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Determination of HPV in cervical pathology: current status 
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"Do not you admit it? Do you resist the idea? It is not surprising. 

It is a very long way. You cannot give it in one time. The old fog is 

very dense and a great light is not enough to dispel it. We have to 

turn on a hundred small lights".  

Patrick Süskind. Three stories and a reflection. 1995. 

 

For several decades, thanks to the research of Harald 

Zur Hausen that earned him the Nobel Prize in the 

year 2008, it was determined that persistent 

infection with human papillomavirus (HPV) is the 

main causal agent for the development of cervical 

cancer. Although, all cervical neoplasia comes always 

preceded of a HPV high risk infection, not all 

infection by HPV inevitably will give place to a 

cervical cancer. This association gave rise to the 

eloquent and so well-known phrase: “HPV is the 

necessary, but not enough cause of cervical cancer”. 

For this reason, the detection of the cervical high-risk HPV types is useful to identify women at risk 

and determine which should be subjected to additional diagnostic tests.  

The diagnosis of pre-invasive and malignant lesions of the cervix is via histopathologic evaluation 

of the sample. Both the PAP and HPV detection are not diagnostic but screening tests. While the 

cytology allows the evaluation of the cells of the cervix, for the detection of atypia, is the 

evaluation of the tissue in all its architecture what allows the definitive diagnosis of an injury. The 

PAP test, whose introduction as screening method has allowed the decrease of mortality from 

cervical cancer by more than 50% in many regions of the world, recognizes which patients should 

be evaluated more thoroughly, with colposcopy and biopsy, and those who can follow their 

routine controls because of the low probability of having a cervical injury. The more recent 

introduction tests for HPV detection have the same purpose.  

Isolated high risk HPV infection, without associated atypia, does not determine the presence of a 

neoplasm. In young patients, that have started their sexual life, HPV infection is very frequent and, 

in the majority of the cases, resolves spontaneously and satisfactory. The diagnosis of HPV 

infection in early age generates unnecessary references to colposcopy and overtreatment of 
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injuries that in most cases return spontaneously1, besides anxiety in the patient and increasing the 

costs of evaluations and / or treatment. It is important to clarify, that the cervical cancer is the 

consequence of a HPV persistent infection that was capable of trigger all the waterfall of 

carcinogenesis at the tissue level, which happens in a period greater of 10 years. For this reason, 

as transient infections are not associated with cancer of cervix or pre-invasive lesions, it is 

necessary to establish in what scenario is useful to detect the presence of the virus.   

Reflex Test: 

The presence of viral DNA detection has been used in cases of ambiguous PAP, as ASC-US (Atypical 

squamous epithelial cells of uncertain significance). If the result is positive for high risk HPV, the 

patient must be submitted to colposcopy. If the result is negative, the patient can return to her 

regular cytological control. This mode is called HPV reflex test, it is only performed when the 

cytology result is located in a category such as ASC-US. Being the cytology a test with a specificity 

greater that the detection of viral DNA, with a positive cytology, i.e., a result that report low  

squamous intraepithelial lesion (LSIL) or more severe, the test of HPV would not bring any 

information of utility that modify the conduct with this patient, that must be referred to 

colposcopic evaluation.  

Co-test: 

The mode with which the detection of HPV is initially introduced in the cervical cancer screening is 

the called co-test, in which cytology and HPV detection are performed simultaneously. If the 

patient has both tests positive should undergo a colposcopy. If cytology is negative and HPV 

detection is positive, the co-test is repeated in a year or HPV genotyping is performed to 

determine the presence of VPH16 and 18, which are most frequently associated with cervical 

cancer. If any of these viral types is present, the colposcopy is indicated. This type of screening is 

reserved for patients aged 30 or older to avoid encountering transient HPV infections, highly 

prevalent in younger women. 

Test primary of screening: 

In recent years, some models of screening have raised the detection of HPV as a primary screening 

test to decide which patients should be referred to colposcopy and which will continue with a 

regular follow-up. Since the publication of the study ATHENA, commented on this blog2, is the 

detection of HPV performed as a unique test, specifically the Cobas® test, which detects 14 types 

of high-risk viruses, distinguishing between them, the presence of types 16 and 18. With this test 

three possible scenarios arise:  

a) If it is negative for high-risk HPV infection, routine control is recommended. 

b) If the test is positive for high-risk HPV types other than 16 and 18, a PAP test is performed 

that being positive, it would indicate colposcopy referral. A negative PAP test indicates 

control in a year.  
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c) If the test is positive for HPV 16 and/or 18, the patient is referred to colposcopy 

immediately, without performing cytology. 

It is very clear that the detection of HPV is a test that identifies patients who will undergo a 

colposcopy with biopsy, however it is not a test that allows determining the type of injury that the 

patient has. That's why is not justified the detection of HPV in patients with PAP reported as LSIL, 

HSIL or carcinoma, as well as in patients with biopsy that report the presence of a pre-invasive or 

malignant cervical lesion, because in the presence of a cervical intraepithelial neoplasia, viral 

infection detection will not change in any way the treatment in this patient and only generate 

unnecessary costs. The conduct before a cervical injury depends only on the type of injury, not in 

the presence of one or another HPV genotype. 

To the European Guidelines for Quality Assurance in Cervical Cancer Screening3, the detection of 
HPV would be indicated in the following cases:  
 

1. Primary screening of cervical cancer alone or in combination with cytology. 
2. Triage of patients with ambiguous cytological results. 
3. Follow-up of patients treated for cervical intraepithelial Neoplasia (CIN) for recurrence 

diagnosis. 
4. Do not must perform the HPV test in women under of 30 years by the high incidence 

of infections that are effectively spontaneously cleared. 
 

We have passed the time where cervical cytology was the only screening test available to have 
multiple tests and different algorithms to detect the patient at risk of developing a cervical 
pathology. The proper use of the available tests optimizes diagnosis flow and allows to offer the 
patient the most appropriate treatment for her condition, without incurring the dreaded 
overdiagnosis and overtreatment. The ultimate goal should be the prevention of one of the more 
common malignant diseases in women with the least number of collateral damage. 
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