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Management of special situations

Prof. Jean-Jacques BALDAUF, Dr Muriel FENDER

PREGNANCY

Prenatal care provides an excellent opportunity for cervical cancer screening. Approximately  1 -  5 % smears will be abnormal. Although cancer is a rare event, lesions must be recognized as early as possible. There is a lack of consensus on the investigations that should be performed in case of abnormal smear during pregnancy. The cervical smear is an effective screening test but it often fails to give the precise diagnosis of a lesion. Therefore, the suggestion that pregnant women with an abnormal smear should be monitored with repeated smears seems to be unwarranted. 

1. Colposcopic examination 
Indications for performing colposcopy in pregnant women are not different from those in non-pregnant women. Whether the patient is pregnant or not, the technique is the same. During the first trimester there are generally few difficulties in performing the examination, although the cervix must be handled atraumatically in order to avoid bleeding of the congested, hyperaemic tissues. Examination of the endocervix is enhanced by opening of the os and the squamocolumnar junction is visible to some degree in all women at the end of pregnancy, but mucus  is often copious and stringy. 

For biopsy during pregnancy it is preferable to use smaller, precision-cutting forceps in order to avoid traumatizing the cervix and giving rise to profuse bleeding. Usually hemostasis occurs spontaneously and it is rare to have to control it by applying sustained local pressure or a vaginal pack (1).

2. Abnormal colposcopic appearances
The colposcopic appearances of CIN are generally similar to those of the non-gravid cervix. The degree of acetowhitening and the confusing angioarchitecture, with coarse punctation and mosaicism, may give the impression that the lesion is severer than it is (2).  Even though the appearance of low - and high-grade CIN tends to be more uniform, that of high-grade CIN generally remains characteristic with a dense and marked acetowhitening, sharp and distinct borders, raised margins and a more irregular surface. The main difficulties are encountered with extensive lesions and advancing gestation. Colposcopic signs suggestive of an early invasive cancer are sometimes discreet and an invasive lesion may easily be overlooked. 

3. Indications for biopsy
The essential role of biopsy is to rule out an invasive disease. Pregnancy itself is not a contraindication to directed biopsy. In all cases in which cytology is abnormal and the colposcopic appearance suspicious, a biopsy is warranted but it is pointless to biopsy all minor lesions. The principal cytological indications are high-grade intraepithelial lesions, suspected invasive carcinoma and glandular lesions. All suspect or doubtful colposcopic appearances and abnormalities which are extensive, suggestive of high-grade CIN or invasive disease should be biopsied (1, 3, 4, 5). Follow-up of high-grade CIN during pregnancy requires repeat colposcopies every 4 to 6 weeks, and sometimes repeat biopsies if the colposcopic appearance worsens. In all cases re-evaluation is essential in the postpartum, i.e. 6 - 8 weeks after delivery, in order to establish a definitive diagnosis and to determine the appropriate management plan.

4. Indications for cone biopsy
The treatment of preinvasive lesions may be postponed and done after delivery. Indications for cone biopsy during pregnancy are limited. The procedure entails more complications than in non-pregnant women and excision of lesions is incomplete in more than half of cases (3, 6). The role of cone biopsy in pregnant women is diagnostic, to confirm suspected cancer, but not therapeutic. There is a rationale for its use in case of cytological suspicion of invasion and inconclusive colposcopic assessment, or persistent major discrepancy between cytological, histological and colposcopic findings. It is generally necessary after a biopsy in which a microinvasive carcinoma or glandular lesion is suspected.

5. Reliability of colposcopy
Despite the extent of gestational changes affecting the cervix, colposcopy is a reliable investigation in pregnant women. The reliability of the colposcopic impression is uncertain in the event of abnormal colposcopic findings with minor changes : concordance with the final postpartum diagnosis is found in only 50 % of cases. Good concordance - at more than 80 % - is attained in patients with an abnormal transformation zone with major changes. Use of colposcopically directed biopsy markedly improves diagnostic precision, concording with the final postpartum diagnosis in 85 % of patients with low-grade CIN and in 90 % of patients with high-grade CIN. These values are comparable to those which are obtained in non-pregnant women (1, 5).

Colposcopy with directed biopsy is a safe and precise method for evaluating abnormal Pap smears in pregnant women. Its reliability is comparable to that obtained in non-pregnant women. The advent of colposcopy has made the diagnosis of CIN more precise and its management less aggressive. The current policy is to perform an initial evaluative colposcopy : this should allow an exact diagnosis to be reached and the presence of an invasive disease to be excluded. If there are no suspicious signs of invasion it is recommended that the pregnant woman be followed regularly throughout pregnancy and a colposcopic re-evaluation be carried out after delivery to ensure the appropriate treatment.

