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What Are The Risk Factors And Complications?
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Screening
Modifiable risk factors
History .
Non-modifiable risk factors
Based on cervical length Ultrasonography for cervical length
Per speculum examination/vaginal Screening for vaginal Infections and
examination bacterial vaginosis
Image Of Cervix

Evaluation- Initial Assesment Of Women Preterm

Contractions

Questions Assessment

Is the gestational age
less than 37 weeks?

Werify dates using clinical history and ultrasonography

Are the membranes
ruptured?

History of leaking fluid: abserved leakage or pooling of
fluid from cervical os on sterife speculum examination

Paositive nitrazine test result

Arborization or ferning of fluid on microscopy

Positive amniotic protein test result {e.g., placental
alpha microglobulin-1 [Amnisure])

Ultrasound assessmaent shows low amniotic fluid

Ultraseund-guided transabdominal instiltation
of indigo carmine dye into the amniotic sac, if
available, shows dye outside of the amniotic sac

ls the patient in labor?  Observe for regular contractions accompanied by
progressive dilation and cervical effacement

Is there an infection? Evaluate for group B streptococcus carrier status,
urinary tract infection, bactenal vaginosis, and
sexually transmitted infections (trichomoniasis,

gonorrhea, or chiamydial, treat as appropriate

What s the likelihood
that the patient will
deliver prematurely?

Negative fetal fibronectin test results and cervical
iength of at least 3 cm on ultrasonography have a
low likelinood of delivery within 14 days

_/
Fetal Fibronectin(fFN)-

* Itis an extracellular glycoprotein secreted by the chorionic
tissue at maternal-fetal interface.

* It is present in amniotic Muid, placental tissue and decidua
basalis, It acts asa biolog i which binds blastocyst to
endometrium.

* It can be normally present in cervicovaginal secretions upto
20-22 wks. Around 22 whs chorion fuses completely with
underlying decidua. This prevents fibronectin to leak into the
vaginal secretions any further, until at term, a few wks before
labour when cervix dialates or membranes rupture.

* Thercfore presence of N between 27 to 34 whs can provide
important marker of preterm labour
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Interventions Toprevent Preterm Labour

Cervical cerclage

Progesterone supplementation

Smoking cessation

The other important interventions that are shown to be
beneficial are:

Fetal fibronectin testing

Bed rest for hypertension during pregnancy

Dietary magnesium supplementation in hypertension in
pregnancy

Treatment of clinical hypothyroidism with levothyroxine
Calcium supplementation In patients with high risk of
developing pre-eclampsia

Progesterones: Commercial prepartions

Natural
Micronized progesterone (oral, vaginal, intra-muscular &
subcutaneous)

Synthetic

Dydrogesterone (Oral)

Medrogestone

Medroxyprogesterone acetate & other pregnanes
Gestonorone &other 17 -OH Progesterone derivatives
Norgestrel & other 19-Nortestosterone derivatives
Demegestone & other 19-Norprogesterone derivatives
Drospirenone

What Is The Role Of Progesterone In Prevention Of Preterm
Labour?
How Does Progesterone Work Topreventpreterm Birth (ptb)?
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Vaginal progesterone

First uterine pass effect /targeted delivery
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Endometrial Diffusion:
Vaginal Progesterone
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+ Progressie diffusion of progesterone from the cervix to the fundus of the uterus

Main uses of progesterone in obstetrics & gynaecology
» Luteal phase defet

» Threatened abortion

» Recurrent miscarriage/ pregnancy loss

»  Pretermlabour/birth
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Natural Micronized Progesterone (NMP)

» Micronization:

» Increase half-life of progesterone

» Reducesits destructionin Gl tract

» Decreases particle size

» Enhancesdissolution

*  Maximal serum concentrations are achieved more rapidly
with orally administered micronized progesterone than
with injected progesterone
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Risk Of Recurrent Preterm Birth

First birth Second birth Subsequent preterm
birth (%)
Not preterm 4.4
[ Preterm 17.2 I
Mot preterm Mot preterm 286
Preterm Not preterm 57
Not preterm Preterm 1.1
| Preterm Preterm 284 |

What Do The Guidelines Say About Progesterone Use In
Prevention Of Preterm Labour?

Summary Of Recommendations From The Isuog Practice
Guideline On The Role Of The Role Of Ultrasound In
Spontaneous Ptb In Twin

Twin pregnancies with short cervix

Bod oest

Matural progesterone Recomme nded
Intranmuscular 17- Not recommended
Hydroxyprogesterone
Laproave (17-OHPC
Cervical pessary Controversial evidence

Hisaory-indicated cerclage
Ultrasound guided cerclage

Phiysical examination-guided May be considered in twin pregnancy with dilaicd

Progesterone Preterm Birth Sumpplementation For The
Prevention Of The Recurrent- Acog Practice Advisory Pib In
Twin Pregnancies

1. Vaginal progesterone may be considered as a treatment
option for patients with a history of preterm birth, singleton
gestation, and a shortened cervix.

2. Intramuscular 17-OHPC is not recommended for the
primary prevention of preterm birth in patients with a
history of spontaneous preterm birth.

3. Dependent upon cervical length measurement, prior
pregnancy history, and past treatment, a discussion of the
range of interventions available to prevent a recurrent
preterm birth should occur and a collaborative action plan
should be developed.

