


Impact of the problem

Miscarriage is the spontaneous loss of a previable pregnancy. 

Previability refers to a fetus weighing <500g or to a gestational age

(GA) < 20 weeks1

Miscarriage is the most common complication of early pregnancy2

• 30-40% of all conceptions end in miscarriage

• 10-15%  of clinically recognized pregnancies end at <20 weeks’ GA

• 25% risk in women younger than age 35, 45% risk in those older

than age 40

• Other recognised risk factors are smoking, alcohol and illicit

drug use, NSAID use, fever, caffeine and low folate levels.

1 The Johns Hopkins Manual of Gynecology and 

Obstetrics, 4ª ed., Lippincott Williams & Wilkins, 2012, pp. 

438–439, ISBN 978-1-4511-4801-5.

2NICE Clinical Guidelines, No. 154. Royal College of 

Obstetricians and Gynaecologists. Archived from the 

original on October 20, 2013. Retrieved July 4, 2013.

3 Feodor Nilsson, S, Pk Andersen2014. “Risk Factors for Miscarriage from 

a Prevention Perspective: a Nationwide Follow-up Study.” BJOG: An 

International Journal of Obstetrics & Gynaecology 121 (11): 1375–85. 
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For diagnosis

- a blood test to check for the level of

βhCG

- an internal pelvic examination to

determine if her cervix is dilated or

thinned, which can be a sign of a

miscarriage;

- an ultrasound test so that her health

care provider can observe the

pregnancy and the maternal

reproductive organs, such as the uterus

and placenta.1

Symptoms of miscarriage

include:

✓Crampy abdominal pain

✓Back pain

✓Bleeding

✓ Light spotting

How do health care providers diagnose pregnancy loss or miscarriage?

If a woman has had more than one miscarriage, she may

choose to have blood tests performed to check for

chromosome abnormalities or hormone problems, or to

detect immune system disorders that may interfere with a

healthy pregnancy.2

1 Snell, B. J. (2009). Assessment and management of 

bleeding in the first trimester of pregnancy. Journal of 

Midwifery & Women's Health, 54(6), 483-491. 

doi:10.1016/j.jmwh.2009.08.007 

2 Branch, D. W., Gibson, M., & Silver, R. M. 

(2010). Clinical practice. recurrent miscarriage. 

The New England Journal of Medicine, 363(18), 

1740-1747. doi:10.1056/NEJMcp1005330
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IS THERE A CURE FOR 
MISCARRIAGE?

PubMed Health A.D.A.M. Medical Encyclopedia. (2010, November 21). Miscarriage. Retrieved May 21, 2012, from 

http://www.ncbi.nlm.nih.gov/pubmedhealth/PMH0002458/ 

• Having pre-conception and prenatal care is the best prevention available

for all complications associated with pregnancy.

• Miscarriages caused by systemic disease often can be prevented by

detection and treatment of the disease before pregnancy occurs.

• A woman also can decrease her risk of miscarriage by avoiding

environmental hazards, such as infectious diseases, X-rays, drugs and

alcohol, and high levels of caffeine.

IN MANY CASES, A WOMAN CAN DO LITTLE TO 

PREVENT A MISCARRIAGE
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Non-modifiable risk factors

Preventing a miscarriage in

subsequent pregnancies may be

enhanced with assessments of:

• Immune status

• Chemical and occupational exposures

• Anatomical defects

• Intercurrent diseases

• Polycystic ovary disease

• Previous exposure to Chemotherapy

• Previous exposure to Radiation

• Medications

• Surgical history

• Endocrine disorders

• Genetic abnormalities

PubMed Health A.D.A.M. Medical Encyclopedia. (2010, November 21). Miscarriage. Retrieved May 21, 2012, from 

http://www.ncbi.nlm.nih.gov/pubmedhealth/PMH0002458/ 

Modifiable risk factors

Maintaining a healthy weight and good 

pre-natal care can reduce the risk of 

miscarriage. Some risk factors can be 

minimized by avoiding the following:

• Smoking

• Cocaine use

• Alcohol

• Poor nutrition

• Occupational exposure to agents that 

can cause miscarriage

• Medications associated with 

miscarriage

• Drug abuse
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FOLATE SUPPLEMENTS: ACTUALLY A GOOD IDEA

• Among the 11,072 women, 15,950 pregnancies were reported

of which 2,756 ended in spontaneous abortion and 120 ended

in stillbirth.