     References

1. Baldauf JJ, Dreyfus M, Ritter J, Philippe E. Colposcopy and directed biopsy reliability during pregnancy : A cohort study. Eur J Obstet Gynecol Reprod Biol 1995 ; 62 :       31 - 36.

2. Campion MJ, Sedlacek TV. Colposcopy in pregnancy. Obstet Gynecol Clin North Am. 1993 ; 20 : 153 - 163.

3. LaPolla JP, O'Neill C, Wetrich D. Colposcopic management of abnormal cervical cytology in pregnancy. J Reprod Med 1988 ; 33 : 301 - 306.

4. Economos K, Perez-Veridiano N, Delke I, Collado ML, Tancer ML. Abnormal cervical cytology in pregnancy : A 17-year experience. Obstet Gynecol 1993 ; 81 :  915 - 918.

5. Baldauf JJ, Dreyfus M, Ritter J. Benefits and risks of directed biopsy in pregnancy.     J Lower Genital Tract Dis 1997 ; 1 : 214 - 220.

6. Averette HE, Nasser N, Yankow SL, Little WA. Cervical conization in pregnancy.  Am J Obstet Gynecol. 1970 ; 106 : 543 - 549.

MENOPAUSE 

1. Changes related to estrogen deficit

The appearance of the cervix is considerably modified by estrogen deficit which causes atrophy of the tissues and a retraction of the squamocolumnar junction within the endocervical canal (1). Examination becomes more difficult as a result of atrophic changes to the cervix, which becomes hard, often small, and less accessible to examination. The cervical profile tends to become flat and the external os stenosed. The fragility of the mucosa means that the least traumatism causes petechiae or bleeding which hinder observation. The mucosa is pale and fragile and it often exhibits erosions, which may be more or less extensive.

2. Colposcopic examination

Diagnostic difficulties are often multiplied by the uncertainties of cytology due to the estrogen deficit. Rather than perform unwarranted or poorly targeted biopsies immediately, or a useless diagnostic cone biopsy under difficult conditions, it is generally preferable to repeat investigations after appropriate estrogen preparation (2). Oral, transdermic or vaginal estradiol used at a therapeutic dose for a period of 7 to 10 days is effective to improve the trophic qualities of the mucosa although the squamocolumnar junction rarely becomes visible. Pathological features are the same as in women of child-bearing age. Ectocervical lesions are readily identified using the acetic acid and iodine tests. Biopsy of a sclerosed cervix is less easily performed, especially if there are problems of accessibility : the sample risks being too superficial or not large enough. Most lesions are endocervical and are therefore not, or only partially visible because of their site and stenosis of the external os. Forceps biopsy is not reliable enough on its own and it may be useful to complement the biopsy sample obtained with an endocervical curettage. This specimen may provide information on whether or not a lesion is present, but is generally insufficient to evaluate the true severity of the lesion. A negative endocervical curettage does not mean that a lesion is categorically absent. A positive endocervical curettage which indicates a CIN must be followed up by diagnostic cone biopsy. It should also be kept in mind that almost one-third of biopsies are underevaluated when the squamocolumnar junction is not entirely visible.

3. Management of abnormal cytology

If colpsocopy is not satisfactory and reliable it must be repeated after estrogenic preparation. In the presence of minor cytological abnormalities (ASCUS or LSIL) cytological and colposcopic follow-up may be proposed, but acetowhite lesions of a minor or doubtful nature should be systematically biopsied. Should cytological abnormalities persist, even when endocervical curettage is negative (and after having first eliminated the presence of a vaginal lesion), diagnostic cone biopsy is warranted. In the future, detection in these patients of a high-risk oncogenic HPV will perhaps enable better determination of those who fall into a higher risk group, so that they can be offered a treatment from the outset rather than prolonged follow-up.

When the presence of high-grade cytological abnormalities is verified, even though biopsies and endocervical curettage fail to confirm the severity of the lesion, diagnostic cone biopsy is necessary. 
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NORMAL COLPOSCOPY following an abnormal Pap

It may happen that following an abnormal Pap smear the results of a diagnostic assessment comprising colposcopy, directed biopsies and if necessary endocervical curettage, remain normal. In this situation, before speculating that the Pap test is falsely positive or systematically recommending diagnostic cone biopsy, smears should be repeated and a meticulous colposcopy performed again. Patients with an abnormal initial Pap test and normal colposcopic examination frequently develop lesions at a later date. They form a group at risk of developing subsequent CIN (1-3) and ought to have access to regular and prolonged follow-up with combined cytological and colposcopic assessment.

