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EUROPEAN GUIDELINES FOR QUALITY ASSURANCE IN CERVICAL CANCER SCREENING

Professor Jean Jacques BALDAUF, Doctor Muriel FENDER,

(draft 22.7.2003, U. SCHENCK)

I. diagnostic approach to an abnormal cervical smear

I.1. The smear interpretation system 
The Bethesda 2001  system is the only one recommended to establish the cytologic report. It can be used with whatever smear technique. The Papanicolaou classification must be abandoned because it is now obsolete. The Bethesda system is recommended to decide whether or not the smear can be interpreted. If it cannot be taken into account, the reason for its rejection must be precisely indicated and associated with recommendations on how to improve the quality of the new smear. The absence of glandular cells must be indicated in the report, but it is not, per se, a criterion of non-interpretability. The clinician remains the only one able to judge whether the smear must be repeated. By definition, any sample including abnormal cells is a satisfactory criterion for the evaluation.

I.2. The diagnostic tools

I.2.1. Colposcopy

The aim of colposcopy  is to detect anomalies in the cervical mucosa  and  to determine its topography.  Its performance as a diagnostic tool is rather limited. On the other hand, it is indispensable to orient biopsies and therefore to establish the histologic diagnosis.

To improve the quality of this examination, all physicians must precisely describe :

· the site of the squamocolumnar junction ;

-    the transformation zone ;

· the topography of the lesions ;

· the signs indicating the severity of the lesion, as they will orient the site of the biopsy. 

The report must include a drawing indicating the lesions and where the biopsy were taken. This examination must be performed by a physician well trained in the field of colposcopy.

In the case of abnormal cytology and if the colposcopy is considered normal with a perfectly visible squamocolumnar junction, it is recommended to propose a new smear after a 3 to 6 month interval. Whilst the patient remains under surveillance, if the cytology indicates a high-grade lesion, it is necessary to perform a conisation, even if the colposcopy is still normal.

If the squamocolumnar junction is not seen or poorly visible, the colposcopy must be considered unsatisfactory. Then, a new cytologic examination becomes necessary, and possibly a conisation 

I.2.2. Directed cervical biopsy 

In France, cervical biopsies are most of the time taken under the control of a colposcopic examination performed after an abnormal smear. The biopsy is taken on the part of the lesion that looks most abnormal. 

· The biopsy must include both the surface epithelium and the underlying stroma in order to decide whether the lesion is strictly intraepithelial or if it extends to the stroma.

· The biopsy must include interpretable material, i.e. it must show no signs of thermoregulation and be fixed rapidly to allow for satisfactory inclusion and staining.

I.2.3. Microcolposcopy

           Today, microcolposcopy can only be envisaged as an examination complementing the 

           colposcopy that must always be a first-intention investigation. It can be used when

           colposcopy was not satisfactory (either because of an endocervical junction or due to a 

          discrepancy in the cytohistologic examination), it can then help to better chose the surgical 

          procedure, notably the depth of the cervical cone that must be removed.

I.2.4. Endocervical curettage

It aims at detecting a endocervical glandular or squamous lesion that cannot be reached by a colposcopic biopsy.  But the absence of an invasive lesion cannot be ascertained because the specimen is superficial. It should not be performed during pregnancy. 

I.2.5   Modalities of the genital examination looking for other localisations 

The vaginal walls and the vulva must be systematically and carefully examined if a cervical lesion of any grade is present. The vaginal walls must be completely examined under colposcopy when the speculum is removed.

A vulvar examination is indicated in the case of symptoms reported by the patient, in immune suppressed patients, or if a macroscopic lesion is observed at this level.

The whole perineum must be systematically examined in the case of vulvar lesion or in immuno suppressed patients. In the presence of a condyloma or of a cervical intraepithelial neoplasia (CIN) the examination of the woman’s partner may be justified because of the sexual transmission of  the human papillomavirus (HPV).

I.2.5. Techniques used for the detection of human papillomaviruses 

HPV infection is a sexually transmitted disease. In most cases, precancerous and cancerous lesions of the cervix are related to a recurrent infection by a potentially oncogenic or « high-risk » HPV. 

At present, polymerase chain reaction (PCR) and hybrid capture are the best techniques to detect the DNA of genital HPVs. Only the Hybrid Capture II( test is available on the market.. 

