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What are the novel findings of this work?

This is the first study to estimate the cost-effectiveness of
cervical length (CL) screening by transvaginal ultrasound
and vaginal progesterone treatment in the case of a short
cervix in a healthcare context different from that in the
USA. All interventions to prevent spontaneous preterm
delivery had better health outcomes compared with no
screening.

What are the clinical implications of this work?

CL screening and vaginal progesterone treatment may be
cost-effective in the Swedish healthcare context. Ideally,
each country should perform its own cost-effectiveness
analysis considering the conditions unique to their
healthcare system and population.

ABSTRACT

Objective To estimate the cost-effectiveness of strategies
to prevent spontaneous preterm delivery (PTD) in
asymptomatic singleton pregnancies, using prevalence and
healthcare cost data from the Swedish healthcare context.

Methods We designed a decision analytic model based
on the Swedish CERVIX study to estimate the
cost-effectiveness of strategies to prevent spontaneous
PTD in asymptomatic women with a singleton pregnancy.

The model was constructed as a combined decision-tree
model and Markov model with a time horizon of
100 years. Four preventive strategies, namely “Univer-
sal screening’, ‘High-risk-based screening’ (i.e. screening
of high-risk women only), ‘Low-risk-based screening’
(i.e. treatment of high-risk population and screening of
remaining women) and ‘Nullipara screening’ (i.e. treat-
ment of high-risk population and screening of nulliparous
women only), included second-trimester cervical length
(CL) screening by transvaginal ultrasound followed by
vaginal progesterone treatment in the case of a short
cervix. A fifth preventive strategy involved vaginal pro-
gesterone treatment of women with previous spontaneous
PTD or late miscarriage but no CL screening (‘No screen-
ing, treat high-risk group’). For comparison, we used a
sixth strategy implying no specific intervention to pre-
vent spontaneous PTD, reflecting the current situation in
Sweden (‘No screening’). Probabilities for a short cervix
(CL <25mm; base-case) and for spontaneous PTD at
<33 + Oweeks and at 33 + 0to 36 + 6 weeks were derived
from the CERVIX study, and probabilities for stillbirth,
neonatal mortality and long-term morbidity (cerebral
palsy) from Swedish bhealth data registers. Costs were
based on Swedish data, except costs for cerebral palsy,
which were based on Danish data. We assumed that
vaginal progesterone reduces spontaneous PTD before
33 weeks by 30% and spontaneous PTD at 33-36 weeks
by 10% (based on the literature). All analyses were from a
societal perspective. We expressed the effectiveness of each
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Cost-effectiveness of cervical length screening

strategy as gained quality-adjusted life years (QALYs) and
presented cost-effectiveness as average (ACER; average
cost per gained QALY compared with ‘No screening’)
and incremental (ICER; difference in costs divided by
the difference in QALYs for each of two strategies being
compared) cost-effectiveness ratios. We performed deter-
ministic and probabilistic sensitivity analysis. The results
of the latter are shown as cost-effectiveness acceptabil-
ity curves. Willingness-to-pay was set at a maximum of
500000 Swedish krona (56000 US dollars (USD)), as
suggested by the Swedish National Board of Health and
Welfare.

Results All interventions had better health outcomes
than did ‘No screening’, with fewer screening-year
deaths and more lifetime QALYs. The best strategy in
terms of improved health outcomes was ‘Low-risk-based
screening’, irrespective of whether screening was per-
formed at 18+ 0 to 20+ 6 weeks (Cx1) or at 21+ 0 to
23 4+ 6 weeks (Cx2). ‘Low-risk-based screening’ at Cx1
was cost-effective, while ‘Low-risk-based screening’ at
Cx2 entailed high costs compared with other alterna-
tives. The ACERs were 2200 USD for ‘Low-risk-based
screening’ at Cx1 and 36 800 USD for ‘Low-risk-based
screening’ at Cx2. Cost-effectiveness was particularly sen-
sitive to progesterone effectiveness and to productivity
loss due to sick leave during pregnancy. The probability
that ‘Low-risk-based screening’ at Cx1 is cost-effective
compared with ‘No screening’ was 71%.

Conclusion Interventions to prevent spontaneous PTD
in asymptomatic women with a singleton pregnancy,
including CL screening with progesterone treatment of
cases with a short cervix, may be cost-effective in
Sweden. © 2022 The Authors. Ultrasound in Obstetrics
& Gynecology published by Jobn Wiley & Sons Ltd on
bebalf of International Society of Ultrasound in Obstetrics
and Gynecology.

INTRODUCTION

Preterm delivery (PTD) (before 37 weeks’ gestation)
increases the risk of perinatal mortality, severe neonatal
morbidity and long-term sequelae such as cerebral palsy
(CP) and cognitive disability’=*. In 2014, the estimated
global rate of PTD was 10.6%, ranging from 8.7% in
Europe to 13.4% in North Africa’. In Sweden, the rate
of PTD before 37 weeks in singletons was 4.4% in 2018,
and the rate of PTD before 33 weeks was 0.9%?°.
Common risk factors for PTD are multiple pregnancy,
previous PTD, previous spontaneous PTD, previous
late miscarriage and cervical conization’~!?. Vaginal
progesterone treatment may prevent spontaneous PTD
in asymptomatic women with a singleton pregnancy and
previous PTD!!. A short cervix as measured by transvagi-
nal sonography (TVS) in the second trimester is also a risk
factor for spontaneous PTD in asymptomatic women with
a singleton pregnancy'>!3, and treating asymptomatic
women with a singleton pregnancy and a short cervix
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with vaginal progesterone may reduce the risk of PTD and
improve neonatal outcome!#~1¢, Universal mid-trimester
sonographic cervical length (CL) screening of women with
a singleton pregnancy has therefore been proposed!”.

The cost of PTD for society is substantial, with an
inverse relationship between gestational age at birth and
cost!®. Four studies reported CL screening of asymp-
tomatic women with a singleton pregnancy followed
by vaginal progesterone treatment if the cervix is short
to be cost-effective in the USA'-22. Only one study
questioned the cost-effectiveness of this strategy>>. In the
USA, the rate of PTD is higher (10.2% in 2019)** and
healthcare expenditure makes up a higher percentage of
the gross domestic product (GDP) in comparison with
many European Union member states (18% of GDP in
the USA in 2020%° vs an average of 10% of GDP in
Europe and 11% in Sweden in 20182¢).

The aim of this study was to estimate the
cost-effectiveness of various strategies for the pre-
vention of spontaneous PTD in singleton pregnancies,
using prevalence and healthcare cost data from a Swedish
healthcare context.

METHODS

This study was reported in accordance with the Consol-
idated Health Economic Evaluation Reporting Standards
(CHEERS)?”. We designed a decision analytic model
to estimate the cost-effectiveness of strategies aimed at
preventing spontaneous PTD in asymptomatic women
with a singleton pregnancy. Four preventive strate-
gies (‘Universal screening’, ‘Low-risk-based screening’,
‘High-risk-based screening’ and ‘Nullipara screening’)
included second-trimester CL screening by TVS followed
by vaginal progesterone treatment in the case of a
short cervix. A fifth preventive strategy encompassed
vaginal progesterone treatment of women with previous
spontaneous PTD or late miscarriage but no CL screening
(‘No screening, treat high-risk group’). For comparison,
we used a sixth strategy implying no specific intervention
to prevent spontaneous PTD (‘No screening’), which
reflects the current situation in Sweden (0.2% of all
women with a singleton pregnancy redeemed their
prescription for vaginal progesterone after 18 + 0 weeks
during the years 2014 to 2017)'2. The decision analytic
model was based on the CERVIX study, a prospective
blinded multicenter study that investigated the diagnostic
performance of second-trimester CL measurement for the
prediction of spontaneous PTD in a Swedish population
of asymptomatic singleton pregnancies'?. The CERVIX
study is briefly outlined below.

