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Validation for HPV Test:  Practice Guidelines

“…revolutionizing our approaches to 

screening and prevention.”

New England Journal of Medicine

Clinical Practice Guidelines:
ACOG

ACS 

ASCCP 

ARHP 

“…HPV DNA testing is more sensitive 

than cervical cytology in detecting 

CIN2/3…”

ACOG Practice Bulletin – No. 63, April 2005





Can HPV testing be used alone for cervical 

cancer screening?

• On April 24, 2014, the Food and Drug Administration (FDA)

approved the use of one HPV DNA test (cobas HPV test,

Roche Molecular Systems, Inc.) as a first-line primary

screening test for use alone for women age 25 and older.

• This test detects each of HPV types 16 and 18 and gives

pooled results for 12 additional high-risk HPV types.

http://www.cancer.gov/Common/PopUps/popDefinition.aspx?id=CDR0000666690&version=Patient&language=English
http://www.cancer.gov/Common/PopUps/popDefinition.aspx?id=CDR0000753083&version=Patient&language=English




PCR

Generic Genotyping

Roche
Amplicor

BioTools
BioPap

Master
Screening

Rev. Hybr. Chip Real Time

Roche
Linear Array

Innogenetics

InnoLipa

GenID

BioTools
BioPap QTS

Genomica
Clin. Array

BioMedLab
HPVDNAChip

Hybribio
MacroArray

Greiner
PapilloCheck

Gel EP

Genomica
PVH Fast

Chipron

f1 HPV

molGentix 

BCS Biotech

ProDect HPV

Master
Typing

DiaTech
Esoterix
HPV Detx

Access 
Genetics

GenoID

GenoID HR

HPV Screen

Seegene

HPV Typing

Seegene

Screening Approach



Wolfsburger Modell of Cancer Prevention

Women aged 30 or older

annual

visits at doctors

offices

without PAP-test

Cytology negativ

HPV-Test negativ

controll

Cytology

in doctors

office*

Cytology positiv

HPV-Test negativ

negativ positiv

controll:

Cytology

and HPV-Test

in doc's office**

HPV-Test positiv

Cytology negativ

referral to

Colposcopy

HPV-Test positiv

Cytology positiv

Cytology

+

HPV-Test

(HC2)

92% 1-2% 3-5 % 1-2 %

**)Alternative for patients HPV+: immediate ref. to colposcopy

*) PAP IVa + HPV+: immediate ref. to colposcopy, for recurrent Pap IIw/III/IIId also



.Study               No. Women              Age         Cytology        HPV

.J. Cuzick 11.085           30-60        76,6 %          97,1%           

97,1%
. C. Clavel 7.932                30-76        57,7%CC 100%           

84,4%LBC

. K. U. Petry 7.908                30-60+      43,5%         97,8%           

( J. Cuzick et al., Lancet 2003; 362:1871-1876,
C. Clavel et al., Brit. J. Cancer 2001; 84:1616-1623,

K. U. Petry et al., Brit. J. Cancer 2003; 88:1570-1577 )

Primary Screening – Sensitivity CIN2+



.J. Cuzick 11.085                30-60        95,8%  93,3%           

. C. Clavel 7.932               30-76         95,6%CC 90,1%           

94,8%LBC

. K. U. Petry 7.908               30-60+      98,0%          95,3%           

( J. Cuzick et al., Lancet 2003; 362:1871-1876,
C. Clavel et al., Brit. J. Cancer 2001; 84:1616-1623,

K. U. Petry et al., Brit. J. Cancer 2003; 88:1570-1577 )

.Study               No. Women              Age         Cytology        HPV

Primary Screening – Specificity CIN2+



France UK Germany All

hc2 100% 97.7% 97.8% 98.6%

Cytology 68.1-87.9% 83.1% 43.5% 71.4%

Both Tests 100% 100% 100% 100%

Meta-analysis of European hc2 Trials (Cuzick et al.)
Sensitivity of hc2 and cytology for CIN2+

Specificity:  digene HPV hc2 test  92.5%,  Cytology  96.2%



Comparison of digene HPV hc2 Test to Pap Test
N. Eng. J. Med. 2007: Canadian Cervical Cancer Screening Trial (CCCaST)
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 10.154 women tested: 5095 in hc2 group / 5059 in Pap group
 19/20 cases detected in hc2 group
 12/21 cases detected in Pap group

(M. H. Mayrand et al., N. Engl. J. Med. 2007; 357: 1579-1588)



HPV Test As Primary Screening Test:

Results And Conclusion

 HPV test detects more CIN2+/CIN3+ lesions in the first screening
round

than cytology , but less in the second round, due to earlier detection.

 Total no. of CIN2+/CIN3+ lesions over 2 screening round is the same.
This implies that earlier detected lesions are non-regressing lesions

and
thus clinically relevant.

 Compared to cytology HPV DNA testing decreases:

• the 5 yrs. interval risk of CIN2+ from 1.1% to 0.5% and

• the 5 yrs. interval risk of CIN3+ from 0.8% to 0.2%.

• This permits extension of screening interval.

(N.W.J. Bulkmans et al., Lancet 2007; 370: 1.764-1.772)

First round: HPV+ Cytology
vs. Conventional Cytology

Second Round (Endpoint): HPV + 
Cytology In Both Arms



Do women who have been vaccinated against 

HPV still need to be screened for cervical 

cancer?

• Yes.

• Because current HPV vaccines do not protect

against all HPV types that cause cervical

cancer, it is important for vaccinated women to

continue to undergo routine cervical cancer

screening.