=y

What Does The Evidence Say About Progesterone Use In
Prevention Of Preterm Labour?
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Vaginal progesterone for the prevention of
preterm birth: who can benefit and who cannot?
Evidence-based recommendations for clinical use

Recommendations for use of vaginal progesterone in women at hgh risk for pretesm birth

Vaginal progestaione
should be
from 18-24 to 36 wks
to wamen with
singleton gestation
and a TVS cervical
length <25 mm at 18-
24 wks, with and
without & history of

( Vaginal progesterane |
should be offered
from 18-24 to 36 wks
of gestation to
women with a
singleton gestation
and a history of
Spantaneaus preterm
birth only if they have
a TVS cervical length
<28 mm at 18-24

(~ Viaginal progesterone

appears promising to
reducs the risk of
preterm birth in
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reterm Birth Prevention In Twin Pregnancies With

rogesterone, Pessary, Or Cerclage: Meta-analysis
Vaginal progesterone may be beneficial in twin
pregnancies In women receiving vaginal progesterone:
Reduction in risk of preterm birth <34 weeks of gestation
RR:0.82

Women who received vaginal progesterone had
significantly

Longer latency (mean difference 13.80 days; 95% ClI,
3.97-23.63; 4 trials, 368 women)

Later gestational age at delivery (mean difference 1.29
weeks; 95% CI, 0.43-2.15; 4 trials, 368 women)

Lower rate of recurrent PTL (24% vs 46%; RR, 0.51; 95%
CI, 0.31-0.84; 2 trials, 122 women)

Lower rate of neonatal sepsis (2% vs 7%; RR, 0.34; 95%
CI, 0.12-0.98; 4 trials, 368 women)

Parametsr

Effects of prophylactic vaginal progesterone administration on mild cervical
shortening (TROPICAL study): a multicenter, double-blind, randomized trial

”\Ejmal progestefé;é 3

Asymptomatic
wornen with a administration Erimary outcome:
Multicenter, parallel singleton pragnancy 4 (200mg daity from cenvical shortening
arm, double-blind, and a sonographic 1610 33 weeks of rates at 34 weeks
randomized, cervical length of 25 | gestation) of gestation
placebo-controlied to <30mm Secondary outcome:
tnal betwesn 16 and 23 Placeba preterm birth rates

weeks of gestabion

P-Value

Vaginal progesterone (n=58)  Placebo (n=60)
Cervical length <20mm ot 1 weeks'  38.6% 47.4% 344
gestation)
Incidence of pretarm dedvery
<37 weeks (%) 34 15.0 029
<34 weeks (%) ] 1.7 023
<28 weeks (%) 0 i s 1

Prophylactic veqginal progesterone administration reduced preterm birth frequency among
women with mild cervical shorlening

2

015figo Guideline(international Federation of

gynaecology and Obstetrics)
FIGO recommends the following:

Sonographic cervical length measurement should be
performed in all pregnant patients at 19-23 6/7 weeks of
gestation using transvaginal ultrasound. This can be
done at the same time as the ultrasound performed for the

Women with a sonographic short cervix (<25 mm)
diagnosed in the mid- trimester should be offered daily
vaginal micronized progesterone treatment for the
prevention of preterm birth and neonatal morbidity.

The progesterone formulation to be used is vaginal
micronized progesterone (200 mg vaginal soft capsules)
nightly or vaginal micronized progesterone gel (90 mg)

1.
anatomical survey.
2.
3.
each morning.
4.

Universal cervical length screening and vaginal
progesterone treatment (90mg vaginal gel or 200mg
micronized vaginal soft capsules) is a cost-effective model
forthe prevention of preterm birth.
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reterin Labour
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difference)

Percentage of NICU admission: intramuscular
progesterone group (40%) compared to the vaginal
progesterone group (11.4%) (Statistically significant
difference) Controll. MVaginal Progesterone

What Is The Status Of Other Progestogens In Prevention Of
Preterm Labour?

A L

FDA Commissioner and Chief Scientist
Announce Decision to Withdraw Approval of
Makena

17-Hydroxyprogesterone caproate approval
withdrawn by USFDA - 6™ April 2023

Today, the U.S. Food and Drug Administration announced the
final decision to withdraw approval of Hydroxyprogesterone
caproate—a drug that had been approved under the
accelerated approval pathway. This drug was approved to
reduce the risk of preterm birth in women pregnant with one
baby who have a history of spontaneous preterm birth. The
decision was issued jointly by the FDA Commissioner and
Chief Scientist. Effective today, Makena and its generics are
no longer approved and cannot lawfully be distributed in
interstate commerce.

Why did FDA withdraw approval of 17-OHPC?

17- hydroxyprogesterone caproate (17-OHPC) are not
shown to be effective for reducing the risk of preterm birth
in women with a singleton pregnancy who have a history
of singleton spontaneous preterm birth

17-OHPC also has not shown to be effective for any
subgroup of this population, including in women at high
risk of preterm birth.

In addition, there are known risks associated with 17-
OHPC

FDA determined that given effectiveness has not been shown,
no level of risk is justified.

CONCLUSION

Preterm labour has multifaceted etiology

Progesterone may play a role in preserving ongoing
pregnancy, due to both immunological protective effects
and its own myorelaxant action

Using progesterone to prevent preterm labour specially in
women with a definitive history of spontaneous PTB in past
and those with accidental short cervical length on routine
screen can be a useful option
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» FDA has withdrawn approval of 17-OHPC, and there are
known risks associated with 17- OHPC, dydrogesterone
has flagged fetal safety concerns in multiple studies and is
not approved for clinical use in regulated markets like US
&UK

» Choose the progestogen wisely, for prevention of preterm
labour, based on evidence
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