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Preterm Birth

Preterm birth 8% Canada

Sonographic Cervical Le
Twins

Twin births account for 17-20% of all PTB
Greater than 50% twins deliver preterm

Prematurity leading causing of neonatal morbidity and
mortality

Multiple pregnancy increasing — ART, LMA




Transvaginal sonographic cervical length for the prediction
of spontaneous preterm birth in twin pregnancies:
a systematic review and metaanalysis

Astin Cinde- Agmbelo. MDD, MPHL Roberto Romero, MY, Sosta 5. Hassan, MU, Lassd Yoo, M)

2010

Cervical length measurement for the prediction of preterm
birth in multiple pregnancies: a systematic review and
bivariate meta-analysis

A CLIM®, M. A HEGEMANT, M. A, HUIS IN T VELD®, B C, OPMEERS, H. W. BRUINSES
and B. W, | MOL® 2011

TVUS cervical length is a predictor of PTB in twins

Progesterone

Progesterone

Twins with

. YA Twins with
All twins prior s;?gleion short cervix

Progesterone - Unselected twins

Prenatal administration of progestogens for preventing
spontaneous preterm birth in women with a multiple
pregnancy (Review)

Cochrane Review, 2017

17 studies, 4773 women

Progesterone

Progesterone

Progesterone

Twins with

. Sk Twins with
All twins prior s;;_\Bgleion short cervix

Progesterone - Unselected twins

RR (95% CI)

_ Vaginal Progesterone IM Progesterone

PTB < 37 weeks 0.97 (0.89 - 1.06) 1.05 (0.98 - 1.13)

PTB < 34 weeks 0.83 (0.63 - 1.09) 1.54 (1.06 - 2.2¢)
PTB < 28 weeks 1.22 (0.68 - 2.21) 1.08 (0.75 - 1.55)

PPROM 0.61(0.23 - 1.60) 1.17 (0.84 - 1.63)

Progesterone compared to placebo or no intervention
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Progesterone - Unselected twins Progesterone

_ Vaginal Progesterone IM Progesterone

TEA) Progesterone
Birthweight <2500g 0.95 (0.88-1.03) 0.99 (0.9-1.08)

Neonatal mortality 1.53 (0.75-3.15) 0.92 (0.44-1.91) o =
Twins with

Progesterone compared to placebo or no intervention All twins priol’ Singlefon
PTB

Twins with
short cervix

Progesterone - Prior PTB Progesterone - Prior PTB

PTB Risk Factors PTB Risk Factors

Fetal &
placental
factors

Lifestyle & Lifestyle &
habits habits

Recurrence of Spontaneous PTB Recurrence of Spontaneous PTB

Singleton - Singleton Singleton - Singleton (OR 2 - 7 if one prior
Singleton — Twin Singleton — Twin

Twin - Singleton Twin - Singleton




Recurrence of Spontaneous PTB

Singleton - Singleton (OR 2 - 7 if one prior B
Singleton - Twin

Twin - Singleton

Schaaf et al. 2012 (8JOG)

Recurrence of Spontaneous PTB

Singleton - Singleton (OR 2 - 7 if one prior P
Singleton - Twin

Twin - Singleton

Menzies et al. 2018

Data presented at bmitted for publication

Effectiveness of progestogens to improve
perinatal outcome in twin pregnancies: an
individual participant data meta-analysis

c M Aboulghar, §
A, Thaom * S0 Caritin” | Awovind,' M U

A Aboudghar YM Asmis,' & Roua* € Cam,

K Mbalaiben,” NRA it B Grosmesid
Dlatenric Manpeset |GOMet) collabosation

Systematic review & meta-analysis
13 studies, 3768 women
Primary composite outcome

Sub-group analysis of twins with prior singleton PTB
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Recurrence of Spontaneous PTB

Singleton - Twin

Singleton Birth OR (95% Cl)
Term >37 Reference
<37 7.8(5.5-11.2)
34-36¢ 7.3 (5.0-10.6)
30-33¢ 14.0 (3.9 - 50.5)
22-29¢ 9.5 (1.8-48.9)

Schaaf et al. 2012 (8JOG)

Recurrence of Spontaneous PTB

Twin - Singleton

Data presented at 018, submitted for publication

Schuit et al. (2012)

