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factors and on the expertise of the gynecologist 
(in sample collection) and pathologist (in sample 
analysis). One systematic review reported that the 
specificity of the test ranged from 86–100%, while 
the sensitivity ranged from 30%–87%, leading to a 
high number of false negative tests27.

The Pap test is even less sensitive in terms of 
detecting adenocarcinoma and adenocarcinoma in 
situ28, whose incidences have increased in recent 
years, despite squamous carcinoma still being the 
commonest cancer type. This lower sensitivity is 
probably attributed to the fact that adenocarcinoma 
often presents with skip lesions, which are more 
difficult to detect during cervical examination. 

Moreover, some women may undergo unnecessary 
colposcopy due to the Pap test. In a Canadian study, 
60 women aged 20-29 were led to colposcopy, with 
13 of them having part of their cervix removed due 
to the presence of abnormal cells detected by the Pap 
test. In 9 of these 13 cases, the study concluded that 
the procedure had been unnecessary, as the abnor-
mal cells would never have developed into cancer29. 

HPV DNA Testing 
Given the indissoluble relationship between HPV 

and cervical cancer, HPV DNA testing was developed 
aiming to find a more effective screening method. 
The test identifies the DNA of the 14 most common 
high-risk HPV types in uterine cervical cells. The 
sampling procedure is similar to the one used in 
the Pap test. 

The HPV DNA test offers multiple advantages, with 
its high sensitivity being one of the most important. 
This contributes to better lesion detection, lower 
morbidity, and lengthening of the periods between 
screening, which increases screening compliance and 
reduces costs30. Despite these advantages, the test 
presents a moderately lower specificity, resulting in 
more false positive results and in an increase in the 
number of colposcopy referrals31.

Selecting the right HPV DNA test is crucial. More 
than 200 tests are commercially available, but only 
five have been approved by the FDA, as shown in 
Table 432.

Tests that can detect HPV mRNA are also avail-
able33, thus being able to identify not only the pres-
ence of the virus but also its activity. The use of such 
tests as screening tools is under investigation.

Screening options
Available HPV screening options are presented 

in Table 5.

The Pap Test Versus the HPV DNA Test
Consistent evidence provided by various studies 

supports the use of the HPV DNA test as opposed 
to the Pap test, due to the former’s higher sensitiv-
ity31,34,35.

Primary HPV DNA Test Versus Co-Testing
Whether to choose primary HPV DNA test or co-

testing (using the Pap test in addition to the HPV 
DNA test) represents the most common question 

Table 4. FDA approved HPV DNA tests.
Does it recognize a specific HPV type?

1) Digene HC2 No
2) Cervista α)Cervista	HPV	HR:	no

β)Cervista	HPV	16/18:	yes,	types	16	and	18
3) Aptima α)	Aptima	HPV:	no

β)		Aptima	HPV	16,	18/45:	yes,	types	16	
(separately) and 18, 45 (together) 

4) Cobas Yes, 16, 18, 12 or other 
5) Onclarity Yes, 16, 18, 45, 11 or other

Table 5. HPV Screening options.
1) Pap test initial test with Pap test only 
2) reflex HPV testing 
(triage HPV testing)

HPV DNA test only if Pap test is 
positive

3) co-testing Pap test and HPV DNA test together
4) primary HPV DNA test initial test with HPV DNA test only 
5) reflex Pap test Pap test only if HPV DNA test is 

positive 




