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Abstract
Introduction and hypothesis  We aimed to evaluate the risk of reoperation and uterine (myometrial, endometrial, and cervi-
cal) and vaginal cancer after colpocleisis performed during the years 1977–2018. Furthermore, we also aimed to assess the 
development in colpocleisis procedures performed during the study period.
Methods  Danish nationwide registers covering operations, diagnoses, and life events can be linked on an individual level 
owing to the unique personal numbers of all Danish residents. We performed a nationwide historical cohort study including 
women born before year 2000 who underwent colpocleisis between 1977 and 2018 (N = 2,228) using the Danish National 
Patient Registry (DNPR). We followed the cohort until death/emigration/31 December 2018, whichever came first. Primary 
outcomes were number of pelvic organ prolapse (POP) operations performed after colpocleisis and uterine and vaginal cancer 
diagnosed after colpocleisis in a subgroup of women with the uterus in situ. This was assessed with cumulative incidences.
Results  During follow-up (median 5.6 years) 6.5% and 8.2% underwent POP surgery within 2 and 10 years after colpocleisis 
respectively. Within 10 years after colpocleisis 0.5% (N = 8) were diagnosed with uterine or vaginal cancer in the subgroup 
of women with their uterus (N = 1,970). During the study time 37–80 women underwent colpocleisis yearly and the mean 
age increased (77.1 to 81.4 years).
Conclusion  Despite smaller studies showing no recurrence after colpocleisis, we found that 6.5% underwent reoperation 
within 2 years. Few women were diagnosed with uterine or vaginal cancer after colpocleisis. The increased age at the time 
of colpocleisis indicates changed attitudes regarding surgical treatment for elderly women with comorbidities.

Keywords  Colpocleisis · Obliterative procedure · Pelvic organ prolapse · Reoperation rate · Uterine cancer · Vaginal cancer

Introduction

Pelvic Organ Prolapse (POP) is frequent and increases with 
age [1]. Owing to the growing elderly population and the 
large lifetime risk of undergoing a POP surgery [2], the 
number of POP surgeries will increase considerably. Hence, 
knowledge about the postoperative prognosis is crucial.

In Denmark, every fifth woman undergoes a POP sur-
gery, which can be either reconstructive or obliterative 
[2]. Obliterative procedures, also called colpocleisis, can 

be performed with or without hysterectomy. The latter is 
sometimes referred to as Le Fort colpocleisis. Colpocleisis 
involves removal of the vaginal epithelium and suturing  the 
anterior and posterior fibromuscular vaginal wall together. 
When the colpocleisis is performed without a hysterectomy, 
bilateral channels are left open for uterus discharge whereas 
the vaginal canal is completely closed if performed concom-
itant with or after a hysterectomy [3, 4]. The vaginal closure 
eliminates any future possibility of vaginal coitus and com-
plicates examination of the cervix and endometrium in the 
case of suspected malignancy. However, the colpocleisis has 
several beneficial factors, including the possibility of local 
anesthesia [5, 6], a low complication rate [7, 8], and low 
mortality [7]. Despite the drastic intervention, studies have 
shown high satisfaction and low regret rates [9–12]. Taking 
that into account, colpocleisis is a favorable treatment for 
women with a high anesthetic risk and no desire for future 
vaginal coitus [8].
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Previous studies on colpocleisis are limited by small 
study populations owing to the relatively low frequency 
of colpocleisis [10] and large long-term studies are needed 
to cover the success of colpocleisis. With this nationwide 
cohort study we aimed to evaluate the risk of reoperation and 
uterine and vaginal cancer after colpocleisis performed dur-
ing the years 1977–2018. Furthermore, we aimed to assess 
the number of colpocleisis performed and the development 
in age of the women undergoing colpocleisis. We hypoth-
esized a low risk of reoperations and uterine and vaginal 
cancers after colpocleisis.

Materials and methods

Settings

We conducted a historical cohort study including Dan-
ish women undergoing colpocleisis during the period 
1977–2018. The Danish health care system is tax funded, 
entailing free and equal access for all citizens. Each indi-
vidual has a unique ten-digit Civil Personal Register number 
[13]. Via this number all registers can be linked on an indi-
vidual level. Nationwide registers with information about 
life and health events allow the possibility of large epide-
miological studies with lifelong follow-up [13].