The CERVIX study

Women were recruited to the CERVIX study at their rou-
tine fetal ultrasound examination scheduled at 18 weeks’
gestation. Those aged > 18 years who had a live singleton
pregnancy at 18+0 to 20+ 6 weeks were invited to
participate. Exclusion criteria applied at the routine
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scan were fetal malformations, ruptured membranes,
symptoms or findings suggesting ongoing miscarriage,
current use of progesterone, cerclage in situ and difficulty
understanding written or oral information about the
study. Women with medical termination of the pregnancy
after inclusion in the study or with missing information
about pregnancy outcome were also excluded.

The study protocol included two measurements of
CL: one between 1840 and 20+ 6 weeks, performed
on the day of the routine fetal ultrasound examination,
and a second one between 21+0 and 23+ 6 weeks
(optional) with at least 14days between the two
measurements. Participants and staff were blinded to
the CL measurements. Gestational age was estimated
based on ultrasound measurement of the fetal biparietal
diameter’®?®, or on the day of embryo transfer
in case of in-vitro fertilization, as recommended in
Swedish guidelines®’. PTD was defined as delivery before
37 + 0 weeks (259 days) and spontaneous PTD as delivery
before 37 + 0 weeks (including late miscarriage occurring
after inclusion in the study, i.e. spontaneous delivery
at 1840 to 21+ 6 weeks of a fetus showing no signs
of life), either after spontaneous onset of labor or
after preterm prelabor rupture of membranes, the latter
regardless of whether labor was induced or not. To
obtain reliable information on previous late miscarriages,
we scrutinized the medical records of participants
with self-reported previous late miscarriage. We defined
previous late miscarriage as: (1) spontaneous miscarriage
at 16 + 0 to 21 + 6 weeks according to the last menstrual
period, (2) missed abortion if fetal size measured with
ultrasound corresponded to 16 + 0 to 21 + 6 weeks or (3)
self-reported miscarriage between 16 and 21 weeks if no
information was found in the medical records'2.

The CERVIX study, which was conducted between
May 2014 and June 2017, included 11072 women
with delivery data and CL measurement at 1840 to
20 4 6 weeks, 6288 women with delivery data and CL
measurement at 21 4 0 to 23 + 6 weeks and 6179 women
with delivery data and CL measurement at both 18 +0
to 20 + 6 weeks and 21+ 0 to 23 + 6 weeks with at least
14 days between the two measurements. The results
showed that CL measurements obtained at 21+ 0 to
23 + 6 weeks performed substantially better at predicting
spontaneous PTD than measurements taken at the routine
scan at 18 40 to 20 + 6 weeks!>3!,

Strategies to prevent spontaneous PTD

Analyses were performed separately for CL screen-
ing at the routine second-trimester scan at 18+ 0 to
20+ 6 weeks (Cx1) and for CL screening at a sepa-
rate appointment at 21+ 0 to 23 + 6 weeks (Cx2). The
cost-effectiveness of the following strategies was inves-
tigated (Table1; Figure1): (1) ‘No screening’: no CL
screening and no standardized treatment with vaginal pro-
gesterone (reflecting the current situation in Sweden); (2)
‘No screening, treat high-risk group’: no CL screening but
vaginal progesterone treatment of women with previous

© 2022 The Authors. Ultrasound in Obstetrics & Gynecology published by John Wiley & Sons Ltd
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spontaneous PTD or late miscarriage (high-risk women);
(3) ‘Universal screening’: CL screening either at Cx1 or
Cx2, with vaginal progesterone treatment of women with
a short cervix (for definition of short cervix, see below and
Table 1); (4) ‘High-risk-based screening’: CL screening at
Cx2 of women with previous PTD, late miscarriage or
cervical conization, with vaginal progesterone treatment
of women with a short cervix; no screening and no stan-
dardized vaginal progesterone treatment of the remain-
ing population; (5) ‘Low-risk-based screening’: vaginal
progesterone treatment of women with a previous sponta-
neous PTD or late miscarriage (high-risk) and CL screen-
ing of all other women (low-risk) either at Cx1 or Cx2,
followed by vaginal progesterone treatment of women
with a short cervix; (6) ‘Nullipara screening’: CL screen-
ing of nulliparous women either at Cx1 or Cx2 followed
by vaginal progesterone treatment of women with a short
cervix; vaginal progesterone treatment of women with a
previous spontaneous PTD or late miscarriage (high-risk);
no screening and no standardized vaginal progesterone
treatment of the remaining population (i.e. parous women
with only previous term deliveries or indicated PTD).

For screening of high-risk women (‘High-risk-based
screening’), we evaluated CL screening only at Cx2
for two reasons: first, the ability of sonographic CL
at 2140 to 23+ 6weeks (Cx2) to correctly predict
spontaneous PTD before 33 + 0 weeks is superior to that
of CL measured at 18 + 0 to 20 + 6 weeks (Cx1)'231, and
second, an extra visit for CL measurement is justified in
a high-risk population.

In the base-case scenario we defined a short cervix as
one with a length of <25mm (CL25) (Table 1)'*. Other
definitions were:

e CL <20mm (CL20) (used in other cost-effectiveness
analyses)! 72123,

e CL <29mm (CL29) at 1840 to 20+ 6 weeks (best
cut-off, i.e. the cut-off that yielded the largest number
of correct classifications®?, at Cx1 in the CERVIX
study'?);

e CL <27mm (CL27) at 2140 to 23 + 6 weeks (best
cut-off3? at Cx2 in the CERVIX study'?).

Probabilities

Probabilities for spontaneous PTD and indicated PTD
before 33+ 0weeks and at 3340 to 36+ 6 weeks
were derived from the study populations in the
CERVIX study'?3!. The distinction between PTD
before 33 + 0 weeks and at 3340 to 36 + 6 weeks was
made because short-term and long-term complications
are substantially more common in neonates born
before 33+ 0weeks than in those born at 33+0 to
36 4 6 weeks>33. We assumed that vaginal progesterone
reduces spontaneous PTD before 33 4+ 0 weeks by 30%,
and spontaneous PTD at 33+0 to 36+ 6 weeks by
10%'4, irrespective of which CL cut-off (20, 25, 27 or
29 mm) was used. We assumed that vaginal progesterone
also has this effect in women with previous spontaneous
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Table 1 Strategies for prevention of spontaneous preterm delivery (sPTD) in asymptomatic women with a singleton pregnancy, based on
sonographic cervical length (CL) screening and vaginal progesterone treatment

