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ABSTRACT This article aims to report the results of four cases of human papillomavirus (HPV)
positivity and abnormal cuff smear. A hysterectomy was performed in this study to eliminate precancerous cervical lesion in one patient and uterine myoma in another. Subsequent follow-up of the
patients revealed HPV DNA positivity in cuff cytology, even though both the patients tested negative for HPV prior to hysterectomy. Cuff cytology and HPV DNA screening, therefore, seem to be
important in dicey and benign cases, especially occurring together with autoimmune disorders.
HPV type 16 was found to be the most frequent subtype (75%) in this study.
Keywords: Cytology; human papilloma virus 16; human papilloma virus DNA test;
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fter total hysterectomy, except that in women with a history of cervical cancer or Cervical Intraepithelial Neoplasia (CIN) II/CIN
III/High-grade Squamous Intraepithelial Lesion (HSIL), routine
vaginal cuff cytology screening is not recommended, if the hysterectomy
was performed for benign uterine conditions like uterine fibroids, endometriosis/adenomyosis, uterine prolapse or urinary incontinence.1,2 However, different studies report various percentages of high-risk HPV and
premalignant changes in a cuff smear, which range from 4.5-9.5%.1 Vaginal
intraepithelial neoplasia was found to develop in nearly 7.4% of the patients
in a study wherein a hysterectomy was performed for HSIL/CIN III.3 Vaginal cancer is rare, comprising only about 1-4% of the lower genital tract
cancers; the rate of progression of vaginal intraepithelial neoplasia into invasive vaginal cancer ranges from 0-9%.4-7

Cuff smear cytology is often ignored due to the rarity of vaginal cancer
and the fact that its progression rate is lower than that of cervical cancer.
There is no clear conformity on the matter of cuff smear cytology following total hysterectomy, especially in benign cases. Therefore, the authors
aim to report the results of four female patients with HPV positivity and
abnormal cuff smear in whom total hysterectomy was performed.
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This case series reports the results of four patients with HPV positivity after
they underwent routine gynecologic follow-up after a hysterectomy. The
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The fourth patient, 50 years old, reported with a
history of diabetes mellitus type 2, Myasthenia gravis,
epilepsy, Hashimoto’s thyroiditis, and positivity for
the anti-nuclear antibody, anti-cardiolipin antibody,
and anti-Ds DNA antibody. The patient underwent a
total abdominal hysterectomy and unilateral salpingo-oophorectomy for uterine myoma and
HSIL/CINIII in 2004. Smear tests after hysterectomy
were found to be normal without any gynecological
complaints. Yet, HPV DNA test recorded positive for
type 16 and the Pap smear was found to be LSIL during the routine examination carried out in 2018.

first case, a 50-year-old patient, having systemic
lupus erythematosus (SLE), Hashimoto’s thyroiditis, chronic viral hepatitis B infection and mitral valve prolapse reported with a history of left
oophorectomy due to the benign mucinous cyst
and cesarean section 16 years ago. The patient also
underwent a total hysterectomy and unilateral
salpingo-oophorectomy, performed to eliminate
uterine myoma, eight years ago. Pap smear tests
and HPV screening were performed regularly during the postoperative period; HPV-DNA positivity
of types 59 and 82 was found in the patient in 2018.
Pap smear test revealed Atypical Squamous Cells of
Undetermined Significance (ASCUS). The only
complaint of the patient during this period was a
slight pelvic pain.

In all the cases, the patients had single partners and none of them or the partners had a history of suspicious sexual intercourse in terms of
sexually transmitted diseases. However, the partner’s HPV status was unknown. Colposcopy and
biopsy were performed for all patients, once abnormal smears and the presence of HPV DNA positivity were detected.

The second patient, 53 years old, reported
with a history of operated breast carcinoma,
chronic gastritis, and anti-TSH receptor antibody
positivity. This patient also had a history of total
abdominal hysterectomy and bilateral salpingooophorectomy performed ten years ago for uterine
myoma. Gynecologic follow-up examinations were
found to be normal until 2018, with no complaints.
HPV and smear tests revealed positivity of HPV
type 16 and Low-grade Squamous Intraepithelial
Lesion (LSIL).

Informed consent was obtained from all patients prior to the study.

DISCUSSION

Vaginal cancer is a rare disease and accounts for 14% of all genital cancers. It has a prevalence of 0.40.6 per 100,000 females.4,5 The risk factors for
vaginal cancer include the presence of HPV, other
gynecological neoplasias or cancers, smoking, radiation therapy, immunosuppression, and diethylstilbestrol.9 The history of a previous total
hysterectomy performed for CIN II/CIN III is an
important risk factor for Vaginal Intra-epithelial
Neoplasia (VAIN). While the rate of VAIN was
found to be 1.1% in females who underwent hysterectomy for benign conditions, this rate increased
to 7.4% in women who underwent hysterectomy
for CIN III.10 In this small case series, HPV DNA
positivity and abnormal Pap smear were detected
in the first decade after the surgery.

The third patient, 41 years old, reported with
a history of metastatic colon carcinoma and positivity of anti-parietal antibody. The results of the
Pap smear and HPV test were observed to be HSIL
and HPV type 16 positive in 2013. The patient underwent Loop Electrosurgical Excision Procedure
(LEEP) and cervical conization as per the international guidelines.8 Positive surgical margin was obtained after the cervical conization and a
hysterectomy was thus planned for the patient.
Total abdominal hysterectomy and unilateral salpingo-oophorectomy had already been performed
on the patient in 2014 for HSIL/CIN III and ovarian cysts. No abnormal bleeding, discharge or
pelvic pain was reported during the postoperative
period. During the postoperative follow-up, HPV
type 16 was found to be positive and the smear result reported LSIL.

It has been reported that type 16 and 18 are the
most frequent types of HPV having an incidence of
4.5-9.5%.3,11-13 In this study, three of the cases were
found to be positive for HPV type 16 (75%). Previous studies have demonstrated that HPV type 16 in40
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creases the risk of cervical, vulvar, vaginal, anal,
head, neck, and oropharyngeal cancers significantly.14,15 The presence of HPV type 16 is essential
for the transformation of normal epithelial cells
from premalignant to malignant, and long-term
persistence of infections.16 Therefore, the patients
with HPV type 16 positivity should be followedup more closely. Recent studies showing the
predilection of certain HPV groups to vaginal epithelium may encourage the physicians to continue
HPV and vaginal smear studies in hysterectomized
women, even in the absence of a history of cervical
abnormality.17 Although two patients in this case
series underwent hysterectomy for benign reasons,
HPV DNA was positive, which is in accordance
with the previous findings in the literature.

different studies, patients with high inflammatory
load are at risk of HPV infection and the persistence of HPV infection after total hysterectomy.
However, in this study, all patients had a history of
autoimmune disorder.
In conclusion, cuff cytology and HPV DNA
screening seem to be important in uncertain and
benign cases, especially those that occur in conjunction with autoimmune disorders.
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Follow-up of the patients is performed according to the recent recommendations and international guidelines.9 The patients with low-grade
cytology result (ASCUS/LSIL) or high-risk HPV
DNA positivity are recommended vaginal cytology
control. The patients with cytology ASC-H are referred for vaginal colposcopy. Colposcopy is also
recommended for the suspicious lesions detected
during vaginal examinations.
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The increased prevalence of high-risk HPV,
multiple HPV infections and an elevated risk of
high-grade cervical dysplasia were detected in
women with autoimmune disorders like SLE and
Rheumatoid Arthritis (RA).18-21 According to the
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