Data sources

The Danish Civil Registration System (CRS) contains infor-
mation about migration and vital status for all people living 
in Denmark [14].

The Danish National Patient Registry (DNPR) has been a 
nationwide registry with clinical data on patients since 1977, 
including administrative data, diagnoses, treatments, and exami-
nations [15]. All data on POP surgeries performed in private 
and public hospitals in Denmark are registered in the DNPR. 
Reporting to the DNPR is compulsory by law [15]. Data is avail-
able via Statistics Denmark. From 1977 to 1995 surgeries were 
coded according to The Danish Classification of Surgical Pro-
cedures and Therapies. Since 1996, surgeries have been coded 
according to The Nordic Classification of Surgical Procedures 
(NOMESCO). Diagnoses were coded according to the eighth 
edition of the International Classification of Diseases (ICD) until 
1994 and afterward according to tenth edition of the ICD.

Study population

We identified women born before 2000 who had a Danish 
address at some point during the years 1977–2018 through 
the Danish CRS. We included all women undergoing pri-
mary colpocleisis at a Danish hospital during the period 
1977–2018 on POP indication using the DNPR (diagnostic 

and surgical codes in Appendixes 1 and 2). Exclusion cri-
teria were concomitant POP surgeries not compatible with 
colpocleisis (Appendix 2).

Statistical analyses

Primary outcomes were reoperation for POP after colpoclei-
sis and diagnosis with uterine (including myometrial, endo-
metrial, and cervical) or vaginal cancer after colpocleisis. 
Secondary outcome was the development in yearly number 
of colpocleisis procedures during the years 1977–2018 and 
the age at the time of colpocleisis.

Reoperations were defined as a POP surgery performed a 
minimum of 60 days after primary colpocleisis. Exact opera-
tion codes for POP surgeries as well as diagnostic codes for 
cancer are listed in Appendixes 1 and 2.

Women were censored at the time of death, emigration, 
or 31 December 2018, whichever came first.

To evaluate the development of colpocleisis we consti-
tuted three temporal cohorts of 14 calendar years according 
to the year of colpocleisis: early (1977–1990), intermedi-
ate (1991–2004), and late (2005–2018). To evaluate the 
development in age as well as the number of colpocleisis 
procedures performed during the three temporal cohorts we 
applied t tests.

The risk of reoperations was assessed with cumulative 
incidences. Furthermore, different risks within the temporal 
cohorts were compared using Cox regressions adjusted for 
age as a continuous variable.

The risk of uterine and vaginal cancer was assessed with 
cumulative incidences in a subgroup of women excluding 
women who had undergone hysterectomy prior to or con-
comitantly with colpocleisis (Appendix 2). Women who 
underwent hysterectomy after colpocleisis were censored at 
the time of hysterectomy.

Statistical significance was defined as a p value < 0.05 
and 95% confidence intervals not including 1. All calcula-
tions were performed using STATA (version 17; StataCorp, 
College Station, TX, USA). Strengthening the Reporting of 
Observational Studies in Epidemiology guidelines were fol-
lowed [16].

The study was approved by the Danish Data Protection 
Council Jnr. P-2020–683. According to Danish law, ethical 
approval is not required for non-intervention, register-based 
studies.

Results

This historical cohort study included 2,228 women. Of the 
women included, 98.7% were over 60 years of age at the 
time of colpocleisis, and mean age was 79.2 years ± 7.5 SD 
(Table 1).
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Of the 2,228 women undergoing colpocleisis, 167 under-
went reoperation. Within 2 and 10 years after the colpocleisis 
6.5% (95% confidence interval [CI] 5.5–7.7]) and 8.2% (95% 
CI 7.0–9.5) of the women had undergone a reoperation respec-
tively. The reoperation risk was highest in the first 2 years fol-
lowing the colpocleisis (Fig. 1). We found a statistically sig-
nificant increase in the risk of reoperation from the colpocleisis 
performed early (1977–1990) to the colpocleisis performed 
during the intermediate period (1991–2004; HR 1.67, [95% 
CI 1.16–2.39]). However, we saw no overall trend regarding 
risk of reoperation and calendar year of colpocleisis (Fig. 2).

Of the women with their uterus in situ (N = 1,970) 8 were 
diagnosed with a uterine or vaginal cancer corresponding to 
a cumulative risk of 0.5% (95% CI 0.2–1.2) within 10 years 
after colpocleisis.