Definition of short cervix

CL measurement CL measurement

Population Population at 1840 to at21+0to
Strategy screened not screened 20+ 6 weeks 23+ 6weeks  Treatment
No screening NA All women NA NA No standardized treatment
No screening, treat  NA All women NA NA Women with previous sPTD or
high-risk group late miscarriage are treated
with vaginal progesterone
without screening
Universal screening  All women NA <25mm <25 mm Screened women with a short
(base-case); (base-case); cervix are treated with
<29 mm; <27 mm; vaginal progesterone
<20mm <20 mm
High-risk-based Women with All women except NA <25mm Screened women (previous
screening previous PTD, those with previous (base-case); PTD, late miscarriage or
previous late PTD, previous late <27 mm; cervical conization) with a
miscarriage or miscarriage or <20 mm short cervix are treated with
cervical conization cervical conization vaginal progesterone
Low-risk-based All women except Women with <25mm <25 mm Screened women with a short
screening those with previous  previous sPTD or (base-case); (base-case); cervix are treated with
sPTD or previous previous late <29 mm; <27 mm; vaginal progesterone;
late miscarriage miscarriage <20 mm <20 mm not-screened women with a
previous sPTD or late
miscarriage are treated with
vaginal progesterone
Nullipara screening  All nulliparous All women except <25mm <25mm Screened women with a short
women (except screened (base-case); (base-case); cervix are treated with
those with a nulliparous women <29 mm; <27 mmy; vaginal progesterone;
previous late <20mm <20mm not-screened women with a
miscarriage) previous sPTD or late
miscarriage are treated with
vaginal progesterone
NA, not applicable.
(a) 1: No screening _
sPTD < 33 + 0 weeks T

2: No screening, treat high-risk group

sPTD 3340 to 33 + 6 weeks

Cx1 3: Universal screening —_
Birth > 37 + 0 weeks ‘
4: Low-risk-based screening Severe
Neonatal death ‘ morbidity
5: Nullipara screening
Decisi del duri . Markov model with follow-up during
ecision-tree model during screening year 100 years after birth
(b) 1: No screening _\ SPTD <33+ 0 weeks
2: No screening, treat high-risk group
. . sPTD 3340 to 33 + 6 weeks
3: Universal screening
Cx2 4: High-risk-based screening Birth > 37+ 0 wecks

5: Low-risk-based screening

Neonatal death

6: Nullipara screening

Markov model with follow-up during
100 years after birth

Decision-tree model during screening year

Figure 1 Overview of investigated strategies for prevention of spontaneous preterm delivery (sPTD) in asymptomatic women with a
singleton pregnancy, based on sonographic cervical length (CL) screening and vaginal progesterone treatment, when CL is measured by
transvaginal ultrasound at: (a) 18 4+ 0 to 20 + 6 weeks, on the day of the routine fetal scan (Cx1); and (b) 21+ 0 to 23 + 6 weeks, at an
additional appointment (Cx2). The decision analytic model was constructed as a combined decision-tree model (screening year) and a
Markov model with three health states (healthy, long-term morbidity or death) conducted with annual cycles for a time horizon of 100 years.

© 2022 The Authors. Ultrasound in Obstetrics & Gynecology published by John Wiley & Sons Ltd
on behalf of International Society of Ultrasound in Obstetrics and Gynecology.
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PTD or late miscarriage not undergoing CL screening.
Probability estimates for preterm and term delivery
for the strategies ‘No screening’, ‘No screening, treat
high-risk group’ and ‘Low-risk-based screening’ are
shown in Table 2, and for all six strategies in Table S1.

Probability estimates for progesterone effectiveness,
neonatal mortality and long-term morbidity are shown
in Table3. We assumed 16 weeks’ therapy for women
treated with vaginal progesterone.

We estimated the probability of stillbirth (at or after
22 4+ 0weeks) and neonatal mortality (neonatal death
before 7 days and neonatal death at 7 to 27 days) for each

Wikstrom et al.

33 +0weeks, at 33+0 to 36+ 6 weeks and at or after
37 + 0 weeks) using data from the Swedish Medical Birth
Register>* including all singleton deliveries during the
years 2014, 2015, 2016 and 2017. Long-term morbidity
was defined as CP, which comprises a group of permanent
disorders involving movement and posture impairment
due to a non-progressive interference or lesion of the
developing and immature brain®*. Probabilities of CP
for each gestational-age category at delivery were derived
from the CP register in western Sweden (all individuals
with CP born between 1959 and 2002 and living in
western Sweden) and personal communication with the

of the three gestational-age categories at delivery (before

first author of the study (K. Himmelmann)

36

Table 2 Probability estimates for prevalence of preterm (< 33 + 0 weeks or at 33+ 0 to 36 + 6 weeks) and term (> 37 + 0 weeks) delivery for
three strategies for prevention of spontaneous preterm delivery (sPTD) in asymptomatic women with a singleton pregnancy, at 18 +0 to
20 + 6 weeks (Cx1) and at 21+ 0 to 23 + 6 weeks (Cx2)

Probability at Cx1 (n=11072)

Probability at Cx2 (n=6288)

Strategylvariable Absolute numbers Point estimate SE Absolute numbers Point estimate SE
No screening
sPTD < 33 + 0 weeks 63/11072 0.006 0.000001 26/6288 0.004 0.000001
sPTD at 33+ 0 to 36 + 6 weeks 354/11072 0.032 0.000003 199/6288 0.032 0.000005
iPTD < 33 + 0 weeks 54/11072 0.005 0.000001 2716288 0.004 0.000001
iPTD at 3340 to 36 + 6 weeks 114/11072 0.010 0.000001 69/6288 0.011 0.000002
Delivery > 37 + 0 weeks 10487/11072 0.947  0.000012  5967/6288 0.949  0.000020
No screening, treat high-risk group
No-treatment population
sPTD < 33 + 0 weeks 57/10 668 0.005 0.000001 23/6037 0.004 0.000001
sPTD at 3340 to 36 + 6 weeks 308/10 668 0.029 0.000002 172/6037 0.028 0.000004
iPTD < 33 + 0 weeks 50/10 668 0.005 0.000001 25/6037 0.004 0.000001
iPTD at 3340 to 36 + 6 weeks 106/10 668 0.010 0.000001 65/6037 0.011 0.000002
Delivery > 37 + 0 weeks 10147/10 668 0.951 0.000012 5752/6037 0.953 0.000021
High-risk women* treated
sPTD < 33 + 0 weeks 6/404 0.015 0.006018 3/251 0.012 0.000046
sPTD at 33+ 0 to 36 + 6 weeks 46/404 0.114 0.015803 27/251 0.108 0.000314
iPTD < 33 + 0 weeks 4/404 0.010 0.004926 2/251 0.008 0.000031
iPTD at 33+ 0 to 36 + 6 weeks 8/404 0.020 0.006931 4/251 0.016 0.000060
Delivery > 37 + 0 weeks 340/404 0.842 0.018166 215/251 0.857 0.000532
Low-risk-based screening
All, except high-risk women*
Prevalence of CL <25 mm 419/10 668 0.039 0.001881 251/6037 0.042 0.002469
If CL <25 mm:
sPTD < 33 + 0 weeks 17/419 0.041 0.009639 8/251 0.032 0.011088
sPTD at 3340 to 36 + 6 weeks 17/419 0.041 0.009639 21/251 0.084 0.017477
iPTD <33 + 0 weeks 4/419 0.010 0.004750 2/251 0.008 0.005612
iPTD at 33+ 0 to 36 + 6 weeks 2/419 0.005 0.003367 5251 0.020 0.008819
Delivery > 37 + 0 weeks 379/419 0.905 0.014356 215/251 0.857 0.022124
If CL > 25 mm:
sPTD < 33 + 0 weeks 40/10249 0.004 0.000616 15/5786 0.003 0.000669
sPTD at 3340 to 36 + 6 weeks 291/10249 0.028 0.000164 151/5786 0.026 0.002096
iPTD <33 + 0 weeks 46/10249 0.004 0.000660 23/5786 0.004 0.000827
iPTD at 3340 to 36 + 6 weeks 104/10249 0.010 0.000990 60/5786 0.010 0.001332
Delivery > 37+ 0 weeks 9768/10 249 0.953 0.002089 553715786 0.957 0.002668
High-risk women* (all treated, none screened)
sPTD < 33 + 0 weeks 6/404 0.015 0.006018 3/251 0.012 0.006859
sPTD at 3340 to 36 + 6 weeks 46/404 0.114 0.015803 27/251 0.108 0.019557
iPTD < 33 + 0 weeks 4/404 0.010 0.004926 2/251 0.008 0.005612
iPTD at 3340 to 36 + 6 weeks 8/404 0.020 0.006931 4/251 0.016 0.007904
Delivery > 37 4 0 weeks 340/404 0.842 0.018166 215/251 0.857 0.022124

*High-risk women are those with previous sPTD or previous late miscarriage. CL, cervical length; iPTD, indicated preterm delivery; SE,

standard error.