• Compared to women without supplemental folate intake

those in the highest category (>730μg/day) had a RR of

spontaneous abortion of 0.80

• The association of pre-pregnancy supplemental folate with

risk of spontaneous abortion was consistent across

gestational period of loss. A similar inverse trend was

observed with the risk of stillbirth, which fell short of

conventional significance

• Higher intake of folate from supplements was

associated with reduced risk of spontaneous abortion.

Women at risk of pregnancy should use supplemental

folate for neural tube defect prevention and because it

may decrease the risk of spontaneous abortion
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VITAMINES SUPPLEMENTS: NOT PROVEN EFFICACY

A total of 40 trials, involving 276,820 women and 278,413 pregnancies were included.

- Vitamin C, Vitamin E, Vitamin A and Multivitamin supplements were studied and

no evidence of differences in the risk of total fetal loss or miscarriage between

women receiving any other combination compared with was found.
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However, many studies have been carried on the crucial role of Vitamine D

1Andersen, Louise B., et al. 2015. “Vitamin D Insufficiency Is Associated with Increased Risk of First-trimester Miscarriage in the Odense Child 

Cohort.” The American Journal of Clinical Nutrition 102 (3): 633–38. doi:10.3945/ajcn.114.103655.

Vitamine D

1

2

2Kwak-Kim, Joanne, Annie Skariah,2016. “Humoral and Cellular Autoimmunity in Women with Recurrent Pregnancy Losses and Repeated

Implantation Failures: A Possible Role of Vitamin D.” Autoimmunity Reviews 15 (10): 943–47. doi:10.1016/j.autrev.2016.07.015.

3

3Flood-Nichols, Shannon K 2015. “Vitamin D 

Deficiency in Early Pregnancy.” PLOS ONE 10 

(4): e0123763. 

doi:10.1371/journal.pone.0123763.
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1Ota, Kuniaki, 2014. “Vitamin D Deficiency May Be a Risk Factor for Recurrent Pregnancy Losses by Increasing Cellular Immunity and Autoimmunity.” 

Human Reproduction (Oxford, England) 29 (2): 208–19. doi:10.1093/humrep/det424.

VITAMINE D
IT SEEMS TO REGULATE THE 

CYTOKINE PATHWAYS IN THE 

ENDOMETRIUM..

1

2

..BUT THERE IS STILL NO 

SURE ANSWER!

2

1

2Tavakoli, Maryam. 2011. “Effects of 1,25(OH)2 Vitamin D3 on Cytokine Production by Endometrial Cells of Women with Recurrent Spontaneous

Abortion.” Fertility and Sterility 96 (3): 751–57. doi:10.1016/j.fertnstert.2011.06.075.



BED REST

“THERAPEUTIC” BED REST CONTINUES TO BE USED WIDELY, 

DESPITE EVIDENCE OF NO BENEFIT AND KNOWN HARMS:

✓LOSS OF TRABECULAR BONE DENSITY

✓VENOUS THROMBOEMBOLISM RISK

✓MUSCULO-SKELETAL DECONDITIONING

✓SIGNIFICANT PSYCHOSOCIAL STRAIN ON INDIVIDUALS AND FAMILIES

Goldenberg RL, Cliver SP, Bronstein J, et al. Bed rest in pregnancy. Obstet Gynecol 1994; 84:131

(Obstet Gynecol 2013;121:1305–8) DOI: 10.1097/AOG.0b013e318293f12f
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PELVIC REST

“PELVIC REST” CONSISTS OF AVOIDING ACTIVITIES THAT 

MIGHT INCREASE PELVIC PRESSURE OR PELVIC MUSCLE 

CONTRACTIONS, INCLUDING:

