PQDx 0214-064-00 WHO PQDx PR April/2016, version 3.0

WHO Prequalification of In Vitro Diagnostics Programme
PUBLIC REPORT

Product: Enzygnost HIV Integral 4
WHO reference number: PQDx 0214-064-00

Enzygnost HIV Integral 4 with product codes OPKRO3, OPKRO5, OPKRO7(Q) and
Supplementary Reagents for Enzygnost/TMB with product code OUVP17 manufactured
by Siemens Healthcare Diagnostics Products GmbH, CE-mark regulatory version, was
accepted for the WHO list of prequalified in vitro diagnostics and was listed on 22 March
2016. This report was amended on 04 April 2016 to correct a typographical error.

Intended use:

Enzygnost HIV Integral 4 is an enzyme immunoassay for the qualitative detection of HIV
p24 antigen and specific antibodies to human immunodeficiency viruses of type 1 and 2
(HIV-1 including HIV-1 subtype O virus and HIV-2) in human serum and plasma. The
enzyme immunoassay can be processed using the ELISA processors, BEP® Ill System, BEP®
2000 System, BEP 2000 Advance® System as well as the Quadriga® Systems. A non-
automated processing of the test procedure is also possible.

Assay description:

Enzygnost HIV Integral 4 is a fourth generation enzyme immunoassay. The specific
antibodies to HIV contained in the test sample bind to the antigens in the reaction wells of
the HIV Integral 4 test plate and the HIV p24 antigen present in the specimen to the
monoclonal anti-HIV p24 specific antibodies, accordingly. The biotinylated components
(recombinant HIV proteins or synthetic peptides respectively monoclonal anti-HIV p24
antibodies) of HIV Integral 4 Conjugate 1 bind in the second step to these specific
antibodies respectively to the HIV p24 antigen (antigen sandwich respectively antibody
sandwich). In the third step, HIV Integral 4 Conjugate 2 (streptavidin/POD) reacts with the
bound biotin conjugates. The enzyme portion of HIV Integral 4 Conjugate 2 causes the
Chromogen Working Solution to turn blue. This reaction is stopped by the addition of
Stopping Solution POD, which causes a color change to yellow. The color intensity is a
measure of the immunochemical reactivity of the HIV-specific antibodies and the
concentration of HIV p24 antigen in the specimen.
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Test kit contents:

WHO PQDx PR

April/2016, version 3.0

Component

2x96
tests/kit
Product code
OPKRO3

10 X 96
tests/kit
Product code
OPKRO5

10 X 96
tests/kit
Product code
OPKRO7(Q)

Test Plate

Recombinant proteins (E. coli)
containing HIV1 gp41, HIV1 (subtype
0) gp41, HIV2 gp36 as well as two
monoclonal antibodies (mouse) to
HIV p24 antigen coated
microtitration plate

2 x 96 wells

10 x 96 wells

10 x 96 wells

Sample Buffer

Phosphate buffer with BSA and
TRITON X-100; coloured pink
(Contains preservative phenol (< 1

g/L)

2x5ml

6x5ml

2x25ml

Conjugate 1 Buffer

TRIS/HCI buffer with SAPOGENAT
T500 and

Casein

(Contains preservative phenol (< 1

g/L)

2x12.5mL

10x 2.5 mL

2x75mL

Conjugate 1

Lyophilizate of recombinant E. coli
HIV-1, HIV-2 and HIV-1 (subtype O)
synthetic peptides and two
monoclonal antibodies (mouse) to
HIV p24, biotinylated; coloured blue
(Contains Proclin 300)

2x12.5ml

10x 12.5 ml

2 x 10 mL of
concentrated
Conjugate 1

Conjugate 2
Streptavidin/peroxidase (POD)
conjugate in TRIS/HCI buffer;
coloured yellow

(Contains preservative phenol (< 1

g/L)

2x12.5mL

10x 12.5 mL

2x75mL
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Component 2x96 10 X 96 10 X 96
tests/kit tests/kit tests/kit
Product code Product code | Product code
OPKRO3 OPKRO5 OPKRO7(Q)

Control, negative 2x2mL 3x2mL 3x2mL

Stabilized human serum without HIV

antigens and without antibodies to

HIV-1, HIV-2 and HIV-1 (subtype O)

antigens; coloured green.

(Contains preservative phenol (< 1

g/L)

Control, positive 2x2mL 3x2mL 3x2mL

Heat-treated human serum with

antibodies to HIV-1 antigens in

HEPES

buffer; coloured red

(Contains preservative phenol (< 1

g/L)

Instructions for use 1 1 1

Polyethylene bag 1 1 1

Items required but not provided:

Item

Product code

Supplementary reagents kit for
Enzygnost®/TMB

Buffer/Substrate TMB

Chromogen TMB

Stopping Solution POD

Washing Solution POD

Adhesive foils

Empty bottle for the Chromogen Working

Solution

Instructions for Use

OuUVP17

Non-automated processing instrumentation requirements

Incubator N/A
Microtitration plate washer N/A
Spectrophotometer suitable for 96-well plates N/A

(450nm measuring and 650nm reference

wavelengths)

Automated processing instrumentation requirements
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BEP® Il System: for automated processing and | TBC
evaluation of the test after manual dispensing
of samples and controls

BEP® 2000 System/BEP® 2000 Advance System: | TBC
for fully automated processing and evaluation
of the test

Quadriga® System: for fully automated TBC
processing and evaluation of the test in
combination with BEP® IlI

Precision pipettes plus tips N/A

Storage:
The test kit should be stored unopened at 2-8 °C. Once opened, refer to IFU for storage
conditions.

Shelf-life:
12 months.

Warnings/limitations:
See manufacturer’s instructions for use.

WHO special warnings:

WHO reviewed the instructions for use that were current at the time of WHO
prequalification, and a number of changes were suggested. Most, but not all, changes
were made by the manufacturer (WHO comments relate to intended use, warnings and
precautions, preparation of reagents, certain aspects of test procedure, results,
nomenclature).

Furthermore, it should be clear to end-users that the product does not contain a positive

quality control for HIV-1 p24 antigen. Therefore, end-users are encouraged to source
external quality control material for HI-1 p24 antigen.
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Summary of prequalification assessment for Enzygnost HIV Integral 4

Date Outcome
PQ listing 22 March 2016 listed
Dossier review N/A MR
Site inspection(s) 13 April 2015 MR
Laboratory evaluation 16 November 2015 MR

MR: Meets Requirements
N/A: Not Applicable

Prioritization for prequalification
Based on the established criteria, Enzygnost HIV Integral 4 was given priority for WHO
prequalification.