1. Cytological follow-up

Repeat cytology is warranted in the event of abnormal Pap test and normal colposcopy. A repeat smear which is performed too close in time to the original smear generally provides little additional information. It may be falsely reassuring in the event of a normal result. It is therefore recommended to repeat the cytological sampling, under optimal conditions, after a lapse of 2 to 3 months.

False positive Pap smears are far less common than false negatives but some situations are responsible for atypical cytological features which are difficult or impossible to classify : profound atrophy in postmenopausal women, atrophy in the postpartum, repair or metaplastic processes following pregnancy or treatment to the cervix, some inflammatory conditions, and post-radiation or chemotherapeutic changes. Complete abrasion of a small area of dysplastic cells which desquamate completely following cytological sampling may account for the smear returning to normal. Usually, however, cytological abnormalities appear to precede histological lesions, which may then progress in varying ways. In more than 20 % of cases a CIN develops within ten years of the initial cytological abnormalities (1).

2. Colposcopic follow-up

Should cytological abnormalities persist, a second colposcopy is required. The colposcopic examination must be performed under optimal conditions, i.e after treatment of any inflammatory and infective condition of the lower genital tract or after estrogenic preparation in postmenopausal women. Special attention must be given to identify the squamocolumnar junction. If it is visible and no cervical abnormality apparent the investigation should be completed by a detailed examination of the vagina. Inspection of the vaginal mucosa must be particularly painstaking, especially in the mucosal folds and anterior and posterior vaginal walls, which are generally hidden by the blades of the speculum. If the squamocolumnar junction is not accessible the endocervical canal should be assessed as thoroughly as possible, since some lesions may not be detected on repeated endocervical curettages.

3. Further management depends on the severity of the cytological abnormality. 

With minor cytological abnormalities (LSIL or ASCUS) the risk of failing to detect a severe histological lesion is low provided diagnostic assessment, together with colposcopy, directed biopsies and endocervical curettage, is negative. In cases of HSIL the major problem is to eliminate high-grade CIN or an early invasive disease. If colposcopy and histological specimens remain normal, it is recommended that previous smears be read again. If the initial cytological diagnosis remains HSIL diagnostic cone biopsy is required, especially if there are accompanying risk factors such as patient age or previous cervical treatment. A recent study (3) showed that 44 % of women with an initial high-grade Pap smear declared to be "false positive" and 15 % of women with an initial "false positive" low-grade smear presented CIN confirmed by biopsy at a later date.

Particular caution must be given to the correct procedure to follow in the event of an abnormal Pap test suggestive of a glandular lesion. This type of abnormality should be followed by screening not only for an adenocarcinoma in situ or invasive adenocarcinoma but also a CIN, invasive squamous carcinoma, endometrial hyperplasia or endometrial carcinoma (4). The presence of abnormal glandular cells requires examination of the endocervical canal and, especially in elderly women, investigation of the uterine cavity and pelvis by ultrasound, endometrial biopsy and if necessary hysteroscopy. The differential diagnosis in young women usually has to be made from a variety of benign lesions : squamous metaplasia, inflammation, tubal metaplasia, microglandular hyperplasia, pseudo-decidualization, endocervical polyps and endometrial polyps.
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Management after a previous treatment 

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. Similarly, there is a lack of consensus on the investigations that should be performed in case of abnormal postoperative smear. 

Postoperative cytologic false positives are uncommon. 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 (1-4). 

The rates of postoperative unsatisfactory colposcopy vary from 76.2 % to 98.5 % (4-6).  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. The difficulty in diagnosing them is essentially bound up with the fact that they are mostly localised in the endocervical canal and that epithelial regeneration takes place by a process of squamous metaplasia which is often difficult to distinguish from a lesion especially as keratosis is often associated with healing of the cervix. These colposcopic appearances are often associated with minor cytological abnormalities, essentially ASCUS. Hyperkeratosis is observed in almost 20 % of cervices 3 to 6 months after treatment. It generally settles with time and two years after treatment it continues to be apparent in 5 % of cases only. (4, 7). Some authors (3) noted a 100 % sensitivity of colposcopy after loop electrosurgical excision whereas others observed false negative colposcopy (4) which emphasize the difficulty to differentiate a postoperative dystrophy and metaplasia from an authentic residual intraepithelial neoplasia. If there is any doubt directed biopsies should be performed although care should be taken not to overtreat by performing secondary unnecessary cone biopsy too hastily. 

The reliability of the postoperative oncogenic HPV detection for the diagnosis of residual intraepithelial neoplasia is in the process of being assessed. 
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