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Prediction and prevention of preterm birth
after cervical conization
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The introduction of the cervical cancer screening strategy has
substantially reduced the incidence of and mortality from in-
vasive cervical cancer.' This trend has been attributed to early
detection and following treatment of pre-invasive cervical le-
sions, and cervical intraepithelial neoplasia (CIN) is commonly
diagnosed in women of reproductive age. Although the fact that
the conservative treatment for CIN (including cold knife coni-
zation, large loop excision of the transformation zone (LLETZ)/
loop electrosurgical excision procedure (LEEP), laser coniza-
tion, or ablative therapy) should be effective is the most im-
portant issue, subsequent impact of these treatment modalities
on future fertility and pregnancy outcome is also a major con-
cerning point in younger women.

Substantial evidence indicates that cervical conization is as-
sociated with preterm birth. Earlier studies on the relation-
ship between cervical conization and subsequent pregnancy
complications were hindered by small sample size, poor study
design, or failure to control confounding factors. However, re-
cent studies with larger sample size, systematic review, or
meta-analysis have generally found an increased risk of pre-
term birth after cold-knife conization and LLETZ or LEEP, al-
though the data on obstetric risk after ablative therapy such as
cryotherapy or laser vaporization are contradictory.>’

In this issue of Journal of Gynecology Oncology, there are
two articles*® dealing with the association between cervical
conization and preterm delivery. Both studies showed a high-
er rate of preterm delivery after cervical conization (27.7%
and 32.1%) than that in low risk pregnancies. The study of
Nam et al.* focused on the prediction of preterm birth by iden-
tifying risk factors, and Shin et al.” tried to evaluate the effi-
cacy of cerclage as a preventive strategy for preterm birth.

In the study of Nam et al.,* the type of conization, the volume
of specimen, and second trimester cervical length were the

Received December 7, 2010, Accepted December 8, 2010

Correspondence to Jong Kwan Jun
Department of Obstetrics and Gynecology, Seoul National University
College of Medicine, 28 Yeongeon-dong, Jongno-gu, Seoul 110-744,
Korea
Tel: 82-2-2072-3744, Fax: 82-2-762-3599
E-mail: jhs0927@snu.ac.kr

207

possible risk factors for preterm birth, but only the second tri-
mester cervical length was the significant risk factor after ad-
justing for confounding variables in multivariate analysis.
Several other researchers also tried to identify subgroups of
women who are at higher risk for preterm birth after coni-
zation. Suggested risk factors include a shorter procedure-to-
pregnancy interval,® the depth of cervical excision,” and short
cervical length,3’7 etc. In terms of cervical length, cervical con-
ization does not seem to shorten the cervical length in all
patients. Berghella et al.” reported that only 28% had a short
cervix in pregnant women at between 16 and 24 weeks after
cervical conization. Considering that cervical length is not al-
ways shortened after conization, measuring cervical length
may be also useful in predicting preterm delivery in pregnant
women after conization, as suggested by the study of Nam et
al.* and other recent evidences.>’

The preventive strategies for preterm birth after these proce-
dures are a more challenging issue. There are several possible
mechanisms by which cervical conization increase the risk of
preterm delivery. Decreased mechanical support or increased
susceptibility to infection after the loss of cervical mucus pro-
duction may contribute to preterm delivery.® Prophylactic cerc-
lage does not seem to prevent preterm delivery,” and even in
patients who present with a short cervix, rescue cerclage had
failed to show efficacy.'® Shin et al.” also failed to see the efficacy
of cerclage as a preventive method for preterm birth, even after
confining analysis to those with short cervix (cervical length
of less than 25 mm). In the study of Nam et al.,” the rate of pre-
term birth after cerclage was not lower in patients who had un-
dergone prophylactic cerclage than those without.

There are several points to be considered in these two articles.
First, both studies are retrospective studies, and therefore the
confounders were not controlled adequately. The physician
bias in the management might significantly influence the study
result. In fact, women who underwent cerclage had significantly
shorter cervical length and higher rate of nulliparity, and had
lower specimen weight with marginal significance than those
in the expectant group.” Relatively small number of cases is also
the major weak point. Second, both studies did not clarify the
urgency of the cerclage. The pregnancy outcome and complica-
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tion rates after cerclage differs according to the type of the cerc-
lage: elective cerclage (history indicated cerclage) vs. urgent
cerclage (ultrasound indicated cerclage) vs. emergency cerc-
lage (cerclage after definite cervical dilatation)."' But none of
these studies stated the type of cerclage employed.