Subgroup analysis of women with prior singleton P

Total 90 women

Vaginal progesterone vs. controls

RR 2.0 (95% CI 0.93 - 4.2)



Progesterone

Progesterone

Twins with
All twins prior singleton
PTB

Romero et al., 2017

5 of 6 studies - vaginal
progesterone vs. placebo

El-Rafaie study vaginal
progesterone vs. no
treatment

Romero et al., 2017

Table ¥ Effect of vagmal progesserune on the riak

2018/11/20

Vaginal progesterone deereases preterm birth and neconatal
ity 1 n with a twin gestation and
nalysis of individual

Systematic review & meta-analysis
Updated from a 2012 study (52 women in 3 RCTs)
6 studies included

Twins with Primary outcome - PTB < 33 weeks
short cervix

Included twin gestations with midtrimester asymptomatic CL
25mm

Romero et al., 2017
PTB < 33 weeks

Romero et al., 2017

Vaginal progesterone vs. placebo/no treatment

Gestational age at delivery (weeks) Pooled RR (95% CI)

<37 0.94 (0.86 - 1.02)
<36 0.92 (0.8 - 1.05)
<34 0.71 (0.56 - 0.91)
<32 0.51(0.34-0.77)
<30 0.47 (0.25 - 0.86)
<28 0.51(0.24 - 1.08)
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Romero et al., 2017 Progesterone

<37 0.94(0.86 - 1.02) Progesterone
<36 0.92 (0.8 - 1.05)
<34 0.71 (0.56 - 0.91)
<32 0.51(0.34-0.77)
<30 0.47 (0.25 - 0.86)
<28 0.51(0.24-1.08)

-
-

Twins with

. b Twins with
All twins prior S#Bgleton short cervix

Not supported by evidence Evidence conflicting Supported by evidence

Cerclage for Short Cervix on
Ultrasonography
Meta-Analysis of Trials Using Individual Patient-Level Data

Anthony Q. Odibo, un, Meekai 8. To, s, Orion A. Rust,

Cerclage

Meta-analysis

4 studies included
3 studies included twin data

Primary outcome - preterm birth

Secondary outcomes - perinatal mortality

Berghella et al. 2005 Berghella et al. 2005

Table 1. Descriptive Data for Each Trial

Singletons _ CAst  Cerviesl Declined
Hospitals  Population  With Prior  Screening  Length  Funneling  Randomizmtion
) 3 * {wh) {mm) %) )

Study fls— PTH 4]

10307 {45) -3 377 (14

675 [
Tt WA {17,
Berghella’

and twins

PR, pu GA, grotational age, NA, nol sveilablr
- ey 1
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Berghella et al. 2005 Berghella et al. 2005

Cerclage No cerclage RR (95% CI) Cerclage increases risk of PTB in twins
n/N (%) n/N (%)

PTB < 35 weeks 18/24 (75%) 9/25 (36%) 2.15(1.15-4.01)
49 women included in study (24 in cerclage gro
no cerclage group)

Perinatal mortality 11/48 (23%) 3/50 (6%) 2.66 (0.83-8.54)

Avuthors noted limitation due to small sample size

Cerclage for short cervix in twin pregnancies: systematic Scccone ei' GI 201 5

review and meta-analysis of randomized trials using
individual patient-level data

GABRIELE SACCONE', ORION RUST?, SIETSKE ALTHUISIUS', AMANDA ROMAN® & VINCENZD
BERGHELLA® 2015

New analysis 10 years after previous study

Same studies included in analysis

Results were adjusted for confounders
Gestational age at randomization

) Logistic regression performed to correct data for confounders
Previous PTB

Saccone et al. 2015 Efficacy of ultrasound-indicated cerclage
in twin pregnancies

Matthew Haff M, MPH; Vincenzo Berghella, MIX, Veunds Patel, MIX;
s Calluzzo, ML iele Sacoome, MIX; Adiel Fleischer, MD 1

Retrospective cohort (1995 - 2012, 4 institutions)

Asymptomatic women, twin gestations

TVUS CL £ 25mm (subgroup analysis of £ 15mm)

Cerclage does not increase risk PTB (but also does not decrease risk) Primary outcome - PTB < 34 weeks
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Roman et al. 2015 Roman et al. 2015