© 2022 The Authors. Ultrasound in Obstetrics & Gynecology published by John Wiley & Sons Ltd
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Table 3 Estimates for progesterone effect and probability of neonatal mortality and long-term morbidity used in decision analytic model
estimating cost-effectiveness of strategies to prevent spontaneous preterm delivery (sPTD) in asymptomatic women with a singleton

pregnancy
Variable Absolute numbers  Point estimate Range* Reference
Estimated reduction of sSPTD < 33 + 0 weeks with VP treatment — 0.300 0.050/0.550 14
Estimated reduction of sPTD at 33 + 0 to 36 + 6 weeks with VP treatment — 0.100 0.0167/0.1833 14
Stillbirth if:
PTD < 33 + 0 weeks 6771458220 0.0014774 +20% MBR T
PTD at 3340 to 36 + 6 weeks 298/453 499 0.0006571 +20% MBR T
Delivery > 37 + 0 weeks 669/436 509 0.0014326 +20% MBR+t
NND < 7 days after birth if:
PTD < 33 + 0 weeks 214/4044 0.0529179 +20% MBR T
PTD at 3340 to 36 + 6 weeks 67/16 702 0.0040138 +20% MBR T
Delivery > 37 + 0 weeks 158/435 840 0.0003625 +20% MBRt
NND at 7-27 days after birth if:
PTD < 33+ 0 weeks 82/4044 0.0202769 +20% MBR T
PTD at 33 +0 to 36 + 6 weeks 17/16 702 0.0010184 +20% MBR+t
Delivery > 37 + 0 weeks 571435 840 0.0001307 +20% MBR
Long-term morbidity (CP) if:
PTD < 33 + 0 weeks 41.36/1000 0.04136 +20% 361
PTD at 33 +0 to 36 + 6 weeks 5.63/1000 0.00563 +20% 36%
Delivery > 37 + 0 weeks 1.23/1000 0.00123 +20% 36%
Healthy newborn if:
PTD < 33 + 0 weeks 958.64/1000 0.9586 +20% 36%F
PTD at 33 +0 to 36 + 6 weeks 994.37/1000 0.99437 +20% 36%
Delivery > 37 + 0 weeks 998.77/1000 0.99877 +20% 36%

*Range means values used in sensitivity analyses and is presented as min/max or as +20%. TMortality rates from Swedish Medical Birth
Register (MBR) for the years 2014, 2015, 2016 and 2017. $Personal communication with K. Himmelmann3®. CP, cerebral palsy; NND,

neonatal death; PTD, preterm delivery; VP, vaginal progesterone.

Cost estimates

Cost estimates are shown in Table4, presented in US
dollars (USD) using an exchange rate of 1 USD=9
Swedish krona (SEK) (22 November 2021). All costs are
deflated to 2021 (July 2021) prices using a consumer price
index>’. The costs for treatment with vaginal progesterone
were derived from Pharmaceutical specialties in Sweden3$.
The costs for CL screening include costs for teaching
and training midwife sonographers to perform CL
measurements as well as implementation of the screening
program??, costs for maintenance of a quality program
to ensure the quality of CL measurements*>*! and
costs for ultrasound examinations. Gross salary costs
(including payroll taxes) for midwife sonographers and
physicians and costs for ultrasound examinations are
based on information from Skdne University Hospital,
Sweden, in 2019. We estimated that 15 min needed to
be added for CL measurement at the routine ultrasound
examination at 18 +0 to 20 + 6 weeks (Cx1)3?, and we
estimated the duration of an extra visit to measure CL
at 2140 to 23+ 6 weeks (Cx2) to be 30 min (including
information, documentation and counseling). The costs
for a quality program were approximated by using the
model for the existing Swedish quality assurance program
for prenatal screening for chromosomal abnormalities
(combined ultrasound examination and blood test at
11-13 weeks). In the case of a short cervix, we assumed
at least one visit to a physician for information and for
prescription of progesterone. We did not account for any
productivity loss for women considered at high risk for

© 2022 The Authors. Ultrasound in Obstetrics & Gynecology published by John Wiley & Sons Ltd
on behalf of International Society of Ultrasound in Obstetrics and Gynecology.

spontaneous PTD, i.e. those with short cervix, previous
(spontaneous) PTD or late miscarriage or conization.
Costs for spontaneous PTD and indicated PTD were
assumed to be equal. Costs for delivery, postpartum care
of the mother and child and neonatal care (including
intermediate and intensive neonatal care) differ depend-
ing on gestational age at birth (before 33 + 0 weeks, at
33+0 to 36+ 6weeks and at or after 37+ 0 weeks),
and delivery costs differ depending on delivery mode.
We estimated the frequency of vaginal and Cesarean
delivery in each gestational-age category (< 33 + 0 weeks,
at 33+ 0 to 36 + 6 weeks and > 37 + 0 weeks) based on
data from deliveries in the CERVIX study'>?! and used
this information to estimate the mean cost for delivery
and postpartum ward care per patient in each of the three
gestational-age categories at delivery. We derived costs
for delivery, including postpartum ward care of mother
and child (cost per patient), from Sahlgrenska University
Hospital, Gothenburg, Sweden, during the years 2018
and 2019, and costs for neonatal care (cost per neonate)
from Sahlgrenska University Hospital during the years
2017, 2018 and 2019. The cost per baby born before
33 +0weeks was estimated by dividing the total cost
for neonatal care of all babies born before 33 4+ 0 weeks
by the total number of babies born before 33 + 0 weeks;
the cost of neonatal care per baby born at 3340 to
36+ 6 weeks or at or after 37 4+ 0 weeks was estimated
in the same way. About 70% of neonates born between
35+0 and 36 + 6 weeks (included in the gestational-age
category 33+0 to 36+ 6 weeks) were not in need of
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Table 4 Unit cost estimates and quality-adjusted life year (QALY) weights of decision analytic model estimating cost-effectiveness of
strategies to prevent spontaneous preterm delivery in asymptomatic women with a singleton pregnancy, based on sonographic cervical

