www.wellingtonobstetrics.co.nz

THE SHORT CERVIX AND
PROGESTERONE

New Zedaland

Maternal .

Fotal Capital & Coast

]fl]ﬂefdlcwle District Health Board
erwor \ UPOKO KI TE URU HAUORA




Overview

* |dentifying the short
cervix
 What does a short
cervix mean?
— Normal cervical length

— Correlation with preterm
delivery

* Management of a short
cervix
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Risk Factors

* Prior hx of PTB

 Maternal age <20, >35

* Low BMI <19.8 kg/m?

* Ethnicity: African-American
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High Risk Groups

Hx of spontaneous PTB in prior * Risks are higher:

pregnancy

Short Cx <25mm at <24 weeks
current pregnancy

Untreated
— 15-20% recurrent PTB <28 weeks
— 25-30% recurrent PTB <32 weeks

— 50-60% recurrent PTB <37 weeks
— lams et al AJOG 2010

New Zealand
Maternal
Fetal
Medicine
Network

— The earlier the GA of PTB
— The shorter the Cx length

— Earlier in pregnancy the
short Cx was diagnosed
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FIGURE 1
Pregnancy outcome after second trimester loss
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Subsequent pregnancy outcome in women with prior second trimester loss, prior spontaneous
preterm birth, and prior birth at term.

Reproduced, with permission, from Edlow et al.™

lams. Care for women with prior preterm birth. Am | Obstet Gymecol 2010.
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Table 1 Proper Technique of TVU Screening of The Cervix for
Prediction of PTB (Figs. 1-3)

1. Have the woman empty her bladder just before

ultrasound
TVS Protocol 2. Prepare the clean probe covered by a condom
Mella MT and Berghella V. Prediction 3. Insert the probe (probe can be inserted by the woman
of Preterm Birth: Cervical Sonography. for her comfort)
Seminars in Perinatology. 2009 33: 4. Guide the probe in the anterior fornix of the vagina
317-324 5. Obtain a sagittal long-axis view of the entire

endocervical canal

6. Withdraw the probe until the image is blurred, and
reapply just enough pressure to restore the image (to
avoid excessive pressure on the cervix, which can
elongate it)

7. Enlarge the image so that the cervix occupies at least
2/3 of the screen, and both external and internal os
are seen

8. Measure the cervical length from the internal to the
external os along the endocervical canal

9. Obtain at least three measurements, and record the
shortest best measurement in millimeters

10. Apply transfundal pressure for 15 seconds, and record
cervical length again at least 3 times, recording best
measurement

11. Entire examination should last at least 5 minutes;
record only the shortest best cervical length obtained
for clinical management
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TABLE
Predicted probability of delivery before week 32 by cervical length
(millimeters) and gestational age in weeks at time of measurement

Cervical length, et

mm 15 16 17 18 19 20 21 2 23 24 25 2 21 28
0 763 737 709 679 647 614 580 545 510 475 440 405 372 339
5 679 648 615 581 546 511 476 440 406 372 340 309 280 252

10 581 547 512 476 441 407 373 341 310 280 253 227 203 181

15 47.7 442 407 374 341 310 281 253 227 204 182 162 143 127

20 374 342 311 281 254 228 204 182 162 144 127 112 99 87

25 282 254 228 204 182 162 144 127 113 99 87 7.7 67 59

30 205 183 163 144 128 113 99 8.7 7.7 6.7 59 5.2 45 39
35 145 128 113 100 8.8 1.7 6.8 59 5.2 45 4.0 35 3.0 26
40 10.0 88 7.7 6.8 59 5.2 45 40 35 30 26 2.3 2.0 1.7
45 6.8 59 5.2 4.5 39 34 30 26 2.3 20 LY | 1.5 13 1.1
50 46 4.0 35 3.0 26 23 20 1.7 1.5 13 12 1.0 09 08
55 3.0 2.7 2.3 2.0 1.8 1.5 1.3 1.2 1.0 0.9 0.8 0.7 0.6 0.5
60 2.0 1.8 1.5 1.3 12 1.0 0.9 08 0.7 0.6 0.5 0.4 04 03
Repraduced, win permission, om Barghelaetal™®
lams. Care for women with prior preterm birth. Am | Obstet Gynecol 2010.
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Delivery within 7 days
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PROGESTERONE
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Vaginal progestgrone in women with a asymptomahc
sonographic shomg cervix in the midtrimes
d neonatal morbidity: a systematlc =

preterm delive

REPORTS OF MAJOR IMPACT

www.AJOG.org

review and metaanalysis of individual patient data

Roberto Romero, MD; Kypros Nicolaides, MD; Agustin Conde-Agudelo, MD, MPH; Ann Tabor, MD; John M. O’Brien, MD;
Elcin Cetingoz, MD; Eduardo Da Fonseca, MD; George W. Creasy, MD; Katharina Klein, MD; Line Rode, MD;
Priya Soma-Pillay, MD; Shalini Fusey, MD; Cetin Cam, MD; Zarko Alfirevic, MD; Sonia S. Hassan, MD

O0BJECTIVE: To determing
asymptomatic women witifi
midtrimester reduces the Rasthiiisiitinittnitituateia
morbidity and mortality.