I.3.  Diagnostic approach in the case of a smear with atypical squamous cells (ASC)

The atypical squamous cells (ASC) identified by the Bethesda 2001 system are : 
· the atypical squamous cells of undetermined significance (ASC-US),. They correspond to a histologic lesion of the CIN 2, CIN  3 type only in 5 to 10 % of the cases, exceptionnally to an invasive cancer;

· ASC-H,  for which a high grade squamous intraepithelial lesion cannot be excluded. ASC-H correspond in 40 % of the cases to a histologic lesion of the CIN 2, CIN 3 type, exceptionally to an invasive cancer

It is recommanded to immediately perform a colposcopy if atypical squamous cells are present because it is not possible to exclude a high-grade squamous intraepithelial lesion (ASC-H). 

In the case of atypical squamous intraepithelial cells (ASC-US),  three options are available :

· to immediately perform a colposcopy ;

· to have a control smear six months later:  if the cytologic anomalies have disappeard  a regular surveillance is justified, requiring two normal smears at 12-month intervals, because of the risk of the secondary development of a cancer. If during this follow-up cytologic anomalies reappear, a colposcopy is an absolute requirement , whatever their degree of severity and the time after which they are seen. ;

· or to look for potentially oncogenic HPVs.

Figure 1. Management of atypical squamous cells (ASC)














I.4. Diagnostic approach in case of smear with low-grade squamous intraepithelial lesion (LGSIL)

According to the Bethesda 2001 low-grade squamous intraepithelial lesions (LGSIL) include cell changes corresponding to the cytopathogenic effect induced by HPVs (koilocytosis) and  mild dysplasias of the cervix (CIN 1)

Approximately 2 %  of the cervical smears  lead to the diagnosis of LGSIL. More than half of these lesions regress spontaneously. The others persist or sometimes progress to become high-grade squamous intraepithelial lesions (HGSIL) or invasive cancers. 

It is not recommended to look in first intention for potentially oncogenic HPVs in the management of the low-grade squamous intraepithelial lesions, because it is positive in more than 80 % of these lesions. 

Figure 2. Diagnostic approach in the case of of cervical smearlooking with low-grade squamous intraepithelial lesion (LGSIL).







1.5 Diagnostic approach in the case of smear with high-grade squamous intrapethelial lesion (HGSIL)

After a smear indicating a high-grade squamous intraepithelial lesion, it is necessary to immediately perform a colposcopy. It is useless and dangerous to perform a second smear because of the risk of ignoring a more severe lesion that would become invasive.

Colposcopy provides a chance to locate the lesions and orient samplings that must be of good quality. 

When it is not possible, at colposcopy, to observe the whole cervical lesions, especially near the endocervical canal, the latter is considered unsatisfactory. In patients considered at high risk (high-grade cytology) a diagnostic conisation is recommended.

1.6  Diagnostic approach in the case of a smear with abnormal glandular cells 
Among the anomalies of the glandular cells, the Bethesda 2001 system identifies : 

· atypical glandular cells (endocervical, endometrial or undetermined);

· atypical glandular cells or endocervical cells suggesting a neoplasia;

· endocervical  adenocarcinoma in situ (ACIS) ;

·  adenocarcinomas : endocervical, endometrial, extra-uterine or of undetermined origin ; 

· other malignant neoplasias  (which must be identified in the cytology report).

Whatever the anomalies of the glandular cells, a colposcopy with directed biopsy and/or curettage of the endocervix is recommended. If the glandular cell anomalies are endometrial, the histologic control of the endometrium is indicated

If these examinations are normal:

· In the case of atypical glandular cells (endocervical, endometrial or undetermined), it is recommended to perform another smear at 6 months);

· In the case of cytologic anomalies of the type of adenocarcinoma in situ (ACIS) or of adenocarcinoma (endocervical, endometrial  or undetermined), or suggesting a neoplasia, a diagnostic conisation associated with an endometrial curettage is recommended. 

. The role of HPV determination in the management of atypical glandular cells is not sufficiently documented.

II.  Therapeutic approach to a histologic lesion of the cervix discovered on a cervical smear 

II. 1. Therapeutic indications of histologic low-grade squamous lesions (LGSIL)

· In the case of discordant diagnostic elements (smear, colposcopy, biopsy), if the smear and/or the colposcopy are in favour of a more severe lesion,  an excision, using whatever method, is the necessary treatment to establish the histologic diagnosis. 