• SEX

• DOUCHING

• USE OF TAMPONS

• REPETITIVE SQUATTING

• BRISK WALKING OR OTHER LOWER BODY EXERCISES

Mayo Clinic Guide, www.mayoclinic.org/healthy-lifestyle/pregnancy-week-by-week/in-depth/pregnancy/art-20048007

Pelvic rest might be recommended in conditions such as placenta previa, increased

risk of preterm labor or abdominal surgery during pregnancy.
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• HEAVY ALCOHOL USE DURING PREGNANCY CAN LEAD TO MISCARRIAGE, STILLBIRTH AND CAN 

CAUSE THE FETAL ALCOHOL SYNDROME

The effects that alcohol has on a developing baby 

depend on:

- the seize of the exposure

- the stage of the pregnancy

- The contemporary consumption of other drugs

- traits passed down through the families, still not 

completely clear

Subst Use Misuse. 2014 Sep; 49(11): 1437–1445.,doi:  10.3109/10826084.2014.912228

Volume and Type of Alcohol during Early Pregnancy and the Risk of Miscarriage

Lyndsay Ammon Avalos, PhD, MPH,a Sarah Roberts, DrPH,b Lee Ann Kaskutas, DrPH,c,d Gladys Block, PhD,d and De-Kun Li, MD, PhDa

Nuovi presidi nella prevenzione dell'aborto spontaneo e del parto pretermine



•THESE RESULTS PROVIDE REASSURING EVIDENCE THAT LOW

TO MODERATE ALCOHOL INTAKE BEFORE PREGNANCY

INITIATION DOES NOT AFFECT RISK OF PREGNANCY LOSS

But…

Prepregnancy Low to Moderate Alcohol Intake Is Not Associated with Risk of Spontaneous

Abortion or Stillbirth., J Nutr. 2016 Mar 9., Gaskins AJ, Rich-Edwards JW, Chavarro JE. DOI:

10.3945/jn.115.226423
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• Pre-pregnancy coffee consumption at 
levels ≥4 servings/day is associated 
with increased risk of sab, particularly 
at weeks 8-19.

• HIGHER MATERNAL CAFFEINE
INTAKE WAS ASSOCIATED WITH A
HIGHER RISK OF PREGNANCY
LOSS AND ADHERENCE TO
GUIDELINES TO AVOID HIGH
CAFFEINE INTAKE DURING
PREGNANCY APPEARS PRUDENT

CAFFEINE ABUSE PRE- AND IN PREGNANCY MUST BE AVOIDED
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INFECTIONS: 
A REAL PROBLEM

• The association of systemic infections with malaria, brucellosis, cytomegalovirus and human

immunodeficiency virus, dengue fever, influenza virus and of vaginal infection with bacterial

vaginosis, with increased risk of miscarriage has been demonstrated.

• Q fever, adeno-associated virus, bocavirus, hepatitis C and mycoplasma genitalium infections

do not appear to affect pregnancy outcome.

• The effects of chlamydia trachomatis, toxoplasma gondii, human papillomavirus, herpes

simplex virus, parvovirus B19, hepatitis B and polyomavirus BK infections remain controversial.

Though various pathogens have been associated with miscarriage, the mechanism(s) of infection-

induced miscarriage are not yet fully elucidated.

The role of infection in miscarriage, Hum Reprod Update. 2016 Jan; 22(1): 116–133, S. Giakoumelou, Nick Wheelhouse,2 Kate Cuschieri,3 Gary 

Entrican,2,4 Sarah E.M. Howie,5 and Andrew W. Horne1,* . doi:  10.1093/humupd/dmv041 PMCID: PMC4664130
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MISCARRIAGE & PCOS: problems’overlap
• Miscarriage rates among women with PCOS are believed to be increased 

compared with normal fertile women, although supporting evidence is limited. 

Pregnant women with PCOS experience a higher incidence of perinatal 

morbidity from gestational diabetes, pregnancy-induced hypertension, and 

preeclampsia. 

• The use of insulin sensitizing drugs to decrease hyperinsulinemic insulin 

resistance has been proposed during pregnancy to reduce the risk of 

developing preeclampsia or gestational diabetes. 

