Xpert™ HemosIL® FIl & FV

The First Fully Integrated, Real-Time PCR for
FIl G20210A and FV Leiden Genotyping

Hemostasis

HemoslL: The Most Complete
Thrombophilia Panel
Now with Molecular Technology

. Instrumentation
Laboratory

Werfen Group




Thrombophilia Testing

Thrombophilia is defined as an increased
risk or tendency to develop thrombosis
as a consequence of pre-disposing factors
that may be congenital (genetically deri-
ved) or acquired. A thrombus may form
in either the venous or arterial vascular
system. Venous thrombophilia is usually
related to an abnormality of the coagu-
lation system and may result in deep
venous thrombosis (DVT) or pulmonary
embolism (PE).

Historically, laboratory analysis for thrombo-
philia has consisted primarily of detecting
deficiencies of Antithrombin, Protein C and
Protein S, and testing for dysfibrinogenemia
and antiphospholipid antibodies/lupus
anticoagulants. However, in the last decade,
discoveries have led to the testing of
activated Protein C resistance with or
without the Factor V (FV) Leiden mutation,
hyperprothrombinemia attributable to the
presence of the prothrombin gene mutation,
G20210A, and hyperhomocysteinemia.

Risk Factors for Venous Thrombosis

Mixed/Unknown*

Antithrombin defect Lupus Anticoagulants-APL syndrome Hyperhomocysteinemia
Protein C defect Pregnancy, oral contraceptive therapy, Elevated Levels of FVIII
Protein S defect hormone replacement therapy APC resistance in the absence of
FV Leiden Immobilization FV Leiden
7 Previous thrombosis
Proth.m(nb/n 620?70'4 Age * Elevated levels of FIX, FXI, Prothrombin
Dysfibrinogenemia - and TAFI are also reported as risk factors
Surgery, malignancy for venous thrombosis

Frequency and Relative Risk for Venous Thrombosis

Thrombophilic Frequency in Caucasian Frequency in Relative Risk of VTE

Trait General Population* Patients with VTE** (Case-controlled
(%) (%) Studies)

FVL

- Heterozygous 25-5 20-60 5-10

- Homozygous - = 40-80

Prothrombin GZ0210A

- Heterozygous 1-4 6-7 2-3

- Homozygous - = -

Protein C defect 02-04 3-5 5-10

Protein S defect = 2-5 5-10

Antithrombin defect 0.02-0.05 1-2 10-20

Hyperhomocysteinemia 5-6 13-25 2-3

*The frequencies reported may vary according to the geographical distribution
** The frequencies reported may vary according to the patient selection
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GeneXpert® Dx System

e Self-contained, fully integrated, real-time,
automated PCR system

e From DNA extraction to result, in a single cartridge

e Up to 16 random-access, independent modules

Xpert HemoslIL Fll & FV
® One cartridge = One sample

e Uses citrated or EDTA whole blood, fully
integrated sample prep

e FII and FV testing, combined in a single cartridge
e Time to result ~ 30 minutes

e Self-controlled
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The Xpert HemosIL FII & FV kit is a qualitative in vitro diagnostic genotyping test for the rapid detection
of Factor II (G20210A) and FV Leiden (G1691A) single-point mutations from sodium citrate or EDTA
anticoagulated whole blood.

 Testand Anabe Resul | Detail | Errors | History | Messages |

AssayName XpertHemosILFIGFV — Version [hA |
Test Result |Fil HETEROZYGOUS;
PV HETEROZYGOUS
Analyte Ct EndPt Analyte Resull Probe
Name Check
Result
- Fll202106 210 o 138 POS PASS
Fll 202108 266 52 PO8| PASS
FY 161G 276 il POS PASS
| S — e — PASS!]
Legend
200

W
[vi || P 202104; Primary

v || PV 16916; Primary
[vi || PV 169414; Primary

GeneXpert software interprets amplification curves and delivers genotyping results.

Technology

e Each cartridge contains freeze-dried beads with all
the necessary components for PCR: DNA polymerase,
nucleotides, primers and scorpions

e Scorpions include probes and primers specific for
FII and FV normal and mutated DNA

e Each scorpion sequence is labeled with a specific
fluorophore

e Through the PCR cycles, the specific binding of the
scorpion sequence to the target mutation is detected
by the system in real-time

Performance of Xpert HemoslL Fll & FV Assay

The Xpert HemosIL FII & FV assay was compared with LightCycler® molecular tests on 348 patient samples
in four different hospitals. The Xpert HemosIL FII & FV demonstrated 100% agreement with the reference
method for both FII and FV mutations.

al FV
Reference Assay Reference Assay
~ Normal |Heterozygous Homozygous | Total ~ Normal |Heterozygous Homozygous | Total
8 3728 0 0 328 | & 296 0 0 296
§ Heterozygous 0 20 0 20 § Heterozygous 0 48 0 48
5 § Homozygous 0 0 0 0| % § Homozygous 0 0 4 4
T2 328 20 0 48| 22 296 48 4 348




Self-contained, Fully Integrated, Real-time PCR Offers Efficiency for the Lab and Enhances

Service to Physicians and Patients

e Simple:

- DNA extraction, amplification and detection

in one cartridge

- No specialized personnel or lab facilities

required
- Run daily or weekly, with complete
thrombophilia panel

e Fast:
- FII and FV genotyping in approximately
30 minutes
- No wait-time to obtain complete thrombophilia
work-up

e Cost-efficient:
- Avoids expensive "send-outs" to reference labs

Combine Xpert HemoslIL Fll & FV on the GeneXpert with HemosIL Assays on ACL TOP®
Analyzers for a Complete Thrombophilia Work-up on the Same Citrated Sample

GeneXpert
e FII G20210A
e FV Leiden

ACLTOP Family

e Antithrombin

e Protein C (clotting)
Protein C (chromogenic)
Protein S (clotting)
Protein S (antigen)
Homocycteine

Lupus Anticoagulants

PﬂTIENT
: REpgg
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Xpert™ HemosIL® FIl & FV

The First Fully Integrated, Real-Time PCR for FIl G20210A and FV Leiden Genotyping

Xpert HemoslL Fll & FV

Tests/Kit
Ten (Fll and FV genotyping)

Part Number
460GXFIIFV-10

Kit Composition
Ten Fll & FV Combined Test Cartridges

GeneXpert Dx System

Description (*) Cartridges On-board

GeneXpert IV — one site with desktop computer one
GeneXpert IV — one site with labtop computer one
GeneXpert |V — two sites with desktop computer two
GeneXpert IV — two sites with labtop computer two
GeneXpert IV — four sites with desktop computer four
GeneXpert |V — four sites with labtop computer four

(*) For ordering information on GeneXpert systems, please contact your local Cepheid representative

References
Zoller et al. Thrombophilia as a multigenic disease. Haematologica 1999; 84:59-70.
Tripodi et al. Laboratory Investigation of Thrombophilia. Clin Chem 2001; 47:1597-1606.
De Stefano et al. Screening for inherited thrombophilia: indications and therapeutic use. Haematologica 2002; 87:1095-1108.
Caprini et al. Laboratory markers in the diagnosis of venous thromboembolism. Circulation 2004; 109(suppl D:1-4-1-8.
ACMG Standards and Guidelines. Technical standards and guidelines: venous thromboembolism (Factor V Leiden and prothrombin
20210G>A testing): a disease-specific supplement to the standards and guidelines for clinical genetics laboratories. July/August 2005.
Kubista et al. The real-time polymerase chain reaction. Mol Aspects of Med 2006; 27: 95-125.
. Cooper et al. An overview of methods for detection of Factor V Leiden and the prothrombin G20210A mutations.
Int ] Lab Hematology 2007; 29: 153-162.

B .

o

Werfen Group IVD

Worldwide Locations US, Canada, . Pacific Europe, Middle East, IL Germany Comesa Poland
Latin and South America  yarfon Medical China Africa Munich Warsaw
Corporate Headquarters IL USA Shanghai Werfen Austria Tel. %9-89-909070 Tel. +48-22-3361800
Barcelona. Spain Lexington, MA Tel. +86-21-32100745 Vienna wwwil-ger de Jzasa Portugal
T 9P Tel. +1-781-861-0710 Tel. +43-1-2565800-0 IL Holland Camaxide
el. +34-93-4010101 wawilus.com Werfen Hong Kong
www.werfengroup.com IS Hong Kong IL Belgium Breda Tel. +351-21-4247300
Werfen Medical Brazil  Tel. +852-27927773 Zaventem mg’im%g%sm 00 \Ww.izasa.com
nsiumenaion aboroan B e L dir i
Headquarters ' Janakpuri, New Delhi I Comesa Hungary Moscow
Lexington, MA IL Canada Tel. +91-11-25510137 Comesa Czech Budapest Tel. +7-435-9823723
Tel. +1-781-861-0710 Richmond Hil, ON L Japan Pregue Tel. SIS0 52 Spain
iwcom ToL - 800572.2005,6115 Lapan Tel. +420-2-7816047 I taly Borcolon
IL Mexico Tel. +81-3-3437-6350 IL France Mitan Tel. +34-93-4010101
Col. Granada ) Paris Tel. +39-02-25221 Www.izasa.com
Tel. 452-55-5262-1760 erten MedicalKorea el 133153338600 wwwil-itaia.t LUK
WWW.il-mexico.com.mx Tol 482-2-571-9246 www.il-france.fr IL Lithuania Warrington, Cheshire
lzasa Uruguay www.werfenmedical. com Kaunas Tel. +44-1925-81-0141
Montevideo Tel. +370-37-313157 www.il-uk.com
Tel. +59-82-4818133
Instrumentation Laboratory, Comesa and Izasa are Companies of Werfen Group IVD
Applications/tests listed may not yet be approved by the regulatory authorities in your country.
Please contact the appropriate office above for specific information regarding availability in your country.
IL product specifications are subject to modification to assure the highest quality performance.
Some of the IL sites may still be in the process of completing I1SO.
ACL TOP and HemoslIL are registered trademarks of Instrumentation Laboratory.
GeneXpert and Xpert are trademarks of Cepheid. LightCycler is a trademark of F. Hoffmann-LaRoche Ltd.
© Instrumentation Laboratory 2008
— -
GeneXpert and Xpert HemoslL Fll & FV are distributed by: . II]Strumentatmn
* Laboratory

Werfen Group

p/n 98092-01 EU Rev. 0

- Grafica Briantea - 03/08

All rights reserved - Printed in Ttaly



