
INTRODUCTION
Cervical cancer results from an infection caused by Human 

Papillomavirus (HPV), usually sexually acquired(1). The most prevalent 
viral types of this cancer are HPV-16 (55%) and HPV-18 (15%)(2,3).

The currently recommended strategy to control this neoplasm is 
the regular screening test in women over 25 years of age associated 
with HPV vaccination before beginning sexual activity(4). The cove-
rage expansion of screening programs has resulted in the anticipa-
tion of diagnoses, with more cases of cancer in reproductive-age 
women. In addition, cytological screening has a lower impact on 
adenocarcinoma diagnosis(5-7).

Diagnosis in young women is a particular situation that needs to 
find a balance between reproductive maintenance and oncological 
safety. The literature still debates conservative treatments.

The present report is an update on the case of a young woman, 
previously vaccinated against HPV at 16 years of age, who deve-
loped a microinvasive cervical adenocarcinoma treated conserva-
tively. Follow-up difficulties before and after the reproductive out-
come stood out.

CASE INTRODUCTION
The preceding history was previously published as a case report(8) 

and briefly describes this 16-year-old patient participation (2005) 
in a multicenter, international, randomized, and double-blind phase 
III study that assessed the effectiveness of the HPV-16/18 vaccine 
(GlaxoSmithKline Biologicals) compared to the Hepatitis A vaccine 
as a control, regardless of cytological status and HPV-DNA test in 
the initial cervicovaginal sample and serological status for HPV.

The clinical trial "PATRICIA" provides details on the methodo-
logy of this study(9). In 2012, the breaking of the blinding revealed 
that this patient had received three doses of the HPV vaccine in 
2005 when she already had a positive HPV-DNA test for HPV-18 
and negative cytology. This same pattern of exams was maintai-
ned (positive DNA-HPV-18, negative HPV-16 and other 23 types, 
negative cytology, and colposcopy without suspicious images) up 
to the end of the study in 2010. In the 2005‒2010 period, the patient 
underwent five annual tests for Chlamydia trachomatis and two 
tests for Neisseria gonorrhoeae (HC2 CT/GC DNA Test, Hybrid 
Capture®2, Digene, Gaithersburg, USA), all negative. The patient 
remained with a single partner until 2012 and used oral hormonal 
contraceptive. After 2010, she continued with an annual follow-up, 
and, in 2012, at the age of 23 and with a positive HR-HPV test (HC2 
High-Risk HPV DNA Test, Hybrid Capture®2, Digene, Gaithersburg, 
USA), she showed ASC-H cytology (atypical squamous cells of 
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undetermined significance which could not exclude high degree)(6). 
The colposcopy carried out at the time was adequate, with a type 1 
transformation zone and a thin acetowhite area in the endocervical 
mucosa, whose biopsy revealed an "adenocarcinoma in situ" (AIS).

Afterward, an Excision of the Transformation Zone (ETZ) was 
performed, and the definitive diagnosis was IA1 microinvasive ade-
nocarcinoma (FIGO, 2014)(10), presenting microinvasion of less than 
1 mL depth, endocervical margin, and channel reinforcement free of 
neoplasia. The immunohistochemical study identified the presence 
of HPV-18 DNA. The patient underwent a conservative procedure 
with periodic follow-up to preserve fertility.

About three months after ETZ, she had a planned pregnancy. 
A cerclage was conducted at 16 weeks, indicated by her obstetric 
history of isthmus cervical incompetence in a previous pregnancy, 
at the age of 15, which required cerclage and resulted in premature 
vaginal delivery (1,700 g live-born).

Regular prenatal care continued and progressed with premature 
rupture of membranes at 33 weeks and 5 days. The cerclage point 
was removed, followed by the vaginal delivery of a preterm newborn, 
with 2,010 g, 41 cm, and Apgar 8/9. Figure 1 describes the oncolo-
gical follow-up during pregnancy and after delivery.

During pregnancy, an HPV test (PapilloCheck®, Greiner Bio-
One, Frickenhausen, Germany) detected the viral types HPV-52 
(high-risk),-42, -43, and -44 (low-risk). Six months after delivery 
(14 months after ETZ), the patient underwent the latest HPV test 
in the case, with a negative result for HPV-16 and -18, and posi-
tive for the group of 12 other HR-HPV (HPV test Cobas®, Roche 
Molecular Diagnostics, Pleasanton, USA).

At that time, the cancer cytology test and colposcopy showed no 
changes. Follow-up continued, and after an additional 12 months, 
the patient presented AGC-FN cytology (atypical glandular cell; 

favor neoplasia)(6). The patient was reviewed with colposcopy – 
which revealed suspicious endocervical images (Figure 2) – and 
biopsy, and a cytology review was requested. The biopsy was nega-
tive, and the diagnosis of the cytology review was AGC-NOS (not 
otherwise specified)(6).
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Figure 1 – Chronology of  events and test results since the initial treatment in 2012.
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Figure 2 – Irregular cervix observed after two cerclages and prior 
loop conization (A). Columnar squamous junction located at the 
level of  the external orifice (type 1 transformation zone) (B), 
presenting several discrete yellowish focal areas in the endocervical 
mucosa, with discrete relief  and becoming acetowhite (C, D). 
Impression of  suspected high-grade abnormalities (colposcopic 
images obtained in Full-HD through the ICONOS® video colpos-
copy prototype).
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Cervical conization with cavity and remaining channel curettage 
was performed – with negative histopathological results – to obtain 
a more accurate diagnosis of the situation at that moment and due to 
the case progress characteristics and the pattern of glandular lesions 
of the cervix. In a multidisciplinary meeting with the patient, and 
at her request, a hysterectomy was chosen. The surgery (total hys-
terectomy and bilateral salpingectomy) had no complications, and 
the anatomopathological result did not show residual disease. The 
follow-up continued until 2018 without further changes. The patient 
authorized the publication.

