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New Test - HPV DNA Test

Starting Date: March 10, 2003

Medical Use:  The human papillomavirus (HPV) has been clearly established as the primary cause of cervical

cancer in nearly al cases! Testing for HPV can help with triaging women with atypica
squamous cells of undetermined significance (ASCUS or ASC). The sengtivity of HPV DNA
testing for the detection of biopsy-confirmed high grade squamous intragpithdid lesion (HSIL)

in women with ASC is 83% to 100% and is higher than the sengtivity of a single repest cervica
cytologica test in dl of the reported series. The negative predictive vaue of DNA testing for high-risk
types of HPV is generally reported to be 98% or greater.”> The 2001 Consensus Guiddines for the
Management of Women With Cervica Cytologicd Abnormdlities states: “Women with ASCUS should
be managed using a program of 2 repesat cytology tests,

immediate colposcopy, or DNA testing for high-risk types of human papillomavirus. Testing for HPV
DNA is the preferred approach when liquid-based cytology is used for screening”.?

There are 23 distinct HPV types which are specific to the genitd tract of both maes and
femaes. Clinicd manifestation is dependent upon epithdlid location, HPV type and host
immune status. Vird DNA of HPV type 16 and type 18 have been found in 60% and 20% of
cervica carcinomas, respectively.® Historicaly, they are regarded as high-risk cancer associated
HPVs. HPV types 31, 33, and 35 are more frequently detected in HSIL. These have
demondtrated an intermediate cancer association. Additiona HPV DNA types 45, 51, 52, 56,
58, 59, and 68 have been identified as the principal HPV's detectable in the remaining

HSIL lesonsand in low grade SIL.* Currently, high-risk HPV types refer to HPV
16/18/31/33/35/39/45/51/52/56/58/59/68.°

Method: Digene HC2 High-Risk HPV DNA Test
The HC2 High Risk HPV DNA Test isanudeic acid hybridization assay with sgnd
amplification. Specimens containing the target DNA hybridize with a specific HPV RNA probe
cocktail. The resultant RNA:DNA hybrids are captured onto the surface of a microplate well

coated with antibodies specific for RNA:DNA hybrids. Immobilized hybrids are then reacted with
antibodies conjugated with multiple akaline phosphatase molecules to achieve a substantid signa
amplification in the subsequent step of light production. The intensity of the light emitted denotes
the presence or absence of target DNA in the specimen. A rdative light units (RLU) measurement
equal to or greater than the Cutoff Vaue indicates the presence of HPV DNA sequencesin the
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gpecimen. An RLU measurement less than the Cutoff Vaue indicates the absence of the specific
HPV DNA sequencestested or HPV DNA levels below the detection limit of the assay.

Digene s High-Risk HPV Probe contains a cocktail of RNA probes for HPV
16/18/31/33/35/39/45/51/52/56/58/59/68.

Specimen Collection:
Specimens collected using the Digene Cervicd Sampler (Digene Cervica Brush and Specimen
Transport Medium) or specimens collected usng a broom-type collection device and placed in
Cytyc PreservCyt Solution are the only acceptable specimen types. Specimens should be collected
in the routine manner and the ThinPrep Test Slides should be prepared according to Cytyc
indructions. Cervica specimens must be collected prior to the application of acetic acid or iodine
if colposcopic examination is being performed.

Specimens In Cytyc PreservCyt Solution:
Theremust be a least 4 mL of PreservCyt Solution remaining after the ThinPrep dideis prepared
for the HC2 HPV DNA Test. Samples with lessthan 4 mL after the ThinPrep dide has been
prepared may contain insufficient material and could be fasdy negative in the HC2 HPV DNA
Test. PreservCyt Solution specimens may be held for up to 3 weeks following collection at
temperatures between 4 ° C and 37 ° C prior to processing for the HC2 HPV DNA Test.
PreservCyt  Solution specimens cannot be frozen.

Specimens In Digene Specimen Transport Media:
Specimens collected using the Digene Cervica Sampler may be held for up to 2 weeks a
room temperature, after which specimens can be stored an additional week at 2-8°C. If the assay
will be performed more than 3 weeks from collection, specimens can be frozen at -20 ° C for up to
3 months prior to testing.

Cautions: The HC2 High Risk HPV DNA Test can detect high/intermediate-risk HPV types
16/18/31/33/35/39/45/51/52/56/58/59/68, but cannot determine the specific HPV type present.

The use of thistest isindicated:
1. Toadinthediagnossof sexudly transmitted HPV infections with HPV types6, 11, 16, 18, 31, 33,
35, 39, 42, 43, 44, 45, 51, 52, 56, 58, 59, and 68.
2. To screen patients with ASCUS (atypica squamous cells of undetermined significance) PAP
smear results to determine the need for referra to colposcopy. The results of this test are not
intended to deter women from proceeding to col poscopy.
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3. Inwomenwith LSIL or HSIL Pap smear results, prior to colposcopy, an HC2 HPV result will aid  the
physician in patient management by asssting with risk assessment for SIL. Thisresultisnot  intended
to deter the patient proceeding to colposcopy.

Note: CPAL will offer only the high risk HPV DNA test. If both low risk and high risk HPV DNA testing
is requested, the entire specimen will be forwarded to Nichols-Chantilly (AML/Quest).
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