Perinatal outcomes of twin pregnancies with cervical length <25 mm
Variable uic n = 57 Controln = 83 Pvalue
GA at delivery, wk 3205+ 51 3258 + 463 A 2483 1053 = 457

Birthweight, g* 1739 + 767 1714 + 737 1n3:81

Birthweight <1500 7114 (32.4) 4/166 (38.5) kbl

Apgar <7 at 5 min 14114 (8.7) 211166 (12.6)

FEROU 1) 12(48) : Cerclage prolonged pregnancy by 3.75 weeks in
Admission to NICU (bom alive only) 68102 (656.6) 111156 (71.1) ¥ subgroup of women with CL € 15mm (p < 04001)
Perinatal mortality 201114 (17.5) 19/166 (11.4)

Variables described #5 mean + 500 or frequencies {peTentags)

Roman et al. 2015 Roman et al. 2015

Survival curves of twin

PTB < 34 weeks Cerclage Control aOR (95% Cl) prugnai h ti Survival curves of twin
_ undel across gesta pregnancies with CL <15 mm
29 53

CL< 25mm 0.37(0.16-1.1) et

CL16-25mm 22 1.05 (0.56-1.9)
CL<15mm 31 0.51 (0.31-0.83)

Decreased odds of PTB < 34 weeks in cerclage group if
CL<15mm (aOR 0.51)

¥ 2 s 8 an gl

Commutstes rmbes of waman urdebvsssd

0 00 8T 0 A 08 00 0 08 0
Comstatomnad age ot bl

Roman et al. 2015

Limitations of study

Retrospective methodology

Relatively small sample size
CL £ 25mm: 57 women in cerclage group, 83 in control
CL £ 15mm: 32 women in cerclage group, 34 in control




PTB Prevention - Pessary

Pessaries may prevent PTB by:

Altering the angle of the cervix, thus shifting wei
gravid uterus on the cervix

Obstruction of internal cervical os, thus acting as a
barrier for ascending infection

Cervical pessary to prevent preterm birth in women with twin
gestation and sonographic short cervix: a multicenter
randomized controlled trial (PECEP-Twins) 2016

Maria Goya. MO, PHD; Maria de ka Calle, MD, PRi; Laia Pratoorona, MO; Canme Marcad, MD; Carots Rodd, MD:
Begesha Mhusherr, MO, PRD; Micrsl Juse, MO: Ariana Serranc, MD; Ela Lisrba, MD, PRO: Toress Higasess, MO, PHD
Elona Carreras, MD, Phi; Luls Cabera, MD. PhD, on behall of the PECEP- Twins Trial Group

RCT, 5 centres in Spain

Randomized to pessary (68 women) vs. expectant (4
women) at 22 weeks

CL<25mm

Significant reduction in PTB < 34 weeks in pessary group

16.2% women delivered <34 weeks in pessary group vs. 39.4%
controls

Progesterone, cerclage or pessary?

Preterm birth prevention in twin pregnancies
with progesterone, pessary, or cerclage: a

systematic review and meta-analysis 2017
A Jarde,* © Litsiv,” €K Park” | Barrett.” ) Beyene.” § S2it0,” IM Dodd,” P35 Shah' K Cook®

AB Biringer,” L Gigha,' I Han! K Staub,' W Mundle.’ € Vera™ L Sabating,” S Liyanage.”
5D MecDanald®

23 trials, 6626 women

Primary outcomes - PTB < 37 weeks, < 34 weeks

Secondary outcomes - neonatal and maternal

53

Arabin Pessary

Prevention of preterm birth with pessary in twins (PoPPT):
a randomized controlled trial

V. BERGHELLA, 1 DUGOFF and |, LUDMIR

RCT, 23 women in each arm (intention to freat analy:

Women with twin gestation randomized to Bioteque p
no pessary

CL<30mm

No reduction in PTB in pessary group

Jarde et al. 2017

No significant difference in primary outcome for each of the
interventions

2018/11/20



Jarde et al. 2017

i il ati 0.68 (0.53 - 0.88)
Early neonatal death 0.49 (0.33-0.73)

Significant reduction in selected secondary outcomes
women taking vaginal progesterone

Questions

Conclusion

Progesterone

PTB Prevention Twins

Cerclage

Pessary
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Unselected twins - No

Prior PTB - Conflicting
evidence, likely yes

Short cervix - Yes

Conflicting evidence -
perhaps if CL very short|
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