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Validation for HPV Test: Practice Guidelines

Chlinical Practice Guidelines:

ACOG FOR COLPOSCOPY AND
ACS CERVICAL PATHOLOGY
AS C C P The society for lower genital
ract disease since 1964
ARHP
“...revolutionizing our approaches to

) V' V‘ L r————
'Q’Q PRACTICE screening and prevention.”

New England Journal of Medicine

I Cervical Cytology
Screenin,

“...HPV DNA testing Is more sensitive
than cervical cytology in detecting

CIN2/3...”
ACOG Practice Bulletin — No. 63, April 2005




Cervical Cancer Screening Guidelines for Average-Risk Women®

linlcal Pathology (ASCP)"

20124

Screening method and intervals

Cytology 21+20 years of age

(conventional or

liid based)' 30-65 years of age

HPVcodest  21=20yearsofage

(cylology + HPV
tost administered

fogether) 3005 years of age

Primary hrtPV
testing' (as an
altemative to
cotesting of
tytoogy alone)

Every 3 years,!
Every 3 joars !

HPV co-esting should not be used for women eged <30
years.

Every 5 years, this is the preferred method,

For women aged 30-65 years, screaning by HPV festing
alone is notrecommended in most lrcal setings."

Every 3 yaars (A recommendation),

Every 3 years (A recommendation).

Recommend against HPV co-testing in women aged

<30 years (D recommendation).

For women who want to extend (helr screening
Interval, HPV co-testing every & years is an option
(A recommendation).

Recommend against scraaning for carvical cancer
with HPV testing (alona ot in combination with
cytology) (n women aged <30 years (0
recommendation).

Every 3 yeats (A recommendation),
Every 3 years (A recommendation),

HPV co-tasting' should rot be performed in
women aged <30 years, [Level A evidence)

Every 5 years; this Is the preferred method
(Lovel A ovidance),

Not addressed,

Not addressed.

Not addressed.

Not addressed.

Every 3 yaars. Recommend against pimary

heHPV sereaning In womon aged <26 yoars of
|

age.




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.

e 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

263 NHS

Public Health Cancer Screening Programmes
England

HPV Primary Screening Protocol Algorithm

All women aged 25-64 on routine call/recall and early recall

Routibe recall
3y(25-49) 5y(=50)

~ Routine recall
3y(25-49) 5y(=50)
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Wolfsburger Modell of Cancer Prevention

Women aged 30 or older

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

*) PAP IVa + HPV+: immediate ref. to colposcopy, for recurrent Pap liw/111/111d also

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



Primary Screening — Sensitivity CIN2+

Study No. Women Age Cytology HPV
J. Cuzick 11.085 30-60 76,6 % 97,1%
C. Clavel 7.932 30-76 57,7%cc  100%
84,49%!5¢
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 — Specificity CIN2+

Cytology HPV

Study No. Women Age
J. Cuzick 11.085 30-60

C. Clavel /.932 30-76

K. U. Petry 7.908 30-60+

(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)

95,8% 93,3%

95,6%¢ 90,1%
94,8%"8¢

98,0% 95,3%



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

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)

Missed CIN2+

60% -

50% 1

40% -

30%

20% 1

10%

0% -

Sensitivity hc2  Sensitivity Pap Specificity hc2 Specificity Pap

= 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)



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.