length (CL) screening and vaginal progesterone treatment

Point estimate

Variable (US dollars) Range* Reference
Costs
Vaginal progesterone (16-week course), per treated woman 130 +20% 38
Education of midwife sonographers and implementation of a screening program if: 39; see Methods
Universal screening or screening of low-risk women at 18 + 0 to 20 + 6 weeks 3224222 +20%
Screening of nulliparous women at 18 4 0 to 20 + 6 weeks 1617111 +20%
Universal screening or screening of low-risk women at 21+ 0 to 23 + 6 weeks 2259956 +20%
Screening of high-risk women at 21 + 0 to 23 + 6 weeks 813556 +20%
Screening of nulliparous women at 21+ 0 to 23 + 6 weeks 1134978 +20%
Quality control of screening program 52732 +20% See Methods
TVS at 18 + 0 to 20 + 6 weeks, per scan 58 +20% See Methods
TVS at 21+ 0 to 23 4 6 weeks, per scan 117 +20% See Methods
Visit to physician for check-ups, per visit 175 +20% See Methods
Cost per delivery < 33 + 0 weeks 6431 +20% See Methods
Cost per delivery at 33 + 0 to 36 + 6 weeks 5222 +20% See Methods
Cost per delivery > 37 + 0 weeks 4289 +20% See Methods
Productivity loss (parental leave) per baby born < 33 + 0 weeks 10833 +20% 43
Neonatal care per delivery < 33 + 0 weeks 69586 +20% See Methods
Neonatal care per delivery at 33 + 0 to 36 + 6 weeks 11739 +20% See Methods
Cost of extra stay at postpartum ward per baby born at 35+ 0 to 36 + 6 weeks 2100 +20% See Methods
not admitted to NICU
Neonatal care per delivery > 37 + 0 weeks 8146 +20% See Methods
Long-term disability:
Annual healthcare cost per individual 0-19 years 6415 +20% 44,45
Annual healthcare cost per individual 20-54 years 2135 +20% 44,45
Annual healthcare cost per individual > 54 years 976 +20% 44,45
Annual social cost per individual (pre-school 1-6 years) 76 511 +20% 44,45
Annual social cost per individual (school 7-16 years) 39762 +20% 44,45
Annual social cost for day-care center per individual 0—18 years 11297 +20% 44,45
Annual social cost for institutional residence per individual 0-18 years 135566 +20% 44,45
Annual social cost for sheltered workshop per individual > 18 years 16796 +20% 44,45
Annual social cost for day-care center per individual > 18 years 30310 +20% 44,45
Annual social cost for institutional residence per individual > 18 years 119929 +20% 44,45
Annual social cost for temporary institutional residence per individual > 18 years 9994 +20% 44,45
Daily cost for absence from work per individual 217 +20% 44,45
QALY weights
Neonatal death 0.00 46-48
Long-term morbidity 0.55 0.06 46-48
Healthy neonate 1.00 46-48

*Range means values used in sensitivity analyses and is presented as standard error (SE) or as +20%. NICU, neonatal intensive care unit;

TVS, transvaginal sonography.

intensive or intermediate neonatal care but needed pro-
longed postpartum ward care. For this subgroup, costs for
3.5 extra days of postpartum ward care were added per
neonate based on data from the Sahlgrenska University
Hospital during the years 2017, 2018 and 2019.

For parents with a baby born before 33+ 0 weeks,
we estimated a temporary parental leave of 5 weeks for
each parent. The indirect cost for absence from work
was valued by the human capital approach assuming
production loss to be valued at market price, i.e. gross
salaries and payroll taxes*?. We estimated this cost to be
1950 SEK, corresponding to 217 USD (including payroll
taxes) per day™®3.

Costs for neonates surviving with long-term morbidity
(in this model defined as CP, as discussed above) were
derived from the literature*** and calculated as an

© 2022 The Authors. Ultrasound in Obstetrics & Gynecology published by John Wiley & Sons Ltd
on behalf of International Society of Ultrasound in Obstetrics and Gynecology.

average annual individual cost including both healthcare
and social costs. Full-time absence from work was
estimated for the hypothetical population with long-term
morbidity according to Kruse et al.*»* | with an estimated
daily cost of 217 USD (including payroll taxes)*3.

Quality-adjusted life years

The cost-effectiveness analysis was performed based
on gained quality-adjusted life years (QALYs). A
QALY weight of 0 equals ‘death’ and of 1 represents
‘perfect health’. QALY weights were derived from the
literature*®=*% (Table4). QALYs were calculated for a
hypothetical population as QALY weight decrements
from age-specific health-related quality of life based on
the general population in Sweden*’.
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Decision analytic model

A decision analytic model was designed to estimate the
effectiveness of each strategy expressed as gained QALYs.
The model was constructed as a combined decision-tree
model and a Markov model. The decision-tree model was
conducted for the screening year, i.e. the period from
sonographic screening until the baby’s first birthday. The
state-transition Markov model with three health states
(healthy, long-term morbidity or death) was conducted
with annual cycles for a time horizon of 100 years. Since
there are (neonatal) mortality differences between the
strategies, a lifelong perspective (set at maximum to
100 years in our model) is necessary to capture these
differences. This is in line with recommendations on best
practices for cost-effectiveness analysis modeling®?!. We
present the cost-effectiveness of each analyzed strategy as
average cost-effectiveness ratio (ACER) and incremental
cost-effectiveness ratio (ICER). The ACER shows the
difference in costs divided by the difference in QALY for
each strategy compared with ‘No screening’ (i.e. current
situation in Sweden). The ICER shows the difference in
costs divided by the difference in QALY for two strategies
being compared. If a strategy was both less expensive
and resulted in more QALYs than another alternative,
it was classified as ‘dominant’. The cost-effectiveness
analysis was based on a societal perspective, including
both direct costs within the health and social-care
systems and productivity loss. An annual discount rate
of 3% was applied for both costs and QALYs’2.
Maximum willingness to pay was set at 500000 SEK
(corresponding to approximately 56 000 USD) according
to the definition of cost-effectiveness suggested by the
Swedish National Board of Health and Welfare®>. The
models were programmed in Microsoft Excel (Microsoft
Corp., Redmond, WA, USA).

Sensitivity analyses

Deterministic and probabilistic sensitivity analyses were
carried out for the base-case (CL25) strategies to assess the
effect on the cost-effectiveness results of the uncertainty
of assumed parameter values in the model. We performed
deterministic sensitivity analyses to assess the impact
of varying the model inputs one at a time, while
keeping other variables fixed. The following deterministic
sensitivity analyses were performed:

e Costs for visit to a physician for follow-up, either
every 2weeks or once a month from diagnosis until
34 + 0 weeks were added.

e Costs for productivity loss (average 16 weeks) for either
50% or 100% of the women with a short cervix,
previous spontaneous PTD or late miscarriage based
on cost presented by Statistics Sweden*? were added.

o The effectiveness of progesterone treatment to reduce
spontaneous PTD before 33 + 0 weeks was varied from
5% to 55% and that to reduce spontaneous PTD at
3340 to 36 + 6 weeks from 1.7% to 18.3%'4.

© 2022 The Authors. Ultrasound in Obstetrics & Gynecology published by John Wiley & Sons Ltd
on behalf of International Society of Ultrasound in Obstetrics and Gynecology.
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e Costs for temporal parental leave were varied by
+20%.

o Costs for neonatal care per baby were varied by +20%.

o Costs were calculated using only a healthcare perspec-
tive.

e The discount rate of all costs was examined for 0% and
for 5%32.

For the most cost-effective base-case strategies (CL25),
a threshold analysis was performed to investigate the
minimum required effect of progesterone for the strategy
to remain cost-effective.

A probabilistic sensitivity analysis varying all preva-
lence probabilities, effectiveness of progesterone (Tables 2
and 3), costs and QALY weights (Table 4) was undertaken
using a Monte Carlo simulation®* with 1000 simulations
for the most cost-effective base-case (CL25) strategies.
This was perfomed separately for the Cx1 and Cx2 strate-
gies. In each simulation, the value for each probability,
unit cost and QALY weights was sampled from its sta-
tistical distribution. The probabilities and QALY weights
were modeled using beta distribution, since the probabil-
ities and QALYs are bounded within 0 and 1 (0-100%).
The remaining variables were simulated assuming a uni-
form distribution. We show the results of the simulations
as cost-effectiveness acceptability curves.