Product dossier assessment

In accordance with the WHO procedure for abbreviated prequalification assessment,
Siemens Healthcare Diagnostics Products GmbH was not required to submit a product
dossier for Enzygnost HIV Integral 4 as per the Instructions for compilation of a product
dossier (PQDx_018 v1). Notwithstanding, certain aspects of the product dossier previously
submitted for stringent regulatory review were reviewed by an assessor during the site
inspection.

Manufacturing site inspection

In accordance with the WHO procedure for abbreviated prequalification assessment, a
shortened inspection with fewer inspectors was conducted at the site of manufacture
(Emil-von-Behring StraRe 76, 35041 Marburg, Germany) of Enzygnost HIV Integral 4 in 24-
26 February, 2015 as per the Information for manufacturers on prequalification inspection
procedures for the sites of manufacture of diagnostics (PQDx_014 v1).

The inspection found that the manufacturer had an acceptable quality management
system and good manufacturing practices in place that ensured the consistent
manufacture of a product of good quality.

The inspection was concluded with the final inspection report sent 13 April 2015.

Based on the site inspection and corrective action plan review, the quality management
system for Enzygnost HIV Integral 4 meets WHO prequalification requirements.

Laboratory evaluation

Enzygnost HIV Integral 4 was evaluated by WHO in the 2nd and 3" quarter of 2015 using
serum/plasma specimens. From this evaluation, we drew the following conclusions:
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Enzygnost HIV Integral 4 is an enzyme immunoassay for the qualitative detection of HIV-
1/2 antibodies and HIV-1 p24 antigen in human serum and plasma specimens. A volume of
100ul of specimen is needed to perform the assay. This type of assay requires laboratory
equipment and cannot be performed in laboratories with limited facilities. Reading of the
results must be performed with a spectrophotometer.

In this limited performance evaluation on a panel of 1119 specimens, we found an initial
sensitivity (95% Cl) of 100% (99.2% - 100%) and an initial specificity (95% Cl) of 99.2% (98.2%
- 99.8%) compared to the reference results. The final sensitivity (95% Cl) was 100% (99.2%

- 100%) and the final specificity (95% ClI) was 99.8% (99.2% - 100%) compared to the
reference results. Lot to lot variation observed was within the acceptance range for most
dilution series. For three series there was a difference of 2 dilutions.

For eight seroconversion panels, Enzygnost HIV Integral 4 detected on average 1 specimen
earlier than the benchmark assay (Enzygnost Anti-HIV 1/2 Plus [Siemens Healthcare
Diagnostics Products GmbH]) and on average 0.375 specimens earlier than Vironostika HIV
Ag/Ab (bioMérieux) EIA.

For the mixed titer panel, Enzygnost HIV Integral 4 detected all specimens correctly, except
one that was false reactive. For the HIV-1 p24 antigen panel, Enzygnost HIV Integral 4
correctly classified most specimens. The assay was false non-reactive for 2 specimens. For
the HIV culture supernatant panel, Enzygnost HIV Integral 4 detected all HIV-1 subtypes
and the HIV-2 isolate.

For the 1st International Reference Panel for anti-HIV [NIBSC code 02/210], Enzygnost HIV
Integral 4 detected all subtypes tested (HIV-1 A, HIV-1 B, HIV-C, HIV-1 CRFO1_AE, HIV-1 O
and HIV-2). For the HIV-1 p24 antigen standard [NIBSC code 90/636], Enzygnost HIV
Integral 4 detected to 0.39 international units. In contrast, Vironostika HIV Ag/Ab
(bioMérieux) detected to 12.5 international units.

In this study, 0% of the results were recorded as indeterminate. The invalid rate was 0%.
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Labelling
1. Labels
2. Instructions for use
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1. Labels

WHO PQDx PR

1.1 Overview on kit components

April/2016, version 3.0

Product Overview on kit components
numbers of
variants
OPKR 03 Materials Provided
(2 X 96) Contents
Number of Tests
Component
OPKR 05 2x96 10 % 96 10 x 96 (Q)
(10X96) OPKR 2 10 10
2 x5mL 6 x5mL 2% 25mL
2x12.5mL 10% 12,5 mL 2 x75mL
OPKR 07 2x—125mL 10x—12.5mL - [CONJUGATE[1|
(10x 96 (Q)) 2x—10mLf
2x12.5mL 10x 12,5 mL 2x75mL [CONJUGATE[2]
2x2mL 3x2mL 3Ix2mL [cONTROL ||
2x2mL 3x2mL 3x2mL
1 1 1 polyethylene bag

f

final volume: 75 mL, refer to "Preparing Reagents"”

The test plate, the conjugates, the Conjugate 1 Buffer, as well as the control, positive and the control,
negative must be used in the given combination of 6-digit lot numbers printed on the package, respectively
stated in the enclosed barcode table of values.
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1.2 Table of assigned values (TAV)

April/2016, version 3.0

Component

Document

TAV

SIEMENS

Enzygnost® HIV Integral 4

LOT

Barco-de bde of values / Barcodswaristabelle

MTP

DILUENT
[CONJUGATE[1] [DILUENT]

[conJuGATE[1] / [cONJUGATE]1] [cCONC]
CONJUGATE|Z]

8
1
T+ [

HEEEEEE

a b comnarmt of CFRFOD ety and OFRRES | 1058 wl o] i PR 1 Bl
COTRN PR TR b Bminchied wory C00RE) (rwe nd S0 | 30T, [CORIRATE | L] s o= e

BEP* IN:

S Hi e I ekt (GmibsH
Eantr b )
TN Y Mg LTy W M

CPRIRT

S TR

ce 0197
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1.3 Labels for Product variant OPKR 03 (2x96)

Component | Label
Outer Box SIEMENS o .
Enzygnost® HIV Integral 4 EEQEE
EBsc
7 2x%8 [FEF] OPKRO3 g%z;”é% “
(1M os %Eggﬁ :
2 x (TP 201800 - g'iﬁf g
2x 5mL DILUENT) [&T] 200500 = = M8
2x 125mL  [CONJUGATE 201500 @ 5 1=
2 x —Pp125mL [CONJUGATE 200600 % 8 g
2x 125mL %@ [C5T] 201200 > . —
2x 2ml CONTROL LOT] 201300 = P 5
2 x 2m [E5T] 201400 Q go=i.*c
1/“ g %8f:
c N oo D
2 D -~ 5
= E
CED197 i E[ng
MTP MTP pouch with label
|
! SIEMENS
| Enzygnost HIV Integral 4
| 1x
' :
[ :
¢ &
@ 201800 Siemens Healthcare : I@I
o e nmrmmc.mw cenm?g
MTP side label
Enzygnost HIV Integral 4 Siemens Healthcare