The yearly number of women who underwent colpocleisis 
ranged from 37 to 80 (Fig. 3). There was a statistically sig-
nificant decrease in the number of colpocleisis procedures 
performed from the early to the intermediate and from the 
early to the late period, but no significant difference between 
the intermediate and late periods. The mean age for women 
undergoing colpocleisis significantly increased during the 
study period from 77.1 to 79.6 to 81.4 years in the early, 
intermediate, and late groups respectively (p value < 0.001).

Discussion

Main findings

We found a substantial reoperation risk of 6.5% and 8.2% 
after 2 and 10 years after the colpocleisis respectively. We 
found a low risk of uterine and vaginal cancer after col-
pocleisis. Further, we saw increased age at the time of col-
pocleisis during the study period.

Interpretation of results

Although we found a substantial risk of reoperations, a 
recent American study by Shah et al. (N = 845) found a low 
reoperation risk of 0.8% [17]. Our cohort study is character-
ized by a very controlled entry and exit of the cohort and 
owing to nationwide registers, all operations are registered, 
even if performed in other regions. This entails thorough and 
complete follow-up. Furthermore, the Danish health care 
system is free of charge and the access to a reoperation is 
therefore not affected by financial status. These factors may 
explain why we find higher rates of reoperations than in the 
American study.

Like the American study, other smaller studies (N = 35 
to 278) also found a low risk of recurrence: 0.4% [9] and 
0% [10, 11, 18]. The mean ages were substantially lower 
(72.4–75.4 years), which may reflect a different population. 
The follow-up time of 3–5 years was shorter than the follow-
up time for our study; however, longer than 2 years, during 
which we find the steepest rate of reoperation.

Contrary, a small British study (N = 23) found that 8.7% 
experienced recurrence and one woman underwent reopera-
tion (4.3%) [19]. Furthermore, Kotani et al. showed a recur-
rence rate of 8.7% (N = 6 out of 69) and a reoperation risk 
of 2.9% (N = 2 out of 69), with a median follow-up of 13 
months [20]. This is in line with our findings.

We showed the reoperation risk to be highest during the 
first 2 years following colpocleisis, which is consistent with 
the literature [20, 21].

We found a low incidence of uterine and vaginal can-
cer of 0.5% after colpocleisis. The incidence is consistent 
with other Nordic studies analyzing the risk of cervical, 

Table 1   Characteristics for the 
cohort undergoing colpocleisis

 N number, SD standard deviation

Total Subgroup: uterus in situ 
at the time of colpoclei-
sis

Colpocleisis, N 2,228 1,970
Person years 15,519.2 14,409.9
Mean age for colpocleisis, years (SD) 79.2 (7.5) 79.4 (7.6)
Median follow-up time, years 5.6 6.0

Fig. 1   Cumulative incidence curve for the risk of undergoing a new 
pelvic organ prolapse (POP) surgery after colpocleisis
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endometrial, and vaginal cancer in the elderly background 
population [22, 23]. Our findings are also in line with those 
of our previous studies, finding a low risk of endometrial 
cancer (1%) and cervical cancer (0.1%) after the Manchester 
procedure. These studies were based on larger but younger 
cohorts [24, 25]. The low incidence of cancer in the present 
study may reflect that the average age of being diagnosed 
with uterine and vaginal cancer is younger than this cohort.

Other studies report the risk of unanticipated uterine 
malignancy to be 0.3% (2.6% including premalignant cases) 

and 0.8% [26, 27]. These studies are performed in younger 
cohorts; thus, the relevance for women undergoing col-
pocleisis is doubtful.

Despite a low risk of uterine cancer, the question regard-
ing hysterectomy prior to colpocleisis is up for debate. A 
large study (N = 7,431) by Raina et al. found an increased 
risk of perioperative complications after colpocleisis per-
formed concomitantly with hysterectomy compared with 
colpocleisis alone (11.4% vs 9.5%, OR 1.93 [95% CI 
1.45–2.57]) [28]. Likewise, the study by Bochenska et al. 

Fig. 2   Risk of reoperation 
after colpocleisis by year of 
colpocleisis. POP pelvic organ 
prolapse

Fig. 3   The distribution of col-
pocleisis procedures performed 
among Danish women between 
1977 and 2018. Frequency 
indicates the yearly number of 
colpocleisis procedures
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reported an increased risk of serious medical complications 
after colpocleisis with concomitant hysterectomy [8]. In the 
decision on concomitant hysterectomy at the time of col-
pocleisis, the low risk of uterine and vaginal cancer should 
be weighed against the risk of perioperative complications 
[8].