• Administration of metformin throughout pregnancy to women with PCOS was 

associated with a marked and significant reduction in the rate of early 

pregnancy loss2.

Pregnancy Complications in Women with PCOS, C.M. Boomsma,, University Medical Center Utrecht, Utrecht, The Netherlands, Semin Reprod

Med 2008; 26(1): 072-084 DOI: 10.1055/s-2007-992927

2 Metformin reduces abortion in pregnant women with polycystic ovary syndrome,  Gynecological Endocrinology Vol. 22 , Iss. 12,2006, , Sherif

Khattab, Iman Abdel Mohsen, Ismail Aboul Foutouh, 

Nuovi presidi nella prevenzione dell'aborto spontaneo e del parto pretermine



THYROIDITIS & MISCARRIAGE: still unclear

Conclusion: Women with subclinical hypothyroidism and thyroid autoimmunity are

at an increased risk of miscarriage between four and eight gestational weeks.

• Women with a combination of SCH and TAI were found to have the highest risk

and earlier gestational ages of miscarriage.

• In this prospective cohort study, 3315 women at low risk for thyroid dysfunction

were screened at 4-8 weeks GA

• TSH, fT4, and the autoantibodies TPOAb and TgAb were measured.
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THE REPLY!

THYROIDITIS & MISCARRIAGE: still unclear

Nuovi presidi nella prevenzione dell'aborto spontaneo e del parto pretermine



IS IODINE SUPPLEMENTATION NEEDED?

✓ It may be unethical to compare iodine to 

placebo or no treatment in severe deficiency 

settings

✓Trials may also be unfeasible in settings 

where pregnant and lactating women 

commonly take prenatal supplements with 

iodine

Conclusion: UPS AND DOWNS

The available evidence suggested that iodine supplementation decreases the likelihood

of postpartum hyperthyroidism and increases the likelihood of the adverse effect of

digestive intolerance in pregnancy
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Inclusion criteria were risk factors

for Pre-Eclampsia, including: 

• Nulliparity

• Multiple pregnancy

• Chronic hypertension

• Cardiovascular or endocrine 

disease

• Prior gestational hypertension or 

fetal growth restriction

• Abnormal uterine artery doppler

PRE-ECLAMPSIA-COMPLICATED PREGNANCIES                                   Low Dose ASPIRINE?   

YES, with 

correct timing!
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SO, CAN ANTICOAGULANTS BE HELPFUL ALSO IN PATIENTS WITH

UNEXPLAINED RECURRENT MISCARRIAGE?

Does NOT seem 

so!
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PROGESTERON in RECURRENT MISCARRIAGE 

Insufficient progesteron

production has been believed to

be a cause of recurrent

miscarriage for some years1

1 Haas, David M, and Patrick S Ramsey. 2013. “Progestogen for Preventing Miscarriage.” In Cochrane Database of Systematic Reviews. John 

Wiley & Sons, Ltd. http://onlinelibrary.wiley.com/doi/10.1002/14651858.CD003511.pub3/abstract.

This study suggests that

SUPPLEMENTATION CAN

ACTUALLY PREVENT

ADVERSE EVENTS!
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IMMUNOTHERAPY can actually prevent MISCARRIAGE?

1 Wong,, Luchin .2014. “Immunotherapy for Recurrent Miscarriage.” In Cochrane Database of Systematic Reviews. John Wiley & Sons, Ltd. doi/10.1002/14651858.CD000112.pub3/abstract.

2 Gynecology 41 (5): 491–99. doi:10.1002/uog.12421. Robertson, Sarah A., .2016. “Corticosteroid Therapy in Assisted Reproduction – Immune Suppression Is a Faulty Premise.” Human 

Reproduction 31 (10): 2164–73. doi:10.1093/humrep/dew186.

1

1

2

2
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Impact of the problem
Major complication of pregnancy associated with perinatal mortality and morbidity.