Diagnostics Products GmbH
123456 OPKQP90C0001Y Marburg/Germany

MTP strip label

m
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Component | Label

. grun 321C SA =E0401
Diluent schwarz 419C
(5 mL)

+ | | +
SIEMENS

5mL Enzygnost 5mlL
HIV Integral 4
[DILUENT]
T G 20051334 -

Siemens Healthcare

Diagnostics Products GmbH

Marburg/Germany
OPEFIS0CO002 (1334)

‘] .3 VD C€0197 I

Conjugate 1 SIEM ENS

Diluent
12.5 mL

N s EnzygnostHIV Integral 4 2

N o C;

Bt [CONJUGATE[1] [DILUENT] £ 5
N gs S&rz
S o /lf‘“ £5g
2E5
=i £ s FP
o 2= B
Q Ca opkoigocooozv C€0197 [vD] "M
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Component | Label
; grun = 1
Conjugate 1 schwarz 419C
(12.5mL) rot PMS 185C
+ | +
SIEMENS
— 12.5mL Enzygnost — 12.5mL
[CONJUGATE[1|  HIV Integral 4
[CONJUGATET]
20062231 T

B

+

Conjugate 2 | 9runszib
schwarz 419C
(12.5 mL)

&

+

A @

2:[IVD| C€0197

Siemens Healthcare
Diagnostics Products GmbH
Marburg/Germany

OPKGIS0C0003 (2231)

+

SA = E040T ‘
| —
SIEMENS
12.5mL Enzygnost 12.5mL
[CONJUGATE[2|  HIV Integral 4 [CONJUGATE|2|
[CONJUGATE]Z]
20121433 T

-8°C
- 2
B

2:[IVD| C€0197

Siemens Healthcare
Diagnostics Products GmbH
Marburg/Germany

OPKLISOC0002 (1433)

+
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Component | Label
Control - —
= SIEMENS
— | = £
——— O c e
— ") | ; Enzygnost HIV Integral 4 EE
e T o o BE B
==n 20> [CONTROL]- 3‘%%?
S ——— o g @
— 2C £ 58
E— C€0197 [IvD] g5
=] | OPKMIS0CO002V R B
Control + _—
= SIEMENS
— | = £
. D = 2
— e By
=" - c;; Enzygnost HIV Integral 4 _,‘g_“gE
-
== O g % CONTROL[+ BC Exs
= nJ o 2% s
———— 2 E 20
" - B & Eg
—— o
L opknigocooosy C€0197 [IVD] g3
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1.4 Labels for product variant OPKR 05 (10x96)

WHO PQDx PR

March/2016, version 2.0

Component | Label
Outer Box SIEMENS i .
5 &
Enzygnost® HIV Integral 4 aggg:-
ECEIE _
W 10x96 [REF] OPKRO5 gigggi -
[0 0 sfiil
10 x [MTP] 201800 o a‘"_!gg“;
B x Sl DILUENT 200500 = & WEES
10 x 125mL [CONJUGATE[] 201500 @ "gu § 5
10 x —p 125mL [CONJUGATE[1] 200600 = £ ;
10 x 125mL  [CONJUGATE 201200 > T —
3x 2mL ONTROL]- [E5T] 201300 F Te e
3x 2mL [CONTROLT+] [L57] 201400 R 2v§.° ‘
j/ﬂ‘t 8 x=b g
c ~N o g
2°C g e 2
ceorsr @B 5 Bloaé
MTP MTP pouch with label

_‘A . e
SIEMENS

Enzygnost HIV Integral 4

1x
&
< &
o
2% 8
[o1] 201800 Siemens Healthcare (Vo]
a 1???;13;31 nmmmmnmm C£U19?§

_—

MTP side label

Enzygnost HIV Integral 4
123456

Siemens Healthcare
Diagnostics Products GmbH

OPKQP90C0001v Marburg/Germany

MTP strip label

m
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Component | Label

; grun 321C SA = E040T
Diluent schwarz 419C
(5 mL)

Jr | | +
SIEMENS

5mL Enzygnost 5 mlL
DILUENT HIV Integral 4 DILUENT

Siemens Healthcare
Diagnostics Products GmbH
Marburg/Germany

20051334
“I OPKFIS0C0002 (1334)

5| 4i[vo| ceo197 I

Conjugate 1 SlEM ENS

Diluent
12.5 mL

T & EnzygnostHIV Integral 4 2

n o C;

S 53 [CONJUGATE[1][DILUENT] £ =
n o S5z
— O 6 218
8 2 e
e 3
o A%
Q Ca opkolgocooozv C€0197 [vD] M=
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Component | Label
; grun = 1
Conjugate 1 schwarz 419C
(12.5mL) rot PMS 185C

-+ |

SIEMENS
— 125mL Enzygnost
[CONJUGATE[1|  HIV Integral 4
[CONJUGATE[T]
20062231

5| 4[vD| ceo197 |‘|

+

Conjugate 2
(12.5 mL)

— 12.5mL

CONJUGATE

Siemens Healthcare
Diagnostics Products GmbH
Marburg/Germany

OPKGI90C0003 (2231)

+

+

*Fj x (VD] Cc0197

Siemens Healthcare
Diagnostics Products GmbH
Marburg/Germany

OPKLIS0C0002 (1433)

grun 321C SA = E04UT
schwarz 419C ‘
+ | +
SIEMENS
12.5mL Enzygnost 12.5mL
CONJUGATE[2]  HIV Integral 4 CONJUGATE[?]
[CONJUGATE]Z]
20121433

+
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Component | Label
Control - —
- SIEMENS
— | =
=n O ~nE 2 mL ,E
— — — = E §
B "V ; Enzygnost HIV Integral 4 EE
—— S N & b E 3
n S of  [CONTROLL- 3“-:%%
o 2 33
— o s L 1=F-]
X | opkmigocoooy C€0197 |IVD| =g 3
Control + —
- SIEMENS
— | = E
e D = 2
— -k
—1 - c;\; Enzygnost HIV Integral 4 EEE‘
T _"G.
=y O g% CONTROL[+ BCExs
= nJ o 2% s
——— 2 E 2
_N - i o gg
f o ——= =
| opkngocoooy C€0197 [IVD] g3
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1.5 Labels for product variant OPKR 7 (10x96 Q)

Component | Label
Outer Box SIEMENS SMN 10709364 E I
foxt
Enzygnost® HIV Integral 4 feriz
¥ 10x%8@ [REF] OPKRO7 fizgot &
(1T 05 $1523¢
10 x [MTP] 201800 & §-iiz§
2 x 25ml [DILUENT, 200500 g = Wuks
2x 75ml [CONJUGATE 201500 @ & b=
2 x —p 10mL [CONJUGATE[1][CONC] 200600 e =
2x 75mL CONJUGATE[2] 201200 > c g
3x 2m [CONTROLT] 201300 T i3
3x 2m CONTROLI+] 201400 § BoL.”
ec 8 Z2tE
c ™o
2 g e g
= | 4
ceore7 M 5 [Bloa g
MTP MTP pouch with label
|
! SIEMENS
| Enzygnost HIV Integral 4
| 1x
' &
<3
x
P &
@ 201800 Siemens Healthcare l@
e Daoscs s o eo107 §