Few women younger than 60 years (N = 28) underwent 
colpocleisis. These women were not representative of the 
average patient undergoing colpocleisis. These women were 
excluded in a sensitivity analysis, which showed no material 
changes of the results (data not shown).

We found that the age of women undergoing colpocleisis 
increased during the study time. This may indicate a changed 
attitude regarding the surgical treatment of elderly women 
with comorbidities and high anesthetic risk. The attitude 
may be affected by improved perioperative optimization of 
patients with comorbidities over the last 42 years.

Our previous study showed that colpocleisis procedures 
constitute 2.0–4.4% of the apical prolapse surgeries in Den-
mark during the years 2010–2016 [29]. This is comparable 
with the US study showing that obliterative procedures con-
stituted up to 2.19% [30].

Strengths and limitations

Our study is strengthened by the use of large population-
based health registers with virtually complete and accurate 
data [13]. To our knowledge this is the largest cohort study 
assessing reoperation risk and risk of uterine and vaginal 
cancer after colpocleisis. Our data extend over 42 years 
with a median follow-up time of 5.6 years and for many 
women, lifelong follow-up. Especially when addressing the 
risk of cancers, lifelong follow-up is crucial. The mandatory 
registration entails high accuracy and completeness of the 
registration of gynecological surgeries [31]. Selection bias 
is minimized owing to consistent and prospective collection 
of data independent of this study. Furthermore, the Danish 
health care system is tax based, which entails free treatment 
regardless of financial status.

This study also has important limitations including inher-
ent weaknesses of register-based research such as misclas-
sification. Because the data collection extends over 42 years, 
we have limited surgical details. These include valid opera-
tive information such as concomitant perineorrhaphy or pli-
cation of the levator ani muscle, experience of the surgeon, 
and information about perioperative complications. Owing 
to the variation in registration of surgical codes we could not 
distinguish between different types of colpocleisis.

There has not been a standardized practice concerning can-
cer screening prior to colpocleisis during the study period, in 
which the ultrasound was implemented. Currently, there is no 
national guideline for cancer screening prior to colpocleisis.

Another limitation is the lack of clinical parameters such 
as body mass index, pelvic organ prolapse quantification 
(POP-Q), symptoms, and short-term complications such as 
infections. We do not have information about ethnicity. The 
majority of the Danish population is Caucasian; thus, the 
results might not be generalizable to all races.

The total number of colpocleisis procedures may be 
underestimated owing to our inclusion criteria requiring 
registration of POP diagnosis at the time of colpocleisis.

As this study is based on reoperations, we must assume 
that the number constitutes the tip of the iceberg of women 
experiencing symptoms from recurrence.

Conclusion

Despite smaller studies showing no recurrence after col-
pocleisis, we found that 6.5% underwent reoperation within 
2 years. Assuming that reoperations constitute the tip of the 
iceberg of women with recurrence, more women may suffer 
from symptoms. We found a low risk of uterine and vaginal 
cancer after colpocleisis. The increasing age at the time of 
colpocleisis during the study period indicates changed atti-
tudes regarding surgical treatment for elderly women with 
comorbidities.

Supplementary information  The online version contains supplemen-
tary material available at https://​doi.​org/​10.​1007/​s00192-​023-​05566-6

Authors’ contributions  M. Hammerbak-Andersen: project develop-
ment, analysis and interpretation of data, manuscript writing; N. Klar-
skov: project development, interpretation of data, manuscript editing; 
K.R. Husby: project development, data management, analysis and 
interpretation of data, manuscript editing. All authors have approved 
the final version submitted for publication and are responsible for the 
entire work.

Declarations 

Conflicts of interest  None.

References

	 1.	 Wu JM, Vaughan CP, Goode PS, et al. Prevalence and trends 
of symptomatic pelvic floor disorders in U.S. women. Obstet 
Gynecol. 2014;123:141–8.

	 2.	 Løwenstein E, Ottesen B, Gimbel H. Incidence and lifetime risk 
of pelvic organ prolapse surgery in Denmark from 1977 to 2009. 
Int Urogynecol J Pelvic Floor Dysfunct. 2015;26:49–55.