STUDY DESIGN: Individual patient data metaanalysis of randomized
controlled trials.

RESULTS: Five trials of high quality were included with a total of 775
women and 827 infants. Treatment with vaginal progesterone was as-
sociated with a significant reduction in the rate of preterm birth <33
weeks (relative risk [RR], 0.58; 95% confidence interval [Cl], 0.42-
0.80), <35 weeks (RR, 0.69; 95% Cl, 0.55-0.88), and <28 weeks
(RR, 0.50; 95% Cl, 0.30-0.81); respiratory distress syndrome (RR,
0.48; 95% Cl, 0.30-0.76); composite neonatal morbidity and mortality

(RR, 0.57; 95% Cl, 0.40-0.81); birthweight <1500 g (RR, 0.55; 95%
Cl, 0.38-0.80); admission to neonatal intensive care unit (RR, 0.75;
95% Cl, 0.59-0.94); and requirement for mechanical ventilation (RR,
0.66; 95% Cl, 0.44-0.98). There were no significant differences be-
tween the vaginal progesterone and placebo groups in the rate of ad-
verse maternal events or congenital anomalies.

CONCLUSION: Vaginal progesterone administration to asymptomatic
women with a sonographic short cervix reduces the risk of preterm birth
and neonatal morbidity and mortality.

Key words: admission to neonatal intensive care unit, birthweight
<1500 g, mechanical ventilation, prematurity, preterm birth,
progestin, respiratory distress syndrome, transvaginal ultrasound,
uterine cenvix, 17 a-hydroxyprogesterone caproate

Cite this article as: Romero R, Nicolaides K, Conde-Agudelo A, et al. Vaginal progesterone in women with an asymptomatic sonographic short cervix in the midtrimester
decreases preterm delivery and neonatal morbidity: a systematic review and metaanalysis of individual patient data. Am J Obstet Gynecol 2012;206:124.e1-19.
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Results

Preterm Birth Neonatal Outcomes

e Reduced e Reduced
— <28 weeks by 50% — RDS
— <33 weeks by 40% * RR0.48(0.30-0.70)
— <35 weeks by 30% — NICU Admission

« RR0.75 (0.59-0.94)

— Need for mechanical ventilation
* RR0.66 (0.44-0.98)

— Lower rate of LBW <1500g
* RR 0.55 (0.38-0.80)
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Recommendations

* Transvaginal cervical length
— 19-24 weeks
— Frequency?
* Past Hx

* Screening

— Vaginal Progesterone
* 90 mg/d
» 20-36*®weeks
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Mechanism of action

* Anti-inflammatory
* Increased progesterone levels
* Decreases sensitivity of oxytocin receptors
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What about a cerclage?
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www.AJOG.org

REPORTS OF MAJOR IMPACT

Vaginal progesterone vs cervical cerclage for the prevention
of preterm birth in women with a sonographic short cervix,
previous preterm birth, and singleton gestation: a systematic
review and indirect comparison metaanalysis

Agustin Conde-Agudelo, MD, MPH; Roberto Romero, MD, DMedSd; Kypros Nicolaides, MD; Tinnakorn Chaiworapongsa, MD;
John M. O’Brien, MD; Elcin Cetingoz, MD; Eduardo da Fonseca, MD; George Creasy, MD; Priya Soma-Pillay, MD;
Shalini Fusey, MD; Cetin Cam, MD; Zarko Alfirevic, MD; Sonia S. Hassan, MD

OBJECTIVE: No randomized controlled trial has compared vaginal pro-
gesterone and cervical cerclage directly for the prevention of preterm
birth in women with a sonographic short cervix in the mid trimester, sin-
gleton gestation, and previous spontaneous preterm birth. We per-
formed an indirect comparison of vaginal progesterone vs cerclage us-
ing placeba/na cerclage as the common comparator.

STUDY DESIGN: Adjusted indirect metaanalysis of randomized con-
trolled trials.

RESULTS: Four studies that evaluated vaginal progesterone vs placebo
(158 patients) and 5 studies that evaluated cerclage vs no cerclage
(504 patients) were included. Both interventions were associated with a
statistically significant reduction in the risk of preterm birth at <32
weeks of gestation and composite perinatal morbidity and mortality

compared with placebo/no cerclage. Adjusted indirect metaanalyses
did not show statistically significant differences between vaginal pro-
gesterone and cerclage in the reduction of preterm birth or adverse
perinatal outcomes.

CONCLUSION: Based on state-of-the-art methods for indirect compar-
isons, either vaginal progesterone or cerclage are equally efficacious in

the prevention of preterm birth in women with a sonographic short cer-

vixin the mid trimester, siggleton gestation. and previous preterm birth.
Selection of the optimal treatment needs to consider adverse events,

cost and patient/clinician preferences.

