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Chapter 3.2:  
HUMAN PAPILLOMAVIRUS DETECTION IN POST-THERAPEUTIC FOLLOW-UP

by Baldauf J-J., Strasbourg, France

Cervical intraepithelial neoplasia (CIN) defines asymptomatic lesions for which a treatment is justified because some of them may develop into cancer. The literature indicates that the success rate of this procedure is generally over 90 % (1-7). The risk of dropping out of the follow-up clearly increases with time (2, 3); this calls for an intensive early follow-up to detect a large majority of residual lesions before the patients are lost to the follow-up. To detect residual or recurrent lesions that could develop into cancer, the follow-up modalities vary greatly, either in the investigations carried out or in the periodicity and number of years during which these examinations are required. In fact, the various protocols designed for postoperative follow-up seem to be based less on the diagnostic performances of each examination than on the physician's habits, the workload of the various cervical pathology centers, even the cost of examinations. 

Colposcopy and cytology provide complementary information. Postoperative cytologic false negatives may have several reasons: the small size of the residual lesion, sampling difficulties due to postoperative anatomical modifications (especially severe stenosis), or a too superficial sample when the colposcopist tries to avoid bleeding before colposcopy (4, 8). Conversely, postoperative cytologic false positives are less common (1-4). The majority are minor anomalies, often regressing spontaneously. This evokes either the natural history of the residual lesion or a falsely positive interpretation of the smear caused by inflammatory changes concomitant with the healing process.

The rates of postoperative unsatisfactory colposcopy vary from 76.2 % to 98.5 % (4, 9, 10).  They are lower in older patients, deeper excision and if the squamocolumnar junction was not visible at the preoperative colposcopy. The colposcopic appearance of recurrent lesions is usually similar to that of original CIN but the difficulty in diagnosing them is essentially bound up with the fact that they are mostly localised in the endocervical canal (4, 12). Some authors (3) noted a 100 % sensitivity of colposcopy after loop electrosurgical excision whereas others observed false negative colposcopy (4) which emphasize how difficult it is to differentiate a postoperative dystrophy and metaplasia from an authentic residual intraepithelial neoplasia. 

HPV testing methods which are easy to perform and reproducible, have been recently developped. The reliability of the postoperative oncogenic HPV detection for the diagnosis of residual intraepithelial neoplasia is in the process of being assessed. Different studies (13-22) with disparate inclusion criteria and rather short follow-up duration have been published (table 1 and table 2). The sensitivity of the postoperative oncogenic HPV detection for the diagnosis of residual intraepithelial neoplasia varies from 92% to 100%, whereas its specificity ranges from 44 % to 86 %. The clinical significance of a positive HPV detection in the absence of cytological or colposcopic abnormalities remain unclear and should be further assessed. Neithertheless, the excellent negative predictive value of HPV testing combined with the cytology enables to shorten the post-operative follow-up due to the high probability of recovery. 

 Table 1 The reliability of the postoperative oncogenic HPV detection by PCR 

	Authors

	n
	Follow-up

(months)
	Residual

CIN
	Sensitivity


	Specificity


	PPV



	Bekkers (13)
	90
	13
	6
	
	
	28 %

	Distefano (14)
	36
	9
	?
	
	50 %
	41 %

	Kjellberg (15)
	100
	100
	35
	
	97 %
	

	Nagai (16)
	58
	4
	31
	100 %
	89 %
	45 %

	Elfgren (17)
	23
	3
	27
	100 %
	95 %
	75 %

	Bollen (18)
	43
	16
	48
	100 %
	44 %
	52 %

	Nobbenhuis (19)
	184
	29
	24
	90 %
	92 %
	67 %

	Paraskevaidis (20)
	123
	41
	60
	93 %
	84 %
	


CIN = cervical intraepithelial neoplasia; PPV = positive predictive value

Table 2 : Reliability of post-operative HPV testing by hybrid capture2 

	Authors

	n
	Residual

CIN
	Sensitivity


	Specificity


	PPV



	Jain* (21)
	79
	23
	100 %
	44 %
	42 %

	Lin** (22)
	75
	27
	100 %
	48 %
	52 %


CIN = cervical intraepithelial neoplasia; PPV = positive predictive value

*previously planed hysterectomy

**patients with involved margins or positive ECC
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