MTP side label

Enzygnost HIV Integral 4 Siemens Healthcare

123456

Diagnostics Products GmbH
OPKQPS0C0001y Marburg/Germany

MTP strip label

m
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Component | Label

Diluent griin321C  SA=E1302

(25 mL) schwarz 419C

B ‘ SIEMENS e
25 mL

Enzygnost
HIV Integral 4

DILUENT

C€0197 [vo ”i

20051372

3
]

Siemens Healthcare

d Diagnostics Products GmbH
Marburg/Germany

OPKFIS1C0003 (1372)

LOT
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Component | Label
Conjugate 1 griin321C  SA=E1302
Diluent schwarz 419C
(75 mL)
| SIEMENS
75mL
Enzygnost
HIV Integral 4
[CONJUGATE]1] [DILUENT] z
o + [CONJUGATE[1] [CONC] [] 5 -
C€0197 wo =< 28 &
20061371 §§§ g
1 282 3
S 1 :
o SIEMENS
Conc 5
(10 mL) —) 10mL =
Me Enzygnost HIV Integral 4 2
nJ EI o =
5 7 [CoNJUGATET] [cone] L
- e CONJUGATE|1] |CONC £E.
o oI BT = ?EE
s 5" E 2%
o o T =
N o = gé’
= o Cel=4=
E D | opkaigicooosv  C€0197 o=
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Component | Label

Conjugate 2 grin321C  SA=E1302
(75 mL) schwarz 419C

_N,

‘ SIEMENS +

75mL
Enzygnost
HIV Integral 4
=
CONJUGATE|2] 2
L]
_ FE'C §§>.
£88 _
C€0197 (o] = 823 5
2012147 égg %
i 252 =
S 4t 4 £

Control - - SIEMENS

— i £
m— m% 2 mL -
- = &=
— " J - Enzygnost HIV Integral 4 gg
==nr Co: [CONTROL[- ¥
—_— o 8
¥ — 2% EQ

I | opkmigocooozy. C€0197 [IV_D] ?

Marburg/Germany
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Component | Label
C | = =
ontrol + - SIEMENS
=, ol 2m :
=——o ¥ |7 Enzygnost HIV Integral 4 §§
== 53 [conTROLTF o §2F
=: ¢ ik
=="F " B .aag
LXI opxngocoooy  C€0197 @"i

DRAF]
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2. Instructions for use (excerpt containing only the English version)

-y

%

SIEMENS

Enzygnost® HIV Integral 4

Enzyme immunoassay for the qualitative detection of HIV p24 antigen and
specific antibodies te human immunodeficiency viruses of type 1 and 2 (HIV1
including HIV1 subtype O virus and HIV2) in human serum and plasma.

Enzymimmunoassay zum qualitativen Nachweis von HIV p24-Antigen und
spezifischen Antikérpern gegen humane Immundefizienz-Viren der Klasse 1
und 2 (HIV1 inklusive HIV1-Subtyp O-Virus und HIV2) in Human- Serum und -
Plasma.

Dosage immuncenzymatique destiné a la détection qualitative de I'antigéne
p24 du VIH et des anticorps spécifiques dirigés contre les virus
d'immunodéficience humaine de type 1 et 2 (VIH-1 et VIH-2), y compris le sous-
type O du VIH-1 dans le sérum ou le plasma humain.

Metodo immunoenzimatico per I'identificazione qualitativa dell'antigene e
degli anticorpi HIV p24 specifci per i virus dellimmuncdeficienza umana di tipo
1 e 2 (virus HIV1 incluse il I'HIV1 sottotipo O e HIV2) nel siero umano o nel
plasma.

Enzimoinmunoanalisis para la deteccién cualitativa del antigeno p24 del VIH y
anticuerpos especificos contra los virus de inmunodeficiencia humana tipe 1y 2
{VIH1 incluido el subtipo O del VIH1 y el VIH2) en suero sanguineo y plasma
humanos.

Ensaio imuncenzimatico para a deteccaoc qualitativa do antigénic p24 do VIH e
de anticorpos especificos contra o virus da imunodeficiéncia humana tipo 1 e 2
(VIH1, incluindo o subtipe O do VIH1, e VIH2) em soro e plasma humanos.

English: Page 2 to 1z

Deutsch: Seite 13 bis 24

Frangais: Page 25 El 36

Italiano: Pagina 37 fino 48

Espanal: Pagina 49 hasta &0

Portugués: Pagina 61 a T2

Refarences | Literatyr f Rétérances / Riferimenti | Paga | Saite ! Page ! 73

Referencias/ Reberdncias Pagina | Paginal Pagina

OPKRGOICOS05(1372) 2015-04
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-+

%

Enzygnost® HIV Integral 4

I Revision bar indicates update to previous version.

Intended Use

Enzyme immunosssay for the qualitative detection of HIV p24 antigen and specific antibodies to human
immunadeficiency viruses of type 1 and 2 {HIV1 including HIW1 subtype O virus and HIV2) in human serum
and plasma.

The enzyme immunoassay can be processed using the ELISA processors, BEP® ||| System, BEP® 2000 System,
BEP 2000 Advance® System as well as the Quadriga® Systems. A non-automated processing of the test is
also possible. For in vitro diagnostic use,

Summary and Explanation

Acquired immunodeficiency syndrome {AIDS) was first recognized in 1981 as a clinical plcture In its own
right. Two different human immunadeficiency viruses, HIV1 {synonym: LAVHTLV-II) and HIVE are
considered as causal pathuger.-s" 23 The serological determination of antibodies to HIV plays an essential
role, especially in the field of transfusion medicine in arder to prevent the further spread of the disease. To
exclude a transmission via blood transtusions or blood-derived products to the greatest possible extent,
blood banks and manufacturers of plasma products introduced testing of bload donors for anti-HIV1 and
anti-HIVZ antibodies on a routine basis. In 1990 a new HIV subtype was described, HIV1 subtype 0458,
which is detectable specifically with today's assays, together with the established HIV1 and HIV2 isolates. Ta
narrow the diagnostic window betwean the occurrence of HIV infection and its first serological detection, it
was sensible to supplerment the antibody test with a test for HIV p24 antigen as HIV p24 antigen was
detected in some HIV seroconversian samples before HIV antibodies were detectable”. Although the
detection of HIV antibodies andfor antigen does not allow a definite conclusion on whether infectious HIV1
or HIV2 is present in the biood at the time of blood collection, and aiso a negative result does not exciude
the presence of HIV1 or HIVZ2 with certainty, the combined antigenf antibody test provides currentiy the best
serological way of detecting and eliminafing blood donations from HIV-infectad donors with a high
nrabability’ 8,