Key words: birthweight, cervix, neonatal intensive care unit, perinatal
mortality, perinatal morbidity, premature, prematurity, progestin, 17 a-
hydroxyprogesterone caproate, 17P

Cite this article as: Conde-Agudelo A, Romero R, Nicolaides K, et al. Vaginal progestercne vs cervical cerclage for the prevention of preterm birth in women with a sonographic
short cervix, previous preterm birth, and singleton gestation: a systematic review and indirect comparison metaanalysis. Am J Obstet Gynecol 2013;208:42.1-18.
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e Efficacy
— Similar
e Considerations

— Cost

— Patient and physician
preference
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— Cerclage
* Anesthetic
e Surgical procedure

e Complications
— SROM
— Bleeding

— Progesterone

* Compliance
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What about twins?
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What about an algorithm?

Flow diagram

Women with prior history suggestive of cervical insufficiency
or
presenting with cervical shortening or dilatation in the absence of contractions

Women presenting in the first or early
second trimester with 3 or more
mid-trimester losses or preterm births

New Zeadland
Maternal
Fetal

1 or 2 mid-trimester
losses or pretem
deliveries

Consider{abdominal » - il
: suture if previous no chorioamnionitis
Vaginal cerclage vaginal é’erdage msagegt;';tm or contractions
unsuccessful or if . g_ consider emergency
inadequate cervical Serial cervical length cerclage
tissue to place assessment Consider steroids
cerclage depending on
gestational age

If cervical length below
2.5 cm at less than
24 weeks, consider

cervical cerclage OR

progesterone therapy

7

Cervix more than 1 cm
dilated

Medicine
Network
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If contracting manage
as threatened preterm
labour

Consider tocolysis and
steroids depending on
the gestational age
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Prior PTB

* Serial Cx Lengths
— 16-23 weeks

* Progesterone
— 16-36 weeks

* Cerclage

— Cx <25 mm
— lams. AJOG
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What about Universal Screening?

The condition must be an
important health problem

There should be an
accepted treatment for
patients with recognised
disease

Must have facilities for
diagnosis and treatment

There should be a
recognised latent stage

There should be a suitable
test or examination
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10.

The test should be
acceptable to the population

The natural history of the
disease should be
understood

There should be an agreed
policy on who to treat as
patients

Cost of screening should be
economically balanced in
relation to possible
expenditure on medical care

Case-finding should be a
continual process and not a
“once and for all” project
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Guidelines

Na, 301, December 2013

Cervical Insufficiency and Cervical Cerclage

This clinical practios guideline has been prepared by
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Progesterone: Use in the second and
third trimester of pregnancy for the
prevention of preterm birth

This statement has been developed ond
reviewed by the Women's Heclth
Commitiee ond opproved by the RANICOG
Board and Council.

Alist of Women's Health Commiltee
Members con be found in Appendix A

Disclosure stotements have been received
from ol members of this commitiee.

Disclaimer This information is infended fo
provide general advice to proctitioners. This
information shouid not be relied on o8 0
subsiitute [of proper assessmen! with respect
fo the parficulor circumstonces of each
case and the needs of ony patient. This
document reflects emerging cinical ond

scianfific odvances as of the dote ssued
ond is subject to chonge. The document has
been prepared having regard o genercl
circumaionces.

First endorsed by RANICOG: March 2010
Current: November 2013
Review due: November 2016
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Objectives: To provide odvice on the use of
progesterono o prevent proterm birth

Outcomes: Reduced fisk of preterm birth for all
women who have a history of previous
spontaneous pratern binh of whe ore found o
have @ $hort cenvix of the time of the routine
morphology scon

Torge! audience: Al heaith proctitoness providing
matermnity core ond patients.

Evidence: Mecline was searched for rondomised
frials ond cohort studies.

Values: The ovidence wos reviewed by the
Women's Heclth Committee [RANICOG), and
apolied 10 local focton relaling 10 Ausirciia and
New lesland

Background: This statoment wos first doveloped by

Wwomen's Heclth Commiltee in March 2010 and
reviewed in Morch 2013

Funding: The developmen! and réview of this
stotement wos funded by RANICOG
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 ORACLE Children Study (OCS)

— followed—up surviving children at
7 years of age

Royal College of
Obstetricians and Gynaecologists

e parent-report postal
guestionnaire.

— Spont PTL Rx erythromycin

e children with any level of
Syt s o33 functional impairment 38% to
42%

* cerebral palsy increased from
1.7% to 3.3%

— (OR 1.93,95% Cl 1.21-3.09)

Preterm Labour, Antibiotics,
and Cerebral Palsy

— A continuing inflammatory
environment could lead to fetal
brain injury and thereby cerebral

palsy
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Are we leaving a fetus in a hostile
intrauterine environment???
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Arabin Pessary
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Cannie et c;l UOG 2013
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