The incidence of preterm delivery is incresing (9.1-13.4%), even if the neonatal care is

improved

Several risk factors:

✓ Ethnicity

✓ Previous preterm delivery

✓ Cervical lenght (< 25 mm before 24 weeks of gestation)

✓ Conization

✓ Prolonged vaginal bleeding during pregnancy

✓ Urinary and vaginal infections, periodontal diseases

✓ Low Body mass index

✓ Smoking

✓ Drugs

✓ Short interval between pregnancies

Blencowe H et al. Lancet 2012; 379: 2162-72

Goldenberg RL et al. Lancet 2008; 371: 75-84

Iams JD, Berghella V. Am J Obstet Gynecol 2010; 89-100
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A female sex hormone produced

mainly in the ovaries following

ovulation each month.

It’s a crucial part of the menstrual

cycle and maintenance of pregnancy

Progesterone helps to regulate the

cycle and, after ovulation, it helps

thicken the lining of the uterus in

preparation for a fertilized egg

Symptoms of low progesterone in non

pregnant women include:

✓ headaches or migraines

✓ mood changes, including anxiety or

depression

✓ low sex drive

✓ hot flashes

✓ irregularity in your menstrual cycle

Progesterone
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MECHANISMS OF ACTION

• Local increase in progesterone in gestational tissue

• Relaxation of myometrial smooth muscle 

• Blocking of the action of oxytocin 

• Down-regulate gap junctions formation

• Inhibit cervical ripening

1. Society of Maternal-Fetal Medicine Publications Committee with Berghella V. Progesterone and Preterm Birth Prevention: Translating Clinical 

Trials Data into Clinical Practice. AJOG. March 2012. 

2. Meis PJ, et al. Prevention of Recurrent Preterm Delivery by 17 Alpha-Hydroxyprogesterone Caproate. The New England Journal of Medicine. 12 

Jun 2003. 148:24. 2379-85. 

➢ Progesterone is a steroid hormone initially produced by the corpus luteum. 

➢ In early pregnancy, progesterone is critical for pregnancy maintenance until the placenta takes over this

function at 7 to 9 weeks of gestation, Its name is derived from this function: pro-gestational steroidal

ketone. 

➢ Removal of the source of progesterone (the corpus luteum) or administration of a progesterone receptor

antagonist readily induces abortion before 7 weeks (49 days) of gestation.
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17 OH Hydroxyprogesterone caproate

FDA, 2011

Meis, NEGM 2003

37% vs 55%

Delivery < 37 sg

Northen AT, 

Green J 2007

No impact on neonatale 

outcome

Possible acute effects: 
Pain, swelling or itching at the injection site 

Rash

Nausea

Diarrhea

Pulmonary edema

infection

Vaginal progesterone
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Luteectomized patients 

Treated with Progesterone 
exhibited 

Elevated Progesterone and 
only a slight and transient 

decline in

estradiol-17P levels

and 

No evolution of intrauterine 

pressure and oxytocin

response

Normal pregnancy was 

sustained.

Csapo A. I. et al, Effects of luteectomy and progesterone replacement therapy in early pregnant patients, 

American Journal of Obstetrics and Gynecology, 1973: 759-765
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CONTROINDICATIONS

• Hypersensitivity to progesterone products

• History of venous or arterial thrombosis

• Carcinoma of breast or genital tract

• Undiagnosed abnormal vaginal bleeding unrelated to 

pregnancy

• Hepatic disease

1. Progesterone. Lexicomp. Accessed 2 Oct 2016. 2. Hydroxyprogesterone caproate. Lexicomp. Accessed 2 Oct 2016.
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SEVERAL STUDIES…..

• DIFFERENT POPULATIONS (SINGLETON VS TWIN PREGNANCIES)

• DIFFERENT INCLUSION CRITERIA

• DIFFERENT TYPES OF TREATMENT (VAGINAL VS INTRAMUSCULUM)

• DIFFERENT AIM OF STUDIES (PROFILAXIS VS TREATMENT)

…HARDLY COMPARABLE
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ASYNTOMATIC, SINGLETON PREGNANCY
• Cervical length ≤ 15 mm

• Ultrasonography measurement of 

cervical length at 20 to 25 weeks of 

gestation

• DAILY VAGINAL ADMINISTRATION

• 200 MG OF PROGESTERONE

• FROM 24 TO 34 WEEKS OF GESTATION

• Significant reduction of spontaneous

preterm delivery

• No significant reduction in perinatal

mortality or neonatal morbidity. 
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A sonographic short cervix (10–20 mm) at 19+0

to 23+6 weeks of gestation.