Principles of the Procedure

The specific antibodies to HIV contained in the test sample bind to the antigens in the reaction wells of the
HiV Integral 4 test plate and the HIV p24 antigen present in the test sample to the monoclonal anti-HIV p24
specific antibodies, accordingly. The biotinylated components {recombinant HIV proteins or synthetic
peptides respectively monoclonal anti-HIV p24 antibodiesyof HIV Integral 4 Conjugate 1 bind in the secand
step to these specific antibodies respectively to the HIV p24 antigen {antigen sandwich respectively antibody
sandwich). Inthe third step, HIV Integral 4 Conjugate 2 {stre ptavidiniPOD) reacts with the bound biotin
conjugates, The enzyme portion of HV Integral 4 Conjugate 2 causes the Chromogen Waorking Solution to
turn blue. This reaction is stopped by the addition of Stopping Solution POD, which causes a colar change to
vellow. The color intensity is a measure of the immunachemical reactivity of the HiV-specific antibodies and
the concentration of HiV pZ4 antigen in the sample.
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Reagents
Reagent Description Storage |Stability once | Stability after
opened"® reconstitution
Enzygnost® HIV Integral 4 | with a mixture of 2-BC 28 days n.a:
test plate recambinant proteins 15-25°C |68 hoursd n.a.
] {Eschf__'n_l:hra coli) Tn'the bag
containing HIV1 gpa1, With
96 wells HIV {subtype O) gpa1, | Lo
HIVZ gp36 as well as two
maneclonal antibodies
{mouse) to HIV p24
antigen coated
micratitration plate
Enzygnost® HIV Integral 4 | phosphate buffer with B5A | 2-8°C 28 days n.a.
Sample Buffer and TRITON X-100; 15-25°C | 6x8 hoursd
colored pink?
SmLor25mlL
Enzygnost® HIV Integral 4 | TRISIHCI buffer with 2-8B°C use immediately |n.a.
Conjugate 1 Buffar SAPOGENAT T500 and once opened
CONJUGATE 1] [DILUENT Caseln®
12.5 mLor 75 mL
Enzygnost™ HIV Integral 4 | lyophilizate of 2-8°C n.a. 28 days
Conjugate 1 recornbinant (€. coli) 15-35°C 6x8 hoursd or
[CoRaATE]] HIVT-, HIVZ-and HIV1- 24 hours®
— 125 mL and HW_! (sub!ype (&)}
synthetic peptides and
ar two monaclonal
CONJUGATE|1]| GONC] antibadies {mouse) to HiV
—10mL p24, biotinylated;
{tinal volume 75 mL} colared blued
Enzygnost® HIV Integral 4 | streptavidin/peroxidase 2-8°C 28 days n.a.
T]ugmz {POD) conjugate in 15-25°C |68 hoursd ar
o eaTE TRISIHCI butfer; itialireh
12.5 mLaor 75 mL colored yellow?
Enzygnost® HIV Integral 4 | stabifized human serum | 2-8°C 28 davs n.a.
Control, negative without HiV-antigens and | 15-35¢¢ | 6x8 hoursd
CONTROL without antibodies to G ]
2r'r|L_ HIVY, HIV2 and HIVI =-20°C 2 weeks
{subtype O} anfigens;
colored green?
Enzygnost® HIV Integral 4 | heat-treated human 2-B°C 28 days n.a.
Control, positive serum with antivodiesto | 15_35=¢ B haured
CONTROL HIV1 antigens in HEPES 305 5 )
S buffer: i 12 weeks
colored red®
3 preservative: phenol {= 1 gil)
b Preservative: PROCLIN 300
; use each component by the expiry date at the |atest

28 days after first opening and closed storage between cycles at 2-8°C
2 on board the BEP® 2000 System

Stored unopened at 2 to 8 °C, all components of the test kit may be used up to the expiry dates given on the

labeis.
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Warnings and Precautions
For in vitro diagnostics use,

The test was developed for testing individual samples, not for pooled samples,

H317: May cause an allergic skin reaction,

P261, P272, P280, P363, P302 + P352, P33 + P13, P501: Avoid breathing dustifumelgasimist!
vapoursispray. Contaminated work clothing should not be allowed out of the workplace. Wear
protective glovesiprotective clothingleye protection/face protection. Wash contaminated clathing
before reuse. IF ON SKIN: Wash with plenty of soap and water. f skin irritation or rash occurs: Get
medical advicefattention. Dispose of contents and container in accordance with all local, regional,
and national regulations.

CAUTION! POTENTIAL BIOHAZARD

Each donorar donor unit was tested and found to be negative for human immunodeficiency virus
{HIV) 1 and 2 {with the exception of HIV Integral 4 Control, positive), hepatitis B virus (HBV) and
hepatitis C virus (HCV) using either tests found to be in contormance with the in Vitra Diagnostic
Directive in the EU or FDA approved tests, Because no known test can offer complete assurance of
the absence of infectious agents, all human derived products should be handled with appropriate
caution,

| Safetydata sheets (MSDS/S05) available on www.siemens.comidiagnostics

Caution: This device contains material of animal origin and should be handled as a potential carrier and
transmitter of disease,

It is advisable to wear protective gloves throughout the entire test procedure. Please follow the
recommendations of the manufacturer concerning the compatibility hetween gloves and exposed materials.

Dispose of hazardous or biologically contaminated materials according to the practices of vour institution.
Discard all materials in a safe and acceptable manner and in compliance with all government requirements,
It s recammended that solid infectious materfals should be autoclaved forat least 1 hour at 121 °C, All
aspirated liguids should be collected in two receptacles connected in series. Both should contain a
disinfectant suitable for inactivating human pathogens. The concentrations and times specified by the
manu facturer must be observed.

BufferiSubstrate TMB, Chromogen Waorking Solution and Stopping Solution POD must nat be allowed to
come Into contact with heavy metal lons or axldizing substances (do not use pipettes with metal parts which
are in direct contact with the liguid), The substrate reaction steps must not be performed in the vicinity of
disinfectants containing hypochlorite. If the Chromogen Working Solution has spontaneausly developed a
blue color before being transterred into the test plate, this indicates that the solution is contaminated; in
such cases, prepare a fresh solution in a clean container, Skin contact with the above mentioned solutions is
to be avoided.

