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Descriptions of New FDA—approvccl HPV DNA Tests

In March 2009 the FDA announced approval for clinical use in the U.S. of two new HPV DNA diagnostic
tests.! One of these tests is designed to identify 14 high risk types of HPV. These include the 13 types detected
by the Hybrid Capture® 2 HPV DNA Assay (16, 18, 31, 33, 35, 39, 45, 51, 52, 56, 58, 59, and 68) as well
as HPV 66. This test will be marketed under the name Cervista™ HPV HR. The other test is designed to
specifically detect HPV 16 and HPV 18 and will be marketed under the name Cervista™ HPV 16/18. Both tests

utilize an isothermal enzymatic DNA amplification process with a fluorescent read out and both are approved

for use with ThinPrep® samples. They were developed by Third Wave Technologies which was acquired in 2008
by Hologic Inc., the manufacturer of the ThinPrep® Pap test.

FDA Ap provccl Indications

The FDA-approved clinical indications for Cervista™ HPV HR are similar to those of the Hybrid Capture® 2
HPV DNA Assay. These are:

1. To screen patients with ASC-US cervical cytology results to determine the need for referral
to colposcopy.

2. Used adjunctively with cervical cytology to screen women 30 years and older to assess the presence
or absence of high-risk HPV types.

The FDA-approved indications for the Cervista™ HPV 16/18 test are:

1. In women 30 years and older the test may be used adjunctively with the Cervista™ HPV HR
test in combination with cervical cytology to assess the presence or absence of specific high-risk

HPV types.

2. Used adjunctively with the Cervista™ HPV HR test in patients with ASC-US cervical cytology results,
to assess the presence or absence of specific high-risk HPV types. The results of this test are not intended
to prevent women from proceeding to colposcopy.

ASCCP 2()()6 Consensus Con‘[erence Recolnlnendations for HPV 16/18 Detection
The clinical utility of HPV genotyping assays was discussed at the 2006 ASCCP Consensus Conference.”? At the

time of the conference it was recognized that molecular genotyping tests would become commercially available
for routine clinical use in the near future. Therefore the data available at that time was evaluated and recommen-

dations made that were contingent on a FDA-approved genotyping assay becoming available.

Use when screening women 30 years and older

Based on the data available in 2006, it was determined that in cytology negative women 30 years and older
who are HPV DNA positive (for any of the 13 or 14 high-risk types of HPV detected by the high-risk HPV
assays) molecular genotyping assays that detect HPV 16 and 18 would be clinically useful for determining
which women should be referred for immediate colposcopy, and which could be followed-up with repeat

cytology and high-risk HPV testing in 12 months, Figure 1.
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Figure 1: Algorithm for using HPV genotyping for HPV 16 and 18 to triage high-risk HPV positive / cytology

negative women
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Use for women with ASC-US

Based on the data available as of September 2006, both the committee that reviewed atypical squamous cells
and the committee that reviewed HPV DNA testing decided that HPV genotyping does not add clinical benefit
to the management of women with ASC-US. This was based on the fact that only approximately 50% of CIN
2+ lesions are associated with infection with HPV 16 or 18.* The other 50% are not. In ALTS, the cumulative
risk of CIN 2+ after 2 years of follow-up in high-risk HPV positive women with ASC-US was 26.7%.> Therefore
the risk of CIN 2+ in women with ASC-US who are HPV 16 and 18 negative would be over 13%. Based on
this rationale, the 2006 ASCCP Consensus Guidelines did NOT recommend the use of HPV genotyping in
women with ASC-US. Management of women in the general population, who are screened using liquid-based
cytology should be to perform a “reflex” test using a validated assay that detects either 13 or 14 high-risk HPV
types. If the woman is high-risk HPV DNA positive, she should be referred to colposcopy, even if she tests
negative for HPV 16 and HPV 18.

Data from the pivotal trial of the new HPV genotyping assay for HPV 16/18 that led to the FDA-approved
indication of using 16/18 genotyping in women with ASCUS has not yet been published. Once available, this
data, as well as data from the ongoing clinical trials of genotyping tests being developed by other companies, may

necessitate changes in the management guidelines.
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Situations Where HPV DNA Testing and Genotyping Are Not Recommended

As HPV DNA testing becomes more widespread we need to remember that there are situations where high-risk

HPV DNA testing and genotyping are NOT recommended. These include:

*  adolescents, defined as women 20 years and younger (regardless of their cytology results)

o women 21 years and older with ASC-H, LSIL, or HSIL cytology (note: “veflex” HPV testing is acceptable in
postmenopausal women with LSIL)

* routine screening in women before the age of 30 years

* in women considering vaccination against HPV

* for routine STD screening

o s part of a sexual assault workup

o HPV genotyping is not recommended for women with ASC-US

o HPV genotyping is not recommended as the initial screening test for women 30 years and older.

It should also be recognized that there are situations where the 2006 Consensus Guidelines recommend limits on
the frequency of HPV DNA testing to avoid over-testing and unnecessary treatment. When managing women
with ASC-US it is recommended that HPV DNA testing not be performed at intervals of less than 12 months.
In addition, women 30 years of age and older who are negative by both cytology and high-risk HPV DNA testing
should not be rescreened (using either cervical cytology or HPV DNA testing) before 3 years.
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