries may be damaged during transportation or when in use, = \0
Handle with care in order to avoid injury when removing from the packaging as well — (\J
as during use and during disposal.

Store in a cool, dry location. Do not refrigerate.

1

—\—

Advice Line Telephone number
Europe & Middle East: + (44) 161 483 9032 — L
Asia Pacific: +(61) 7 3363 7711
Africa, Russia & CIS: + (972) 8 9429 683
Latin America: +(57)2 6618 797

I

Exp.

- Produced by:
Store at 2-30°C Drummond Scientific Co.

©2015 Alere. All rights reserved. Broomall, PA USA 19008
241203/R6 For: Alere Medical Co., Ltd. Lot
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702243\
| 2.5mL

Ve
™
CHASE BUFFER
Nem | 1175831806

Alere Medical Co., Ltd.
357 Matsuhidai, Matsudo-shi, Chiba,
270-2214, Japan

b 9,0.0.9.0.0.9.0.0¢
8 YYYY-MM-DD
L060179-01

I CE

J9)4ng aseyd *

udliUlNRQ 1135835506
EL ES CHASE BUFFER
1 geakidio (2,5 mL) 1 frasco (2,5 mi)
To puBiomikd Bidhupa  El tampdn de arrastre Determine™ 702243
orabepomoinong se utiliza con productos
mpoopi{eral yia xprion  de formato Determine ™. — - ChaSE‘ BUffEI’ @
pE TN onpd TpoIGVTWY E v E
fro g AN
5 < x 100
-
FR T o j & EN cz 2rC
1 flacon (2,5 mi) 1 flacone (2,5 mi) Iz < > 1 Bottle (2.5 mL) 1 lahvicka (2,5 mi)
Le tampon de fixation Il tampone chase 2 = ; The Chase Buffer is for Nosny pufr je uréen o
est utilisé avec les (tampone di spinta) Z & use with Determine™  pro pouiti s produkty
produits au format viene utikizzato con | - O 5 format products., tady Determine™,
Determine™:, m;‘:ﬁ'ﬁ’ fnea g o * Atars Moccal Co., Lt
S 357 Matsuhicas,
* 270-2214, Japan
PT sV S DA DE Tol +81-47-311-5750
1 Frasco (2,5 mi) 1 flaska (2,5 mL) (5] 1 flaske (2.5 mi) 1 Flaschchen (2,5 mi) Fax sg1-aransrst
A solugéo tampéo de Chase-bufferten Chase-bufferen Der Antriebsputfer dient Alors Lid,
detecdo destina-sea  anvénds av produkter anvendes sammen zur Verwendung mit iy
utilizagio com i Determine ™-format. med produkter i Determine™ Stockpont,
produtos do formato Determine™-serien. ~Formatprodukten. ST S8, LK
Determine ™. © 2015 Alere. Al rights reserved.

4||57122J4?0183||
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