Women were allocated randomly to receive

vaginal progesterone gel or placebo daily

starting from 20 to 23+6 weeks until 36+6

weeks, rupture of membranes or delivery

45% reduction in the rate of preterm

birth before 33 weeks of gestation

and

with improved neonatal outcome

ASYNTOMATIC, SINGLETON PREGNANCY
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Berghella V. Universal Cervical Screening for Prediction and Prevention of Preterm Birth 

Obstetrical and Gynecological Survey 2012; 67(10): 453-457

Universal

Cervical

Screening
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• No Significant reduction of spontaneous 

preterm delivery (≤34 weeks) or composite 

neonatal adverse outcomes

• Cervical length ≤ 25 mm

OR previous spontaneous birth at

≤34 weeks of gestation

OR positive fetal fibronectin test 

combined with other clinical risk 

factors for preterm birth

• Enrollment between 18–24 weeks 

of gestation

• DAILY VAGINAL ADMINISTRATION

• 200 MG OF PROGESTERONE

• FROM 22-24 WEEKS OF GESTATION

ASYNTOMATIC, SINGLETON PREGNANCY
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• REAFFIRMS THAT VAGINAL PROGESTERONE REDUCES THE RISK 

OF PRETERM BIRTH AND NEONATAL MORBIDITY AND MORTALITY 

FOR WOMEN WITH SINGLETON GESTATION AND SHORT CERVIX.

ASYNTOMATIC, SINGLETON PREGNANCY

Reply…
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BIAS
• META-ANALYSIS, JULY 2016

• 5 TRIALS, INCLUDING OPPTIMUM

• Information on the Bayley-III cognitive composite

score at 2years of age, one of the primary outcome

measures, was available for only∼70% of children

• No results for key outcomes such as preterm

birth<37, <32, and<28weeks of gestation, RDS,

Retinopathy of prematurity and birth weight<1500g

and<2500g, among others

• Only 68.6% of women (66.3% in the vaginal

progesterone group) used at least 80% of study

• Most primary and secondary outcome measures

were incompletely reported for the three subgroups

of women at risk of preterm birth so they cannot be

included in the meta-analyses

1. Romero R et al. Vaginal progesterone decreases preterm birth≤34weeks of gestation in women with a singleton pregnancy and a short cervix: 

an updated meta-analysis including data from the OPPTIMUM study Ultrasound Obstet Gynecol 2016; 48: 308–317



• No Significant reduction of spontaneous 

preterm delivery (≤32 weeks) in women with 

a history of spontaneous preterm birth

• Spontaneous singleton preterm birth 

at between 20+0 and 35+0 weeks of 

gestation in the immediately 

preceding pregnancy

• Women enrolled  between 18+0 and 

22+6 weeks of gestation

• DAILY VAGINAL ADMINISTRATION

• 1.125 G OF GEL CONTAINING 90 MG OF 

PROGESTERONE

• FROM ENROLLMENT TO 37 WEEKS OF 

GESTATION

ASYNTOMATIC, SINGLETON PREGNANCY
WITH PREVIOUS PRETERM BIRTH
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ASYNTOMATIC, SINGLETON PREGNANCY
WITH PREVIOUS PRETERM BIRTH WITH CERCLAGE

• Spontaneous singleton preterm birth 
at between 17+0 and 33+0 weeks of 
gestation in previous pregnancy

• Cervical length ≤ 15 mm measured
between 16 and 22 weeks of 
gestation

• WEEKLY INTRAMUSCOLAR
ADMINISTRATION

• 250 MG OF 17-
ALPHAHYDROXYPROGESTERONE 
CAPROATE (17P)