Preparing Reagents

Bring all reagents and test samples to 15 to 25 °C betore starting with the test. Do not remove the foil pouch
from the test plates during this step. It reagents or reagent working solutions need to be mixed, avoid foam
formation.

To avaid 2 frequent change of syringes when processing large series of samples on the BEP® ||| System, the
kit 10 x 96 {Q) is recommended.

HIV Integral 4 test plate: Before starting the test processing, remove not required strips from the holder and
store these in the enclosed polyethylene bag for later Lse,

HIV Integral 4 Conjugate 1 Buffer: ready to use

A slight whitely precipipate at the bottom of the vial can be dissolved by short agitation of the buffer before
use, The precipitate does not affect the performance of the test and & not caused by microbial
contamination,

HIV Integral 4 Conjugate 1 {2x96 and 10x96 Kit): Transfer the entire contents of one via! Conjugate 1
Buffer into a vial Conjudate 1, Dissolve the lyophilizate completely by slight agitation and equilibrate at

15 to 25 °C for at least 15 minutes.

HIV Integral 4 Conjugate 1 Concentrate {10x96 (Q) Kit): Recanstitute rhe lyophilizate with 10 mL
Conjugate 1 Buffer by slight agitation. Retransfer the complete contents to the Conjugate 1 Buffer vial. Rinse
the emptied Conjugate 1 Concentrate vial with 10 mL of the now blue colored solution and transfer it after
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stight agitation to the Conjugate 1 Buffer vial. Mix thoroughly. Before use, equilibrate the Conjugate 1
Waorking Solution for at least 15 minutes at 15 to 25 °C. Document the addition of reconstituted Conjugate 1
Concentrate to Conjugate 1 Buffer by using the check box on the buffer vial label.

HIV Integral 4 Conjugate 2: ready to use

HIV Integral 4 Sample Buffer: ready to Lse
HIV Integral 4 Control, negative: ready to Use
HIV Integral 4 Control, positive: ready to use

Specimen Collection and Handling

Collecting the Specimen

Suitable specimens are individual samples (human sera or CPDA/EDTA/heparinizedicitrated plasma) obtained
by standard laboratory technigues.

Storing the Specimen

The samples should be stored for no more than 3 days at 18 to 25 °Coor 8 days at 2 to 8 °C, If samples are
frozen within this period, they can be stored at below -20 “C for up to 2 vears and 6 months 1f repeated
freeze-thaw cycles are avoided,

Procedure
Materials Provided
Contents
[ReF] Number of Tests |
| Component
2x06 10 % 96 10 % 96 (Q)
OPKR 2 10 10 | [Pl
2x5mL 6x5mL 2x=25mL !uum-‘
2x12.5mL 10x12.5mL 2x75mL jcuu.m'ra
2x—=125mL 10 x—=12.5mL - |[conaueaTEN]
2x—=10mLf | [ComTeATE ] [GoNE
2x12.5mL 10x12.5mL 2x75mL |[ConUUGATE]Z]
2x2mL IxZmL Fx2mL J
Ix2ml Ixaml Ix2mL |[conrroL]
1 1 1 | polyethylene bag

f final volume: 75 mL, refer to "Preparing Reagents”

The test plate, the conjugates, the Conjugate 1 Buffer, as well as the contral, positive and the control,
negative must be used in the given cambination of 6-digit lot numbers printed on the package, respectively
stated In the enclosed barcode table of values,

Materials Required but not Provided

Item Description
Supplementary Reagents BufferiSubstrate TMB
for Enzygnost®TME [REF] OUVP Chromogen TME

Stopping Solution FOD

Washing Solution POD

adhesive foils

empty bottle for the Chromagen Working Solution

For details on kit size and components refer to the respective
Instructions for Lise.

BEP® 11l Systern for automated processing and evaluation of the test aftar
manual dispensing of samples and contrals

BEF® 2000 ! BEF 2000 Advarice™ Systemn | for fully automated processing and evaluation of the test

OPKRGOICO505(1372) 574 2015-04
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Item Description

Quadriga® Systems far fully automated processing and evaluation of the testin

combination with BEP® (/|

Pipettes piston-type pipettes with fixed or variable volumes, or single-

and muitichannel pipattes with adjustable volumes

The tollowing items are reguired additionally if the test is not processed automatically:

Incubatar covered water bath {37 £1 °C)or similar incubation method
Washing device micratitration plate washer
Fhatometer photometer suitable for microtitration plates, measuring

wavelangth of 450 nm, reference wavelength of 650 nm
{between 615 nm and 690 nm as appropriate), For SURE
measurements, wavelength 405 nm s also required,

All the equipment used in the test must have been validated,

Test Procedure

Mon-automated Test Procedure

1.
b

3
4,

11,

12.

Preparing Reagents: Refer to "Freparing Reagents’.

Assay scheme: The necessary number of test plate welis s given by the number of test samples plus
the number of determinations {n = 5) for HIV Integral 4 Control, positive and negative.

Pre-dispense buffer: Dispense 25 pL of Sample Buffer into each required well of the tast plate.
Dispense samples: Dispense 100 L Control, negative into each of the Hirst 3 wells {m1-C13, 100 uL
Control, positive into the next wall {D1) and 100 yL of undiluted sample into aach of the subsaguent
wells. At the end of the series, respectively test plate, fill the [ast well with 100 pL Control, positive. Do
nat mix well content!

Important:

Itis not permitted to first pipette Control, positive into the wells at the start and end of the sample
series, and then put the samples in-hetweer,

Alternative pipatting scheme: Dispense 100 yL Control, negative into sach of the first 3 wells (A1-C1),
100 pL Cantral, positive into each of the next 2 wells {D1-E1}, and 100 pL of undiiuted sample into rach
of the subsequent wells. Do not mix well content|

Each sample must be pipetted with its awn pipette tip, The pipetting steps for Sample Buffer and sample
must be completed within 30 minutes per test plate. After completing the pipetting steps, seal the test
plate with foll and place immediately into the incubator,

Pipetting control (optional):

The correct pipetting of the controls and samples can be checked visually (HIV integral 4 Control,
negative {green), HIV Integral 4 Contral, positive (red), sample and empty wells {clear)} or gualitatively
by photometric measuremant at 405 nm against 650 nm (the so-called SURE function). For details refer
to the docurment "BEP® |1l Systernd BEP® 2000 Systemf BEP 2000 Advonce® System SURE Specifications”.

. Incubate samples: Incubate for 30 +2 minutes at 37 +1 °C, then proceed immediately to the wash step.
. Wash: Remove foll and aspirate all welis, Fill each well with approximately 300 L difuted Washing

Solution POD, aspirate the plate, and rapeat the wash cycle two times. After completing the wash
cycles, proceed immediately to the next reagent dispensing step (otherwise the wells may dry out).