	 3.	 Meriwether KV, Gold KP, de Tayrac R, et al. Joint report on ter-
minology for surgical procedures to treat pelvic organ prolapse. 
Int Urogynecol J. 2020;31:429–63.

	 4.	 Cardozo L, Staskin D, editors. Textbook of female urology and 
urogynecology, 2nd edition. 2006; Boca Raton: CRC Press.

	 5.	 Moore RD, Miklos JR. Colpocleisis and tension-free vaginal tape 
sling for severe uterine and vaginal prolapse and stress urinary 

2499International Urogynecology Journal (2023) 34:2495–2500

https://doi.org/10.1007/s00192-023-05566-6


1 3

incontinence under local anesthesia. J Am Assoc Gynecol Lapa-
rosc. 2003;10(2):276–80.

	 6.	 Abbasy S, Kenton K. Obliterative procedures for pelvic organ 
prolapse. Clin Obstet Gynecol. 2010;53:86–98.

	 7.	 Mueller MG, Ellimootil C, Abernethy MG, Mueller ER, Hohmann S, 
Kenton K. Colpocleisis: a safe, minimally invasive option for pelvic 
organ prolapse. Female Pelvic Med Reconstr Surg. 2015;21:30–3.

	 8.	 Bochenska K, Leader-Cramer A, Mueller M, Davé B, Alverdy 
A, Kenton K. Perioperative complications following colpocleisis 
with and without concomitant vaginal hysterectomy. Int Urogy-
necol J. 2017;28:1671–5.

	 9.	 Wang X, Chen Y, Hua K. Pelvic symptoms, body image, and 
regret after LeFort colpocleisis: a long-term follow-up. J Minim 
Invasive Gynecol. 2017;24:415–9.

	10.	 Song X, Zhu L, Ding J, Xu T, Lang J. Long-term follow-up after 
LeFort colpocleisis: Patient satisfaction, regret rate, and pelvic 
symptoms. Menopause. 2016;23:621–5.

	11.	 Wang Y-T, Zhang K, Wang H-F, Yang J-F, Ying Y, Han J-S. Long-
term efficacy and patient satisfaction of Le Fort colpocleisis for 
the treatment of severe pelvic organ prolapse. Int Urogynecol 
J. 2021;32(4):879–84. Available from: https://​doi.​org/​10.​1007/​
s00192-​020-​04380-8.

	12.	 Hullfish KL, Bovbjerg VE, Steers WD. Colpocleisis for pelvic 
organ prolapse patient goals, quality of life, and satisfaction level 
of evidence: II. Obstet Gynecol. 2007;110(2 Pt 1):341–5.

	13.	 Schmidt M, Pedersen L, Sørensen HT. The Danish civil reg-
istration system as a tool in epidemiology. Eur J Epidemiol. 
2014;29(8)541–9.

	14.	 Pedersen CB. The Danish civil registration system. Scand J Public 
Health. 2011;39:22–5.

	15.	 Schmidt M, Schmidt SAJ, Sandegaard JL, Ehrenstein V, Pedersen 
L, Sørensen HT. The Danish National patient registry: a review 
of content, data quality, and research potential. Clin Epidemiol. 
2015;7:449–90.

	16.	 Vandenbroucke JP, von Elm E, Altman DG, Gøtzsche PC, Mulrow 
CD, Pocock SJ, Poole C, Schlesselman JJ, Egger M. Strengthening 
the reporting of observational studies in epidemiology (STROBE): 
explanation and elaboration. Epidemiology. 2007;18(6):805–
35. https://​www.​jstor.​org/​stable/​20486​477. Accessed date 20 Jan 
2023.

	17.	 Shah NM, Berger AA, Zhuang Z, Tan-Kim J, Menefee SA. Long-
term reoperation risk after apical prolapse repair in female pel-
vic reconstructive surgery. Am J Obstet Gynecol. 2022;227:306.
e1–16.

	18.	 Katsara A, Wight E, Heinzelmann-Schwarz V, Kavvadias T. Long-
term quality of life, satisfaction, pelvic floor symptoms and regret 
after colpocleisis. Arch Gynecol Obstet. 2016;294:999–1003.

	19.	 Vij M, Bombieri L, Dua A, Freeman R. Long-term follow-up after 
colpocleisis: regret, bowel, and bladder function. Int Urogynecol 
J Pelvic Floor Dysfunct. 2014;25:811–5.