RESULTS

Base-case strategies (CL25)

Table 5 shows the results in terms of differences in cost,
screening-year mortality and lifetime QALY between the
prevention strategies and no screening. For the Cx1 strate-
gies (screening at 18 4+ 0 to 20 + 6 weeks), the intervention
‘No screening, treat high-risk group’ reduced costs com-
pared with ‘No screening’ both during the screening year
and in the lifetime horizon. ‘Nullipara screening’ reduced
costs compared with ‘No screening’ in the lifetime
horizon. The intervention with the highest increase in
total costs was ‘Universal screening’. All interventions
had better health outcomes than did no intervention, with
fewer screening-year deaths and more lifetime QALYs.
The Cx1 strategy with the best health outcomes was
‘Low-risk-based screening’, which reduced deaths during
the screening year by six and increased lifetime QALY by
206 per 100 000 women. For the Cx2 strategies (screening
at 21+ 0 to 23 + 6 weeks), compared with ‘No screening’,
the ‘No screening, treat high-risk group’ strategy reduced
costs both during the screening year and in the lifetime
horizon, and the ‘High-risk-based screening’ strategy
reduced costs in the lifetime horizon. Universal screening
was the most expensive Cx2 strategy. All Cx2 strategies
gave better health outcomes than did ‘No screening’.
‘Low-risk-based screening’ was the most beneficial Cx2
strategy in terms of improved health outcomes, but it was
the second most expensive Cx2 strategy.

Table 6 shows the ACERs and ICERs for the inter-
vention strategies. The ACER shows the added costs

Ultrasound Obstet Gynecol 20225 59: 778-792.



786

per gained QALY compared with ‘No screening’. For
the Cx1 strategies, ‘No screening, treat high-risk group’
and ‘Nullipara screening’ had lower costs and better
health outcomes than did ‘No screening’, i.e. they were
dominant. The ICER shows the incremental cost for each
strategy compared with the less expensive strategy when
all dominated strategies are excluded. Since the strategy
‘No screening’ was dominated by ‘No screening, treat
high-risk group’, we used the latter strategy as the refer-
ence since it had the lowest costs. The ICER for ‘Nullipara
screening” compared with ‘No screening, treat high-risk
group’ was 15300 USD per gained QALY, whereas
the ICER for ‘Low-risk-based screening’ compared
with ‘Nullipara screening” was 32 800 USD per gained
QALY.

For the Cx2 strategies, ‘No screening, treat high-risk
group” and ‘High-risk-based screening’ were both
dominant compared with ‘No screening’ (ACER). The
remaining Cx2 strategies were slightly more costly
compared with ‘No screening’, but also gave substantially
better health outcomes (Tables 5 and 6). The ACERs were
22200 USD per gained QALY for ‘Nullipara screening’,
36800 USD per gained QALY for ‘Low-risk-based
screening’” and 58 000 USD per gained QALY for ‘Uni-
versal screening’. When considering the ICERs, the only
strategies that were not dominated were ‘No screening,
treat high-risk group’ and ‘Low-risk-based screening’.
The former strategy was the least costly and therefore
served as the reference. The ICER for ‘Low-risk-based
screening’ compared with ‘No screening, treat high-risk
group’ was 74 600 USD per gained QALY.

All strategies (CL20, CL25, CL27 or CL29)

Figure2 and Table S2 show the results for all strategies.
For the Cx1 strategies, the CL29 scenarios showed better
health outcomes than did the CL25 (base-case) and CL20
scenarios. The Cx1 strategies that were worth considering
after excluding the dominated strategies were ‘Nullipara
screening” CL29 and ‘Low-risk-based screening’ CL29.

Wikstrom et al.

The ICER for the latter vs the former strategy was 11 800
USD per gained QALY. For the Cx2 strategies, the CL27
scenarios produced better health outcomes than did the
CL25 (base-case) and CL20 scenarios (Figure2b). The
incremental cost-effectiveness analysis showed that the
viable strategies after excluding dominated strategies
were ‘No screening, treat high-risk group’, ‘Nullipara

Table 6 Average and incremental cost-effectiveness of base-case
strategies (high risk of spontaneous preterm delivery (sPTD)
indicated by sonographic cervical length (CL) <25 mm) per

100 000 women in the lifetime horizon, according to CL screening
at 18 +0 to 20 + 6 weeks (Cx1) and at 21 + 0 to 23 + 6 weeks
(Cx2)

Average cost  Incremental
per gained cost
QALY (vs per gained
‘No screening’) QALY
Strategy (USD) (USD)
CL screening at Cx1
No screening, treat high-risk group ~ Dominant* Reference
Nullipara screening Dominant™ 15300t
Low-risk-based screening 2200 32800%
Universal screening 24500 Dominated§
CL screening at Cx2
No screening, treat high-risk group ~ Dominant™ Reference
High-risk-based screening Dominant*  Dominated{
Nullipara screening 22200 Dominated**
Low-risk-based screening 36800 74 60011
Universal screening 58000 Dominatedt$

*Lower costs and better health outcomes compared with ‘No
screening’. TCompared with ‘No screening, treat high-risk group’
at Cx1. $Compared with ‘Nullipara screening’ at Cx1. {More
expensive and worse health outcomes compared with
‘Low-risk-based screening’ at Cx1. {More expensive and worse
health outcomes compared with ‘No screening, treat high-risk
group’ at Cx2. **Dominated (by extension) by ‘Low-risk-based
screening’ and ‘No screening, treat high-risk group’ at Cx2.
tTCompared with ‘No screening, treat high-risk group” at Cx2.
f+More expensive and worse health outcomes compared with
‘Low-risk-based screening’ at Cx2. QALY, quality-adjusted life
year; USD, US dollar.

Table 5 Differences in cost and health outcome per 100 000 women for the base-case strategies (high risk of spontaneous preterm delivery
(sPTD) indicated by sonographic cervical length (CL) <25 mm) in comparison with the ‘No screening’ strategy, according to CL screening at

18 +0 to 20 + 6 weeks (Cx1) and at 21 + 0 to 23 + 6 weeks (Cx2)

Difference in cost compared
with ‘No screening’

Difference in bealth outcomes
compared with ‘No screening’

Strategy Screening year (USD) Lifetime (USD) Screening-year mortality (n) Lifetime QALYs (n)
CL screening at Cx1

No screening, treat high-risk group -1201000 -2630000 -2.1 +71
Universal screening 5894000 3327000 -4.0 +136
Low-risk-based screening 4425000 449 000 -6.0 +206
Nullipara screening 1426000 -1454000 -4.3 + 148
CL screening at Cx2

No screening, treat high-risk group -832000 -2124000 -1.8 + 64
Universal screening 10870000 8154000 -4.1 + 141
High-risk-based screening 632000 -491000 -1.7 +58
Low-risk-based screening 10234000 6663000 -5.3 +181
Nullipara screening 5232000 2750000 -3.6 +124

QALYs, quality-adjusted life years; USD, US dollar.

© 2022 The Authors. Ultrasound in Obstetrics & Gynecology published by John Wiley & Sons Ltd
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screening” CL27 and ‘Low-risk-based screening’ CL27.
The ICER for ‘Nullipara screening’ CL27 vs ‘No screen-
ing, treat high-risk group’ was 37 500 USD per gained
QALY, and the ICER for ‘Low-risk-based screening’
CL27 vs ‘Nullipara screening” CL27 was 53 300 USD per
gained QALY.