• FROM 16 TO 36 WEEKS OF GESTATION• No additional benefit for prevention of preterm 
delivery (≤35 weeks) in women with cerclage

• In the absence of cerclage, 17P was associated with 
a reduction in previable birth and perinatal 
mortality 
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Berghella V. Universal Cervical Screening for Prediction and Prevention of Preterm Birth 

Obstetrical and Gynecological Survey 2012; 67(10): 453-457

Universal

Cervical

Screening
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• Significant reduction of spontaneous

preterm delivery (≤34 weeks) in women with

a history of spontaneous preterm birth

• Daily vaginal progesterone started at about

16 weeks’ gestation is a reasonable, if not

better, alternative to weekly 17-OHPC

injection

• Spontaneous singleton preterm birth in 
previous pregnancy

• Women enrolled  at about 16 weeks’ 
gestation daily vaginal administration

• 90 MG OF PROGESTERONE (GEL), 

• 100 OR 200 MG VAGINAL CPR DAILY

• 250 MG INTRAMUSCULAR WEEKLY

• FROM ENROLLMENT TO 36 WEEKS OF 
GESTATION OR DELIVERY

ASYNTOMATIC, SINGLETON PREGNANCY
WITH PREVIOUS PRETERM BIRTH
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ASYNTOMATIC, TWIN PREGNANCY
• Cervical length ≤ 25 mm

• DAILY VAGINAL ADMINISTRATION

• 200 MG OF PROGESTERONE IN 3TRIALS:

-1 00 MG OF PROGESTERONE IN 1 TRIAL

-400 MG OF PROGESTERONE IN 1 TRIAL

-200/400 MG OF PROGESTERONE IN 1    

TRIAL

• FROM 20-24 WEEKS OF GESTATION IN 5 

TRIALS, 

• FROM 18-21 WEEKS OF GESTATION IN 1 

TRIAL 

• Significant reduction of spontaneous preterm delivery (≤33 weeks) by 31%

• Larger-than-average reduction in the risk of preterm birth <33 weeks

• CL between 10-20 mm, vaginal progesterone 400 mg/day
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Risk groups included prior spontaneous 

preterm birth, twin pregnancy, and uterine 

malformations. 

Micronized progesterone or placebo (100 mg) 

was administered daily by vaginal suppository 

between 24 and 34 weeks of gestation. 

Prophylactic vaginal progesterone

reduced the rate of preterm labor

and preterm delivery in high-risk

pregnancies

Administering progesterone also

reduced the preterm birth before 34

weeks of gestation

HIGH RISK PREGNANCIES
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MAINTENANCE TREATMENT AFTER AN ARRESTED
PRETERM LABOUR, SINGLETON PREGNANCY

• Women admitted for preterm labour, and 

had been successfully treated with any 

tocolytic drug

• Cervical length ≤ 25 mm

• Gestational age between 24.0 and 

<34.0 weeks of gestation

• DAILY VAGINAL ADMINISTRATION

• 200 MG OF PROGESTERONE

• FROM 24 TO 36 WEEKS OF GESTATION

• No Significant reduction of spontaneous 

preterm delivery
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Tocolysis for Women in preterm labour, February 2011
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Is bed rest beneficial? 

There is no evidence supporting bed rest as an effective intervention for prevention

of spontaneous preterm birth in singletons or twins.

Bed rest has known potential promotes:
✓ Loss of trabecular bone density

✓ Venous thromboembolism risk

✓ Musculoskeletal deconditioning

✓ Significant psychosocial strain on individuals and families

Based on lack of evidence of efficacy in prematurity prevention, and known

significant risks, we do not recommend bed rest for women with a recent history of

PTL.

Goldenberg RL. Arrested preterm labor: do the data support home or hospital care? Obstet Gynecol 2005; 106:3.

Goldenberg RL, Cliver SP, Bronstein J, et al. Bed rest in pregnancy. Obstet Gynecol 1994; 84:131

Yost NP, Bloom SL, McIntire DD, Leveno KJ. Hospitalization for women with arrested preterm labor: a randomized trial. Obstet Gynecol 2005; 

106:14.