. Dispense Conjugate 1: Fipette 100 pL Conjugate 1 Working Solution into each well. Then seal the test

plate with fresh foil and place Immediately inta the Incubator.

. incubate Conjugate 1: Incubate for 30 £2 minutes at 37 £1 °C, then proceed immediately to the wash

step.

. Wash: As describad in step 6.
10.

Dispense Conjugate 2: Fipette 100 yL Conjugate 2 inta each well. Then seal the test plate with frash
foil and place immediately into the incubator.

Incubate Conjugate 2: Incubate for 30 £2 minutes at 37 £1 °C, then proceed immediately to the wash
step.

Wash: Remaove foll and aspirate all wells, Fill each well with approximately 300 yL dituted Washing
Solution POD, aspirate the plate, and repeat the wash cycle three times. After completing the wash
cycles, proceed immediately to the nest reagent dispensing step (otherwise the wells may dry out).
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13. Dispense substrate: Pipette 75 L of Chromogen Working Solution into each well, then seai the
microtitration plate with frash foil.

14, Incubate substrate: Immediately after the substrate dispensing step, Incubate at 18 to 25 °C for
30 +2 minutes, protected from light.

15. Stop reaction: Remove the foll. Add 75 pL Stopping Solution POD to each well, keeping to the same
timing as during the substrate dispensing step.

16. Measure: Read the test plate at 450 nm within one hour, The recommaended reference wavelength is
650 nm {or where appropriate between 615 and 690 nm).

Procedure for the BEP® |1l System

When using the BEPT [(l, the test piates must be prepared up to the sample dispensing step (steps 1 ta 4 in

the section "Non-automated Test Procedure”’). Ensure that partially loaded test plates are supplermented with

“water-filled strip” to at least half plates (6 test strips}. Immediately afterwards place the uncovered test

plates, Le. not covered with foll, into the BEPT (I, All subseguent processing steps are perfarmed fully

automatically by the instrument (see BEP® |l Instruction Manual),

The settings for the incubation times in the BEP® ||| software may differ fram the timas in the sectian "Nen-

automated Test Procedure” for technical reasons {system speed) but have been validated for Enzygnost® on

the BEPE |||

Pracedure for fully automatad Systems (BEP® 2000 and Quadriga®)

The sample dispensing steps and subsequent processing of the test are performed fully automatically by the

analyzer (see respective Instruction Manual). Ensure that partially loaded test plates are supplemented with

“water-filled strips” to at least nalf plates (6 test strips).

Sample processing with the BERP® 2000 and Quadriga® System may differ from the information given under

"Man-automated Test Procedure”, but has been validated for Enzygnost® on the respective system,

Internal Quality Control

To evaluate the test the following criteria must be fulfilled:

1. HIV Inteyral 4 Contral, negative: 0.010 <A =<0.130

2. HIV Integral 4 Contral, positive: 0.900=A=2.700

If one of the th ree absorbance values of HIV Integral 4 Contral, negative is outside the specification, this

value can be neglected.

Both absorbance values for HIV Integral 4 Control, positive must comply with the respective specification.

If these conditions are not mat, the test is not valid for evaluation. in this case, the software of BEP® |||,

BEP® 2000 and Guadriga® will give the notice of an invalid test result, The test must be repeated after

investigating the cause.

Results

The evaluations are performed avtomatically with the BEP® ||1, the BEP® 2000 and the Quadriga® Systems.
Please consult the relevant Instruction Manual. The following sections must be taken into account when
performing measurements without software support.

Evaluation using the Cut-off

To calculate the cut-off, Use the mean of the valid absorbance values of HIV Integral 4 Cantrol, negative and
add a value of 0.180:

AnEg + 0,180 = cut-off

Based on the cut-off, the samples are classified as follows:

Hiv negative A< cut-off

Hiv reactive A= cut-off

Evaluation using the Ratio

Aninterpretation of the test resuits is also possible by calculating the guotient of Agmple and cut-off:
Agample

cut-off

The ratio Is calculated autamatically by the BEP® (I, BEP® 2000 and Quadriga® Systems. With this method
results from differant runs can be standardized and made comparable with each othar,

Based on the ratio, the samples are classified as follows:

ratig =

HiV negative ratie =10
HIY reactive ratic =21.0
OPKRGOICOS05(1372} A7 201504
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Assessment of the Results

Reactive test samples {absorbance = cut-off, respectively a ratio = 1) have to be tested again in duplicate. A
sample is considered repeatedly reactive if at least one repeat measurement has an absorbance

value = cutoff, respectively a ratio = 1.0. [Fthe absorbance value of both repeat measurement is < cut-off
respactively ratio < 1.0, the sample is considered HIV negative according to the test criteria. All reactlve
samples must be clarifled according to a recognized confirmation method {e.q., iImmunablot, nucele acid
amplification assay]. It is recommanded to analyre a follow-up sample about two weeks |ater,

Results should always be interpreted in conjunction with the patient’s medical history, clinical presentation,
and other findings.

Limitations

1. Anticoagulants (citrate, CPDA, EOTA, heparin) do not interfere with the test result.

2. Samples from pregnant woman and samples containing the following potentially interfering substances
were Investigated: HBsAg, antibodies to £, coli, HBe, HCV, CMV, HTLV-I, HTLY-II, HAV, HHV-8, H5V-2,
PCP, a5 well as Syphilis and Taxoplasmasis positive samples. With these samples no interference with
the test results has been observed.

3. Heat treated samples should not be used.

4. Incompletely coagulated sera and microbially contaminated samples should not be used, Any
particulate components in the sample {e.g. fibrin clots, erythrocytes) should be removed before the test,

5. Previously frozen samples and samples stored on the clot may show increased unspecific reackivity.

6. If thawved samples are used, ensure that the material is thoroughly homogenized.

7. Highly reactive samples may cause a precipitation of the dye during the stopping reaction. This does not
interfere with the photometric evaluation.

8. The control sera were produced using native human sera. Therefore, turbidity may accur but does not
impair the test result.