	20.	 Kotani Y, Murakamsi K, Kai S, Yahata T, Kanto A, Matsumura N. 
Comparison of surgical results and postoperative recurrence rates 
by laparoscopic sacrocolpopexy with other surgical procedures for 

managing pelvic organ prolapse. Gynecol Minim Invasive Ther. 
2021;10:221–5.

	21.	 Tolstrup CK, Husby KR, Lose G, et al. The Manchester-Fothergill 
procedure versus vaginal hysterectomy with uterosacral ligament 
suspension: a matched historical cohort study. Int Urogynecol J. 
2018;29:431–40.

	22.	 Hemminki K, Kanerva A, Försti A, Hemminki A. Cervical, vagi-
nal and vulvar cancer incidence and survival trends in Denmark, 
Finland, Norway and Sweden with implications to treatment. 
BMC Cancer. 2022;22:456.

	23.	 Lindemann K, Eskild A, Vatten LJ, Bray F. Endometrial cancer 
incidence trends in Norway during 1953–2007 and predictions for 
2008–2027. Int J Cancer. 2010;127:2661–8.

	24.	 Husby KR, Gradel KO, Klarskov N. Endometrial cancer after the 
Manchester procedure: a nationwide cohort study. Int Urogynecol 
J. 2022;33:1881–8.

	25.	 Husby KR, Gradel KO, Klarskov N. Cervical cancer after the 
Manchester procedure: a nationwide cohort study. Int Uro-
gynecol J. 2023. Available from: https://​doi.​org/​10.​1007/​
s00192-​023-​05481-w.

	26.	 Frick AC, Walters MD, Larkin KS, Barber MD. Risk of unan-
ticipated abnormal gynecologic pathology at the time of hys-
terectomy for uterovaginal prolapse. Am J Obstet Gynecol. 
2010;202:507.e1–4.

	27.	 Ramm O, Gleason JL, Segal S, Antosh DD, Kenton KS. Utility 
of preoperative endometrial assessment in asymptomatic women 
undergoing hysterectomy for pelvic floor dysfunction. Int Urogy-
necol J. 2012;23:913–7.

	28.	 Raina J, Bastrash M-P, Suarthana E, Larouche M. Perioperative 
complication rates of colpocleisis performed with or without 
concomitant hysterectomy: a large population-based study. Int 
Urogynecol J. 2023;34:1111–8

	29.	 Husby KR, Lose G, Klarskov N. Trends in apical prolapse sur-
gery between 2010 and 2016 in Denmark. Int Urogynecol J. 
2020;31:321–7.

	30.	 Madsen AM, Raker C, Sung VW. Trends in hysteropexy and api-
cal support for uterovaginal prolapse in the United States from 
2002 to 2012. Female Pelvic Med Reconstr Surg. 2017;23:365–71.

	31.	 Kjaergaard J, Clemmensen IH, Lykke Thomsen B, Storm HH. 
Validity of diagnoses of and operations for nonmalignant gyneco-
logical conditions in the Danish National Hospital Registry. J Clin 
Epidemiol. 2002;55(2):137–42.

Publisher's note  Springer Nature remains neutral with regard to 
jurisdictional claims in published maps and institutional affiliations.

Springer Nature or its licensor (e.g. a society or other partner) holds 
exclusive rights to this article under a publishing agreement with the 
author(s) or other rightsholder(s); author self-archiving of the accepted 
manuscript version of this article is solely governed by the terms of 
such publishing agreement and applicable law.

2500 International Urogynecology Journal (2023) 34:2495–2500

https://doi.org/10.1007/s00192-020-04380-8
https://doi.org/10.1007/s00192-020-04380-8
https://www.jstor.org/stable/20486477
https://doi.org/10.1007/s00192-023-05481-w
https://doi.org/10.1007/s00192-023-05481-w

	Colpocleisis: reoperation risk and risk of uterine and vaginal cancer: A nationwide cohort study
	Abstract
	Introduction and hypothesis 
	Methods 
	Results 
	Conclusion 

	Introduction
	Materials and methods
	Settings
	Data sources
	Study population
	Statistical analyses

	Results
	Discussion
	Main findings
	Interpretation of results
	Strengths and limitations

	Conclusion
	Anchor 19
	References


