THE

HORIZON

STUDY

Horizontal Comparison between four High
Throughput HPV DNA/RNA test systems for Cervical
Cancer Prevention

Jesper Bonde, Ph.D., Dipl.Med.Sci
Senior Researcher
Dept. Pathology & Clinical Research Center
Hvidovre Hospital
Jesper.bonde@hvh.regionh.dk

UNIVERSITY OF COPENHAGEN




2
O
T
I
[~

Hvorfor lave et studie af molekyleer HPV teknologi?
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Human Papilomavirus & Livmoderhalskrzeft

Normal cervix

Squamous intraepithelial lesion Invasive cancer

Cervical intraepithelial neoplasia

Infectious viral particles
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HORIZON Projekterne :

The HORIZON Study

Horisontal sammenligning af 4 forskellige high throughput HPV
diagnostiske systemer, med samhgrende cytologi.

2011
The CONTROL Study

Epidemiologisk opfalgning af alle HPV positive kvinder identificeret i
HORIZON studiet

2012
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Malsaetningerne med HORIZON

At undersgge 4 HPV teknologier med fokus pa
kliniske og operationelle parametre:

*Prevalens i uselekterede ordinzere og
opportunistiske screeningsprgver (SurePath)
*Opdateret Epidemiologisk baseline for Danmark

*Reproducerbarhed pa kliniske prgver med
udgangspunkt i SurePath LBC prgver
*Krydsreaktivitet til LR HPV Genotyper
*Benchmarking af daglig lab-produktion i
simuleret primaer screening

S




Fire Systemer — Fire tilgange til molekylaer HPV diagnostik

*Roche cobas®HPV test:
*Real time PCR med HPV16, HPV18 & 12 HR HPV
bulk

*Qiagen HC2®:
*RNA/DNA Hybridiseringsbaseret assay m. 13 HR
genotyper bulk

*Gen-Probe APTIMA®
* E6/E7 RNA baseret assay m. 14 HR bulk

*Genomica CLART®HPV?2
*mikroarray m. fuld genotypening af 35 hgj og lav
risiko genotyper
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Sample inclusion & Testing

Consecutive samples from
ordinary cytology screening

Selected Racks from Routine

A/

Vi

Diagnosis: zASCUS
Woman: 230 years/age

Residual material | | Residual material Diagnosis: Other than
21.4ml <1.4ml 2ASCUS
i i
Add 2 ml Sample
SurePath™ Not included for
primary testing in
the cobas,
Genomica or
Genprobe
Total volume
=3.4ml
Total volume Backup
z23.4ml 20.4 ml
Roche Genomica Genprobe Qiagen HC2 QiagenHC2
cobas4800 CLART APTIMA Routine

HORIZON i tal:

Target: 5.000 prgver
Discard test: 1.100 prgver
Turnover: 20.000 test

Operationelle Parametre:
Repro: 4 x 1000 test
Valideringer: 4.000 test

28.000 HPV test+
5.000 cytologier
34.000 test

Total turnover:
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Status per marts 2012
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Operationelle parametre evalueret:

o“Reproducibility-of-Result”

oEvaluation of unspecific Cross reactivity to low risk HPV genotypes

Benchmarking

oBenchmarking of High Throughput Capability
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Reproducerbarhed af analyse resultat

Target number: 200

Nnts - | i
. Re-test
500 routine [P in 1st. run concordance
| e »
e s BN HPV Positive | . Report

—— Re-test

Concordance

in 1st run

Target number: 300

Det er vigtigt fordi:

ol primeer screening eller triage test tester vi kun én gang
o Vi skal stole pa vores molekyleere testsystemer

oVi skal kende begraensninger i teknologien sa vi bedst kan
designe kvalitetssikring tiltag
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Hospita Cross-reactivity to low risk HPV genotypes:
HORIZON COHORT SAMPLES
oSystem specific cross reactivity using N=5072

Genomica CLART?® as reference

o Horizontal LR cross reactivity profiles

cobas®HPV test
HC2®
Aptima®

oCross reacting samples will to some extend

be sequenced to confirm CLART® findings.
CLART®

oAL1-mutants

System specific Cross reactivity
to LR HPV

Horizontal LR cross reactivity
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The HORIZON team

Elsebeth Lynge, Professor,
Matajka Rebolj, Ph.D., Epidemiolog

Sanne Hansen, cand.mag.
Center for Epidemiologi og Screening, Kgbenhavns Universitet

Carsten Rygaard, Ledende Overlaege,
Sarah Preisler, M.Sc.Molekylaerbiolog
Ditte Ejegod, Ph.D., Molekyleaerbiolog
Anette Untermann, stud. Scient.
Jette Junge, Overleaege, Patolog
Miki Hansen, Laborant
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