But Nam et al.” tried to focus on the risk factors for preterm
birth, and integrated all associated factors together rather
than a single factor, in the largest numbers of Korean patients
ever published on this subject. The study of Shin et al.” has the
strength that almost all patients were followed up for ante-
natal care and delivery after conization in a single institution.

What issues should be evaluated in further studies? In spite
of the suggestions on the association between the risk of pre-
term birth and increased susceptibility to infection after the loss
of cervical mucus production after cervical conization, there is
a paucity of information regarding the risk of preterm birth ac-
cording to the inflammatory milieu in the vagina or cervix in
pregnant women after cervical conization. Recent evidence
suggests that a cervical inflammatory milieu in early or mid-tri-
mester pregnancy is associated with preterm birth in pregnant
women." For prevention, the efficacy of progesterone in wom-
en after cervical conization needs to be evaluated. If a patient’s
obstetric history is consistent with a spontaneous preterm
birth, prophylactic administration of progesterone may be an
option, because some reports showed progesterone supple-
mentation was effective in decreasing the recurrent preterm
birth in women with previous preterm delivery.'*'* However,
whether progesterone should be offered to all patients who
have underwent cervical conization, regardless of a history of
preterm birth, needs to be proven in future studies.

CONFLICT OF INTEREST

No potential conflict of interest relevant to this article was
reported.

REFERENCES

1. Quinn M, Babb B Jones J, Allen E. Effect of screening on incidence

208

10.

11.

12.

13.

14.

Seung Mi Lee, et al

of and mortality from cancer of cervix in England: evaluation based
on routinely collected statistics. BMJ 1999; 318: 904-8.

. Kyrgiou M, Koliopoulos G, Martin-Hirsch B, Arbyn M, Prendiville

W, Paraskevaidis E. Obstetric outcomes after conservative treat-
ment for intraepithelial or early invasive cervical lesions: system-
atic review and meta-analysis. Lancet 2006; 367: 489-98.

. Crane JM, Delaney T, Hutchens D. Transvaginal ultrasonography

in the prediction of preterm birth after treatment for cervical intra-
epithelial neoplasia. Obstet Gynecol 2006; 107: 37-44.

. Nam KH, Kwon JY, Kim YH, Park YW. Pregancy outcome after

cervical conization: risk factors for preterm delivery and the effi-
cacy of prophylactic cercalge. ] Gynecol Oncol 2010; 21: 225-9.

. Shin MY, Seo ES, Choi SJ, Oh SY, Kim BG, Bae DS, et al. The

role of prophylactic cerclage in preventing preterm delivery af-
ter electrosurgical conization. J Gynecol Oncol 2010; 21: 230-6.

. Himes KB Simhan HN. Time from cervical conization to preg-

nancy and preterm birth. Obstet Gynecol 2007; 109(2 Pt 1):
314-9.

. Berghella V, Pereira L, Gariepy A, Simonazzi G. Prior cone bi-

opsy: prediction of preterm birth by cervical ultrasound. Am J
Obstet Gynecol 2004; 191: 1393-7.

. Jolley JA, Wing DA. Pregnancy management after cervical

surgery. Curr Opin Obstet Gynecol 2008; 20: 528-33.

. Zeisler H, Joura EA, Bancher-Todesca D, Hanzal E, Gitsch G.

Prophylactic cerclage in pregnancy. Effect in women with a his-
tory of conization. ] Reprod Med 1997; 42: 390-2.

Berghella V, Odibo AO, To MS, Rust OA, Althuisius SM. Cerclage
for short cervix on ultrasonography: meta-analysis of trials using
individual patient-level data. Obstet Gynecol 2005; 106: 181-9.
American College of Obstetrics and Gynecologist. ACOG prac-
tice bulletin: cervical insufficiency. Int J Gynaecol Obstet 2004;
85: 81-9.

Simhan HN, Krohn MA. First-trimester cervical inflammatory mi-
lieu and subsequent early preterm birth. Am J Obstet Gynecol 2009;
200: 377.e1-4.

Meis PJ, Klebanoff M, Thom E, Dombrowski MPB Sibai B,
Moawad AH, et al. Prevention of recurrent preterm delivery by
17 alpha-hydroxyprogesterone caproate. N Engl ] Med 2003;
348: 2379-85.

da Fonseca EB, Bittar RE, Carvalho MH, Zugaib M. Prophylactic
administration of progesterone by vaginal suppository to reduce
the incidence of spontaneous preterm birth in women at increased
risk: a randomized placebo-controlled double-blind study. Am J
Obstet Gynecol 2003; 188: 419-24.