9. This product is nat intended for use with samples drawn post mortem,

10. Patient samples may contain hetarophilic antibodies that could react in immunoassays to give a falsely
elevated or depressed result. This assay has been designed to minimize interference from heterophilic
antibodies. Nevertheless, complete elimination of this interference from zll patient specimens cannot be
guaranteed,

11, As itis pot possible to differentiate between maternal (g6 (from HIV Tnfected mothers) and antibodies of
an active intection, Enzygnost® HIV Integral 4 is not recommended for testing infants younger than 2
years,

12. Siemens Healthcare Diagnostics has validated use of these reagents on various analyzers to optimize
praduct performance and meet product specifications. User defined modifications are not supported by
Siernens as they may attect performance of the system and assay results. [t is the responsibility of the
user to validate modifications to these instructions or use of the reagents on analyzers other than those
included in Siemens Application Sheets or these |nstructions for Use,

Performance Characteristics

Specificity

For the determination of specificity, 8419 HIV negative sera were investigated at two evaluation sites and a
specificity of 99.90 % (initial testing) and 99.93 % after retesting was obtzined. For the determination of
specificity in plasma, 8306 EDTA plasmas were investigated at two sites and a specificity of 99.95 % (inital

testing) and 99.96 % after retesting was obtained, The results of the specificity studies are summarized in
the fallowing table.

Site Specimen Number of Initial reactive samples | Retest reactive
samples (specificity in %) samples
(specificity in %)

A | Blood donors | serum 5648 9991 99.91

'8 |Blood donors | serum 2771 99 89 99,96

B8 |Blood donors | EDTA plasma 2772 949.89 99.93

C Blood donors EDTA plasma 5534 9998 09,98
2071504 874 OPKRGO3CO505(1372)
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Site Specimen Number of Initial reactive samples | Retest reactive
samples (specificity in %) samples
(specificity in %)
Hospitalized serum and 262 99.62 99.62
persons EDTA plasma
Samples with |serum and 551 9982 99.82
potentially various types of
interfering plasma
substances

In relation to sample population, test procedure and other factors different values may be obtained, which
howewer have to be in accordance with the Commoen Technical Specifications For in vitro diagnostic medical
devices {CT5).

Sensitivity

The diagnostic sensitivity was determined using 1504 HIV positive samples, All samples were tested as

reactive.

Detailed information on the subtypes is available for 690 of the 1504 HIV positive samples and i
summarized in the following table,

Sample population Number of samples MWumber of reactive
samples
Group Subtype
HIV-TM A 49 49
B 248 248
2 43 43
D 24 24
F 14 14
G 26 26
H 8 a8
J 2 2
K 3 3
CRFOI_AE 23 3
CRFOZ_AG 22 22
CRFO3_AB 3 3
CRFO6_cpx 2 2
CRFO7_BC 2 2
CRFO9_cpx 1 1
CRF13_cpx 1 1
CRF14_BG 1 1
CREDY_AEICRFI5_0MB 1 1
GICRFOZ_AG 1 1
KICRFO9_cpx 1 1
AIAD {recombinant) 1 1
AZC {recamhinant) 1 1
BIF (recambinant} 1 1
HIV-1 0 21 21
HIV-2 19 19
OPKRGOICOS05(1372) 974 2015-04
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The reactivity of the test with seroconversion samples was investigated using 59 seroconversion panels, It
was found that Enzygnost® HIV Integral 4 axhibits a sensitivity in detecting seroconvarsions which is
comparable to or better than similar tests. Nevertheless, it cannot be ruled out that individual samples may
escape detection when the test is used on a |arge scale.

Curing a study, a3 mean analytical sensitivity of 0.2% |UfmL was determined for Enzggnust@ HIV Integral 4
ustng HIV-1 p24 Antigen (15t International Reference Reagent” of the WHG, 19927), Typically, the analytical
sensitivity of Enzygrost® HIV Integral 4 is < 0.50 1UfmL.

Based on HIV-1 Antigen Standard (RioRad) the mean analytical sensitivity for Enzvanost® HIV integral 4 was
6.10 pgimL, Typically the analytical sensitivity of Enzygnost® HIV Integral £ is <12 paimL.

Precision

10 samples with different HIV specific reactivities were tested to determine the re peatabiiity and the within-
device variation coefficients {CV} {B-told replicates in 5 runs). The calculation was performed using analysis
of variance.

Exemplary results obtained from an internal study on the BEP® ||| are summarized below.

Sample Status Mean Absorbance | Repeatability Within-device
A CV (%) CV (%)

FPOZ low reactive 0.329 5.9 14.4
{rear cut-off)

FPO4 |owy reactive 0.392 5.2 52
{riearcut-off)

FPOS | reactive 0.3327 6.8 B.4
{near cut-off)

FPOG low reactive 0.385 6.8 13.4
{rear cut-off)

FROZ low reactive 0.389 4.6 4.8
{rear cut-off)

FROB reactive 1.387 4.3 7.2

FPO9 reactive 1.757 5.6 5.7

FP10 reactive 1.458 4.0 4.0

FP11 reactive 1.685 5.5 B.5

FP12 reactive 1.487 2.3 3.6

Interferences

The following substances do not interfere with the test results (false-positive reactivity of HIV negative
samples, respectively signal reduction of HIV posifive samples) when present In samples at the
cancentrations indicated,

Interferent no interference up to....

Bilirubin 400 mgil

Hemaoglabin 10 gil

Triglycerides gl

Rheumatoid factors 2300 1wimL

Biatin 32 pall

HAMA 90 pall
201504 10/74 OPKRGOICO505(1372)
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Infoermation on Sample Preparation

Data presented in the chapter "Performance Characteristics” was established with samples which were

centrifuged as follows:

Time Centrifugation speed
(minutes) {x g}
15 2600
5 2323
5 1500
10 3000
& 3500

Note

The values cited for specific performance characteristics of the assay represent typical results and are not to

be regarded as specifications for Enzygnost® HV Integral 4.

BEPE, BEP 2000 Advance®, Enzygnost® and Quadriga® are trademarks of Siemens Healthcare Diagnostics.

TRITON is a trademark of Merck.
SAPOGENAT s a trademark of Clariant.
PROCLIN is a trademark of Rohm and Haas Company Corporation.

Siemens Healthcare Diagnostics Products GmbH
Emill-von-Behring-Str. 7

35041 MarburgiGermany )
www.siemens.com/diagnostics
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Table2 Test Procedure

| Frepamton of the reagents

March/2016, version 2.0

!

‘ Dizpense 25 pliwell Sample Buffer

Transher
3 %100 pl Control, negalive
13100 pl Contral, positve
100 pl undluted sample
12100 pl Contral, positve

/_ Incubaticn

30 22 minules

In he case of parially liled pates
Add water-lled stnpa’ to half §ll 1he fates

Incutsnon
30 22 minules
(37 £1°0)

Wash 3x

Incubation
3£ minules

BEF® 2000t
Quadnga®

Tully aul
wrm&:ﬁlng

-

lemated test

BEP1II

automated fest
prr_'lc‘.es"sly
——

75 UL Chromogen
Warking Solution

B S

Imcubanon (protected from ight)
3042 minutes
(181025 ")

4

75 pL Stopping Solution

[alter mex 80 minutes)
Meoasure
450 nmve &50 nm

L.

Te:st rasult
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