787

Deterministic sensitivity analysis (CL25)

Table 7 shows the results of the deterministic sensitivity
analyses for the base-case strategies (CL25). We show
the preferred strategy, based on ICER, assuming the
maximum acceptable cost per gained QALY to be
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Figure 2 Cost-effectiveness plane showing the incremental cost-effectiveness ratio (ICER) per 100 000 women in the lifetime horizon for all
screening strategies with cervical length (CL) measurement at 18 + 0 to 20 + 6 weeks (Cx1) (a) and at 21 + 0 to 23 + 6 weeks (Cx2) (b). ‘No
screening’ strategy is used as reference. (a) At Cx1, ‘Nullipara screening’ CL29 dominates all other strategies. The ICER for ‘Low-risk-based
screening’ CL29 vs ‘Nullipara screening’ CL29 is 11 800 US dollars (USD) per gained quality-adjusted life year (QALY). (b) At Cx2, not
dominated strategies are ‘No screening, treat high-risk group’, ‘Nullipara screening’ CL27 and ‘Low-risk-based screening” CL27. The ICER
for ‘Nullipara screening’ CL27 vs ‘No screening, treat high-risk group’ is 37 500 USD per gained QALY. The ICER for ‘Low-risk-based
screening’ CL27 compared with ‘Nullipara screening’ CL27 is 53 300 USD per gained QALY. m, ‘No screening’ strategy; A, base-case results
(CL25); @, all other results (CL20, CL27, CL29). CL20, high risk of spontaneous preterm delivery (sPTD) indicated by CL <20 mm;

CL25, high risk of sPTD indicated by CL <25 mm; CL27, high risk of sPTD indicated by CL <27 mm; CL29, high risk of sPTD indicated
by CL <29 mm.
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56000 USD?*3. For Cxl1, the preferred strategies from
a cost-effectiveness perspective varied mainly between
‘Low-risk-based screening’ and ‘Nullipara screening’.
However, if we assumed that high-risk women (those
with previous spontaneous PTD or late miscarriage
and those with a short cervix) would be on sick leave
during pregnancy (average 16 weeks production loss
for 50% or 100% of the women), then none of the
screening strategies would have an ICER below 56 000
USD, and instead ‘No screening’ would become the
preferred strategy. This is partly explained by the cost
of one single day of productivity loss being much higher
than the total cost of progesterone treatment for one
woman. The ability of progesterone to reduce the number
of spontaneous PTDs (progesterone effectiveness) is
also important from a cost-effectiveness perspective.
For the Cx1 strategies, the ‘Low-risk-based screening’
strategy was the preferred strategy as long as proges-
terone reduced spontaneous PTD before 33 + 0 weeks
by at least 21% and spontaneous PTD at 3340 to
36+ 6 weeks by at least 7%. For Cx2, the preferred
strategies varied between ‘No screening, treat high-risk
group’, ‘Low-risk-based screening” and ‘No screening’,
depending on how we changed the model assumptions.
If we assumed low effectiveness of progesterone or
productivity loss because of sick leave during pregnancy,
then ‘No screening’ would be the preferred strategy
from a cost-effectiveness perspective. If we assumed a

Wikstrom et al.

high effectiveness of progesterone, then ‘Low-risk-based
screening’ would become the most cost-effective strategy.
For ‘Low-risk-based screening’ at Cx2 to be the preferred
strategy, progesterone treatment would need to reduce
the number of spontaneous PTDs before 33 + 0 weeks
by at least 36% and the number of spontaneous PTDs at
3340 to 33 + 6 weeks by at least 12%.

Probabilistic sensitivity analysis (CL25)

The results of our probabilistic sensitivity analyses
are shown as cost-effectiveness acceptability curves in
Figure 3. At Cx1, the probability of ‘Low-risk-based
screening’ being cost-effective compared with ‘No
screening’ is 71% if willingness to pay is at most 56 000
USD per gained QALY. The likelihood of the strategy
‘No screening, treat high-risk group’ to be cost-effective
compared with ‘No screening’ is approximately 95%,
explained by this strategy being cost-saving compared
with ‘No screening’ in most of the simulations. The prob-
ability of ‘Low-risk-based screening’ being cost-effective
compared with ‘No screening, treat high-risk group’ is
58% (Figure 3a).

At Cx2, the likelihood that ‘No screening, treat
high-risk group’ is cost-effective compared with ‘No
screening’ is at least 90% even at a low threshold level
of willingness to pay, explained by this strategy being
cost-saving compared with ‘No screening’ in most of

Table 7 Results of deterministic sensitivity analysis for the base-case strategies (high risk of spontaneous preterm delivery (sPTD) indicated
by sonographic cervical length (CL) <25 mm), according to CL screening at 18 4+ 0 to 20 + 6 weeks (Cx1) and at 21+ 0 to 23 + 6 weeks

(Cx2)

Sensitivity analysis

Preferred strategy at Cx1*

Preferred strategy at Cx2*

Physician visits
Every 2 weeks until 34 + 0 weeks
Once a month until 34 + 0 weeks

Productivity loss owing to sick leave during pregnancy

50% of women

100% of women
Progesterone effectivenesst

5% and 1.7%%

15% and 5%1%

45% and 15%1%

55% and 18.3%%

Productivity loss owing to parental leave

Low (—20%)
High (+20%)
Cost of neonatal care
Low (—20%)
High (+20%)
Type of perspective

Healthcare perspective (does not include societal costs)

Discount rate
Low (0%)
High (5%)

Nullipara screening
Low-risk-based screening

No screening
No screening

No screening, treat high-risk group
No screening, treat high-risk group
Low-risk-based screening
Low-risk-based screening

Low-risk-based screening
Low-risk-based screening

Low-risk-based screening
Low-risk-based screening

Low-risk-based screening

Low-risk-based screening
Nullipara screening

No screening, treat high-risk group
No screening, treat high-risk group

No screening
No screening

No screening

No screening, treat high-risk group
Low-risk-based screening
Low-risk-based screening

No screening, treat high-risk group
No screening, treat high-risk group

No screening, treat high-risk group
No screening, treat high-risk group

No screening, treat high-risk group

Low-risk-based screening
No screening, treat high-risk group

*The preferred strategy is based on the maximum acceptable cost per gained quality-adjusted life year being 500 000 Swedish krona
(corresponding to 56 000 US dollars) according to the Swedish National Board of Health and Welfare3. 1 The spectrum of effectiveness of
progesterone for prevention of sSPTD between 33 + 0 and 36 + 6 weeks was modulated in the same proportion as the effect for prevention of
sPTD < 33 + 0 weeks. $The first number indicates the estimated effectiveness of progesterone to reduce sPTD < 33 weeks and the second

number indicates the estimated effectiveness of progesterone to reduce sPTD at 33 40 to 36 + 6 weeks.
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the simulations. Whether ‘Low-risk-based screening’ at ~ DISCUSSION
Cx2 is cost-effective compared with ‘No screening’ or
compared with ‘No screening, treat high-risk group’ is
uncertain. If willingness to pay is at most 56 000 USD
per gained QALY, the likelihood that it is cost-effective
compared with ‘No screening’ is 53% and the likelihood
that it is cost-effective compared with ‘No screening,
treat high-risk group” is 28% (Figure 3b).