· If the squamocolumnar junction is not visible or only partially, an excision, using whatever method is the necessary treatment to establish the histologic diagnosis., 

· If all the diagnostic elements (smear, colposcopy, biopsy) are consistent and if the squamocolumnar junction is totally visible, the therapeutic decision must be taken with the patient who will be informed of the advantages and disadvantages of the therapeutic options.  The choice is given between : 

 -  an immediate treatment that could be destructive, preferably using laser vaporisation ; 

· a surveillance including a smear and a colposcopy at 6 months, possibly with a biopsy. Three situations are then possible :

· if the results are normal (the lesions have disappeared): surveillance with a cyto-colposcopic control at 12 months,

· if the aggravation of one or more elements of the diagnostic triad (cytology-colposcopy-biopsy) is observed: excision using whatever method, 

· if the anomalies persist without aggravation of the diagnostic triad: surveillance with a cytocolpohistologic control every 6 months during an additional one- year period with the same options. If the anomalies persist 18 months later, destruction or excision, using whatever method, can be proposed. 

· Postoperative surveillance is required in all cases.

II.2.  Therapeutic indications in histologic high-grade squamous lesions (CIN 2 and 3 lesions)

CIN 2 and 3 lesions must always be treated.

Colposcopy est indispensable for the selection of the method of treatment; it must precisely indicate the site and size of the lesion and the extent of the transformation zone.

The choice of the method of treatment must take into account the desire of pregnancy of the patient and her compliance during the post-treatment surveillance.

The methods of resection (conisation) are usually indicated.. The height of conisation is guided by the results of the colposcopic examination. In young nullipara women the height of the cervical resection must be as small as possible, but within the limits of normal tissue. 

Destructive methods (laser vaporisation or cryotherapy) can be proposed to women who wish to retain fertility and accepts a regular follow-up, if the following conditions are met : small-size lesions, strictly exocervical lesions , total visibility at colposcopy.

II.3. Modalities of the post-therapeutic surveillance of CIN lesions 

The modalities of the post-therapeutic surveillance of CIN lesions must take into account  the limited sensitivity of postoperative smear and colposcopy, and of the risk of loss to the follow-up, which increases with the duration of the postoperative period. 

Usually, a regular surveillance may be proposed with the first control between 3 and 6 months. Because of the limited sensitivity of cytology, this surveillance should associate a colposcopy to the cervical smear, with directed biopsy and an endocervical curettage, according to the colposcopic aspect and the state of the squamocolumnar jonction.

Normal examinations should be repeated 6 to 12 months later before considering an annual cytologic control. 

Conversely, in case of abnormal results, the treatment of residual lesions histologically confirmed, will depend on their severity and their location on the cervix. 

· Either surveillance or a destructive treatment is possible for low-grade CIN lesions fully visible at colposcopy. 

· A new excision is necessary for high-grade CIN lesions and those that are not fully visible at coloscopy. 

A new excision may become necessary in the case of the incomplete ablation of a microinvasive lesion, and of the incomplete endocervical excision of a CIN lesion when post-therapeutic stenosis prevents a reliable cytologic and colposcopic  surveillance. 

II.4.  Therapeutic indications and modalities of post-therapeutic surveillance of micro-invasive carcinomas of the uterine cervix

· The diagnostic of microinvasive carcinoma, even if it may be evoked on a biopsy must be established on the histologic study of  a conisation specimen 

· The confirmation of microinvasive carcinoma requires serial sections and an excision with uninvolved specimen limits. 

· In a squamous cell microinvasive carcinoma of the cervix with an invasion is ≤ 3 mm without lymphatic or vascular space involvement a conisation within a healthy zone is a sufficient therapeutic method.

· Whatever therapeutic method has been adopted, a regular surveillance is absolutely necessary. Surveillance after conisation will be easier if the squamocolumnar junction has been left accessible to the colposcopic examination. 

If lymphatic or vascular space involvements are present, some authors favour a more radical surgical procedure, which will help to appreciate the risks at the level of the parametrium and the lymph nodes. A laparoscopic lymphadenectomy could be a good method to evaluate the lymphatic system.

The therapeutic decision must be reached in agreement with the patient, taking into account her wish to retain fertility and her acceptation of the operative risk.

Post-therapeutic surveillance is similar to what is done in the treatment of invasive cancers of the cervix. 

II.5. Therapeutic indications in adenocarcinomas in situ of the uterine cervix

The diagnosis must be established by conisation, endocervical and endometrial curettage.

Conisation can be a therapeutic procedure if the all following conditions are satisfied : 

· the patient wishes to have other children;

· the specimen will be examined with the serial section technique ; 

· the patient accepts and understands that a regular and frequent follow-up (every year) including a smear and an endocervical curettage is necessary ; 

· the patient is informed of the risk of recurrence of her cancer and of the low sensitivity of the surveillance methods.

If all these conditions are not met, a simple hysteectomy is proposed to the patient.

 Hysterectomy is recommended after the desired number of pregnancy has been  obtained. 

A diathermy loop resection is not an efficient way to treat an adenocarcinoma  in situ of the uterine cervix.
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