The only randomized trial designed to determine whether hospitalization of women with arrested PTL

increased the proportion of deliveries ≥36 weeks compared with women discharged home did not find a

benefit. In both groups, about 70 percent of women delivered at ≥36 weeks of gestation.
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Risk of 

recurrency
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Meis, 2003

Fonseca, 2007

Fonseca, 2007

Hassan, 2011

Romero, 2012

Werner EF, Obstet Gynecol 2011
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ALGORITMO DELLO STUDIO

Paziente con minaccia di parto prematuro
(almeno 4 criteri di inclusione soddisfatti)

OSPEDALIZZAZIONE

Induzione della maturità polmonare (Betametasone 12 mg im x2/die) + tocolitico (Tractocile) (2gg)

Persistenza attività contrattile? 

Modificazioni visita ostetrica?

Riduzione cervicometria?

Aumento indici di flogosi?

Lattoferrina

300 mg cpr vaginali  

SI

NO

Esclusione dallo studio:

prosecuzione terapia tocolitica

espletamento del parto

Studio controllato 
randomizzato in aperto 

Progesterone

200 mg ov vag

Tamponi cervico-
vaginali

Urocoltura

Indici di flogosi 

sistemicip
er
io
d
ic
a
m
e
n
te

Registrazione dei dati relativi all’andamento della gravidanza, al parto ed all’outcome neonatale.
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A role for pessary?

Literature doesn’t agree:

Different inclusion criteria

Twin and singleton pregnancies

Different type of additional treatment (antibiotic, progesterone..)

SINGLETON 

EFFECTIVE

Goya et Al 2012 

NOT EFFECTIVE

Nicolaides et Al 2016

Hui et Al 2013
MULTIPLE

Goya et Al 2016
Liem et Al 2013

Jarde et Al 2016

• Goya, et al. 2012. “Cervical Pessary in Pregnant Women with a Short Cervix (PECEP): An Open-label Randomised Controlled Trial.” The Lancet 379 (9828):.

• Nicolaides et al. 2016. “A Randomized Trial of a Cervical Pessary to Prevent Preterm Singleton Birth.” New England Journal of Medicine 374 (11): 1044–52

• Hui,et al. 2013. “Cerclage Pessary for Preventing Preterm Birth in Women with a Singleton Pregnancy and a Short Cervix at 20 to 24 Weeks: A Randomized Controlled Trial.” 

American Journal of Perinatology 30 (04): 283–88. 

• Goya et al. et al. 2016. “Cervical Pessary to Prevent Preterm Birth in Women with Twin Gestation and Sonographic Short Cervix: a Multicenter Randomized Controlled Trial (PECEP-

Twins).” American Journal of Obstetrics & Gynecology 214 (2): 145–52

• Liem et al. 2013 “Cervical Pessaries for Prevention of Preterm Birth in Women with a Multiple Pregnancy (ProTWIN): a Multicentre, Open-label Randomised Controlled Trial.” The 

Lancet 382 (9901): 1341–49. 

• Jarde et al. 2016 “Effectiveness of Progesterone, Cerclage and Pessary for Preventing Preterm Birth in Singleton Pregnancies: a Systematic Review and Network Meta-analysis.” 

BJOG: An International Journal of Obstetrics & Gynaecology 124 (8): 1176–89. 
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Houlihan 2016. “Cervical Cerclage for Preterm Birth Prevention in Twin Gestation with Short Cervix: a Retrospective Cohort Study.” Ultrasound in Obstetrics & Gynecology: The 
Official Journal of the International Society of Ultrasound in Obstetrics and Gynecology 48 (6): 752–56.
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Macnaughton et al. 1993)
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A comparison between devices



Jarde 2017 2017. “Effectiveness of Progesterone, Cerclage and Pessary for Preventing Preterm Birth in Singleton Pregnancies: a Systematic Review and Network Meta-analysis.” 

BJOG: An International Journal of Obstetrics & Gynaecology 124 (8): 1176–89. 
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