All interventions to prevent spontaneous PTD in asymp-
tomatic singleton pregnancies gave better health outcomes
than did ‘No screening’. The best strategy in terms of
improved health outcomes when using the 25-mm
CL cut-off (base-case) was ‘Low-risk-based screening’,
irrespective of whether screening was performed at 18 + 0
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Figure 3 Cost-effectiveness acceptability curves for cervical length (CL) screening at 18 + 0 to 20 + 6 weeks (Cx1) (a) and at 21+ 0 to

23 + 6 weeks (Cx2) (b) when CL <25 mm is used to indicate high risk of spontaneous preterm delivery (base-case), showing the likelihood
of the strategies ‘No screening, treat high-risk group” and ‘Low-risk-based screening’ CL25 being cost-effective compared with each other, as
well as in comparison with ‘No screening’. Willingness to pay (in US dollars (USD)) is shown on the x-axis, and the likelihood of the strategy
being cost-effective is shown on the y-axis. (a) At Cx1, ‘No screening, treat high-risk group’ is likely to be cost-effective at a low threshold
level for willingness to pay per gained quality-adjusted life year (QALY) compared with ‘No screening’ (approximately 95%) (—). The
probability of ‘Low-risk-based screening’ CL25 being cost-effective if the willingness to pay is at most 500 000 Swedish krona (SEK) (56 000
USD) per gained QALY?? is 71% compared with ‘No screening’ (----) and 58% compared with ‘No screening, treat high-risk group’ (----).
(b) At Cx2, the strategy ‘No screening, treat high-risk group’ is likely to be cost-effective at a low threshold level for willingness to pay per
gained QALY compared with ‘No screening’ (approximately 90%) (——). The probability of ‘Low-risk-based screening’ CL25 being
cost-effective if the willingness to pay is at most 500 000 SEK (56 000 USD) per gained QALY®? is $3% compared with “No screening’ (----)
and 28% compared with ‘No screening, treat high-risk group’ ().
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to 204 6 weeks at the time of the routine ultrasound
scan (Cx1) or at 21+0 to 23+ 6weeks at an extra
appointment (Cx2). ‘Low-risk-based screening’ at Cx1
was cost-effective, while ‘Low-risk-based screening’
at Cx2 may be questioned because of its high costs
compared with the other alternatives. Cost-effectiveness
was particularly sensitive to the ability of progesterone
to reduce the number of spontaneous PTDs and to
productivity loss due to sick leave during pregnancy.

Our study is the first to estimate the cost-effectiveness
of interventions to prevent PTD in a healthcare context
different from that in the USA (the search strategy is
detailed in AppendixS1). The prevalences of a short
cervix and of spontaneous PTD are based on the results of
our blinded Swedish multicenter study'>3!. It is a strength
of the study that we distinguish between spontaneous
and indicated PTD when classifying pregnancy outcome
and when defining the high-risk group of women with
previous PTD. In addition, we meticulously estimated
the costs of delivery and postpartum and neonatal care
based on Swedish data, differentiating costs for babies
born before 33 weeks, at 33 to 36weeks and at or
after 37 weeks. We also carefully estimated the costs for
long-term morbidity, taking into account that the risk of
CP depends on gestational age at birth and including a
variety of healthcare and societal costs.

It is a limitation of the study that we did not include
costs for productivity loss due to prolonged examina-
tion time at the 18-20-week scan or for the additional
visit at 21-23 weeks to measure CL. Moreover, we did
not include costs for possible hospitalization owing to a
short cervix or for possible productivity loss in a lifetime
perspective for parents with a child with long-term dis-
ability or for informal caregivers. It was impossible to
estimate the costs for the latter two items, and we did
not expect women to be hospitalized because of a short
cervix’®. Another limitation is that we assumed the same
progesterone effect for CL <20 mm, <25 mm, <27 mm
and <29 mm, despite the progesterone effect being insuf-
ficiently known if the cervix measures 26 to 30 mm'®,
and that progesterone might have no effect if the CL is
<9mm'*. Moreover, we assumed the same effectiveness
of progesterone in women with previous spontaneous
PTD or late miscarriage as in women with a short
cervix, despite the magnitude of the progesterone effect in
the former group being uncertain'’'®. For the strategy
‘High-risk-based screening’, we assumed that proges-
terone reduces spontaneous PTD in women with a short
cervix after conization, despite this not necessarily being
the case’!. The uncertainties of all our assumptions are
dealt with in the probabilistic sensitivity analyses. Finally,
another limitation of the study is that the CERVIX-study
population includes a slightly higher proportion of preg-
nancies at increased risk of PTD than the Swedish
background population of singleton pregnancies!'?.

Published studies estimating the cost-effectiveness of CL
screening with progesterone treatment if the cervix is short
discuss cost-effectiveness from a USA perspective!”=23. In
most studies, costs were calculated based on costs in
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the USA, willingness to pay per gained QALY was set at
100 000 USD at most, while information on the prevalence
of a short cervix and its effect on the risk of PTD was
obtained from sources not necessarily representative of the
situation in the USA. No previous study has distinguished
between spontaneous and indicated PTD. Four studies
found CL screening with progesterone treatment in case of
a short cervix to be cost-effective!®=2%. The only study that
did not find it cost-effective assumed that progesterone
reduces PTD by only 11% based on reanalysis of trial data
specifically for US women?3. The other studies assumed
that progesterone reduces PTD by 39% to 45%!9-22.

In agreement with previous studies, our cost-
effectiveness results were sensitive to the ability of pro-
gesterone to reduce the number of PTDs. Others found
that for CL screening to be cost-effective, progesterone
effectiveness needed to be at least 19% 2! or 36%72°.
In our study, for the strategy ‘Low-risk-based screening’
at Cx1 to be cost-effective, progesterone effectiveness
needed to be at least 21% to prevent spontaneous PTD
before 33 weeks and 7% to prevent spontaneous PTD
at 33+ 0 to 36 + 6 weeks, and for it to be cost-effective
at Cx2 progesterone effectiveness needed to be at least
36% and 12%, respectively. Jain etal.>3 emphasized the
need for future progesterone efficacy and effectiveness
studies before recommending CL screening. In our study,
productivity loss due to sick leave during pregnancy also
substantially affected cost-effectiveness. This cost was
not taken into account in other studies'®=%3. Sick leave
(bed-rest) is often prescribed for women judged to be
at high risk of spontaneous PTD, but has no proven
benefit’®7,

CL screening at 21-23 weeks may be preferable to
screening at 18-20 weeks because the ability of CL at
21-23 weeks to correctly predict spontaneous PTD is
superior to that at the earlier timepoint!231:%8, Postponing
the routine second-trimester scan to 21-23 weeks is not
an option in Sweden because termination of pregnancy
(e.g. because of fetal malformation) is not allowed after
21+ 6 weeks®®. Therefore, in Sweden, CL screening
at 21-23 weeks would require an extra visit. It is not
possible to compare the cost-effectiveness of CL screening
at 18 weeks with that at 21 weeks, because screening
at 18 weeks includes late miscarriage as a pregnancy
outcome. In a clinical setting, threatening periviable
births must be dealt with.

In our base-case scenarios we used a CL cut-off of
25 mm to indicate increased risk of spontaneous PTD.
However, the CL29 strategies at Cx1 and the CL27
strategies at Cx2 were the most cost-effective when all
strategies were compared. It would be advantageous
to use the 27-mm and 29-mm cut-offs, provided that
progesterone effectiveness is the same for CL <27 mm
and <29 mm as for CL <25 mm. There is some evidence
to support this, but it is not strong!®.

In conclusion, interventions to prevent spontaneous
PTD, including CL screening with progesterone treatment
of women with a short cervix, may be cost-effective in
Sweden.

Ultrasound Obstet Gynecol 20225 59: 778-792.
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