DISCUSSION
The follow-up after conservative treatment for microinvasive 

cervical adenocarcinoma can cause insecurity, anxiety, and disa-
greement among assistant team members since few similar cases 
are described and there is no consensus in the literature.

The issues found in the procedures for glandular lesions of the 
cervix are related to their characteristics and may be multifocal, 
endocervical, and less accessible to colposcopy, added by difficulty 
in defining glandular atypia in the cytological test, which presents 
low agreement between cytopathologists(11,12).

In carcinoma follow-up, biomolecular tests related to HPV do 
not have a defined value as screening has. The present case identi-
fied the persistent presence of HPV-18 DNA throughout screenings 
from 2005 to 2012, which disappeared after microinvasive treatment. 
There was only a transitory detection of other types of HPV during 
pregnancy, mostly of low risk, which subsequently disappeared, a 
situation considered common during pregnancy.

The detection of cervical adenocarcinoma is generally late, occur-
ring in advanced stages and with worse prognosis compared to squa-
mous cell carcinomas(5). The tendency, when faced with a diagno-
sis of glandular lesion of the cervix, is to adopt a more aggressive 
treatment(13). These difficulties related to the initial diagnosis can 
increase in case of follow-up after treatment.

The case reported had no fully defined and specific guideline 
for microinvasive adenocarcinoma treatment(14,15), and the cytology 
and colposcopic follow-up difficulties inherent in glandular lesions 
persisted. In addition, as this case involved a patient with an obste-
tric history of prematurity, her obstetric future could point to a less 
conservative procedure.

Hysterectomy is the most accepted and indicated procedure for 
cases of IA1 microinvasive adenocarcinoma(14). In general, hyste-
rectomy should be reconsidered when there is the option for a con-
servative procedure, after a reproductive success. During follow-up 
of the present case, a second excision procedure was indicated and 
carried out despite the biopsy being negative, due to the AGC-FN 
cytology and suspicious colposcopy, and the cytology review chan-
ged the diagnosis to AGC-NOS (not otherwise specified).

These inconstancies and disagreements are inherent in the cur-
rent knowledge, with subjective criteria, less agreement about the 
definition of glandular atypias, and difficulty in obtaining a colpos-
copic image related to AIS or microinvasive adenocarcinoma(11-16). 
The possibility of multifocal or hidden lesions in the channel has 
strengthened the choice of adopting hysterectomy for this case.

The indication of hysterectomy aiming at a "definitive treatment" 
was influenced by the patient’s request; the possibility of a false 

negative in the second excision procedure; potential difficulties in 
continuing with follow-up due to the two ETZs and two previous 
cerclages; the immunohistochemical study of the initial neoplasia, 
which revealed high Ki67 expression related to a high rate of cell 
proliferation; and the exceptionality of the case, since the patient 
was not in the age group screened, had control frequency above the 
usual (clinical research protocol), and developed a neoplasia despite 
previous vaccination against HPV.

The reported case highlights the need to find a balance between 
oncological safety and reproductive maintenance. Conservative 
approaches to microinvasive cervical cancer are currently indica-
ted, and the literature shows a tendency for such conduction regar-
dless of the histological type of microinvasion, whether squamous 
or glandular, as there is no consistent information about a greater 
risk of recurrence after a conservative procedure in microinvasive 
adenocarcinoma(14-17).

Conservative management with cervical conization, provi-
ded that the resection margins are free and there are no signs of 
lymphovascular space invasion, can be considered oncologically 
safe(14,15), evidently aiming at some gestational success(18,19) as the 
case presented.

There are several studies about reproductive maintenance after 
cervical excision procedures, and among the most recent, the meta-a-
nalysis by Kyrgiou et al., and Papoutsis et al. indicate no changes in 
fertility after conization but a possible greater risk of preterm birth, 
as happened in the present case(18,20). The cerclage performed in the 
studied patient probably contributed to the favorable outcome and 
was already indicated due to the previous diagnosis of isthmus cer-
vical incompetence, which could have been aggravated by the loop 
conization done before the second pregnancy. It is noteworthy that 
despite the higher obstetric risk in patients with previous excision 
procedures, cerclage is not indicated routinely. In this case, the only 
suggestion is a more intensive follow-up with a serial evaluation 
of the cervix through physical and ultrasonographic examination 
during prenatal care(18,20).

Finally, the present case emphasizes the need to update diag-
nostic and therapeutic procedure teams frequently due to cons-
tant difficulties and changes concerning adenocarcinoma in young 
women. Particular cases, such as the one presented, should be dis-
cussed in multidisciplinary meetings to define strategies to reduce 
follow-up uncertainties and the anxiety associated with conserva-
tive treatment, thus avoiding approaches that may be considered 
excessive nowadays.
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