
Study Protocol 

 Efficacy of Mifepristone followed by misoprostol compared to misoprostol alone in First 
trimester miscarriage Treatment - a double-blind randomized controlled trial (MiFirsT) 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

  

 

 

 

 

 

 

Assessment for eligibility 

Healthy women ≥18 years old with anembryonic or missed first trimester 

miscarriage ≤9 weeks+6d of gestation (diagnostic criteria in appendix 1). 

Intervention 

Record demographic and clinical characteristics; 

Give oral pill (mifepristone 200mg or placebo), taken under 
physician’s supervision; 

Provide vaginal misoprostol 800μg and instruct participants to 
complete the treatment 36-48 hours after the oral pill; 

Give Rh(D)-imune globulin to Rh(D) negative women; 

Prescribe oral analgesics: paracetamol 1g 8/8h SOS and 
ibuprofen 400mg 8/8h SOS; 

Schedule first follow-up in 2-3 weeks. 

 

Exclusion criteria 

• Diagnosis of inevitable or incomplete miscarriage; 

• Suspicious of ectopic pregnancy or trophoblastic disease; 

• Intrauterine device in place; 

• Allergy to prostaglandins; 

• Intense vaginal bleeding with hemoglobin level <9 g/dL or 

hemodynamic instability; 

• Suspicious of systemic infection; 

• Use of anticoagulant therapy; 

• Long-term corticosteroid therapy; 

• Medical history of hemorrhagic disorder, porphyria, 
uncontrolled heart disease or adrenal failure. 

Documents to participants 

• Written informed consent (appendix 2); 

• Document with information about the 
treatment (instructions to complete it, what to 
expect, signs or symptoms that should 

indicate urgent evaluation – appendix 3); 

• Questionnaire (date and time of misoprostol 
administration, adverse effects, bleeding and 
pain intensity, use of pain medication and 

treatment acceptability – appendix 4). 

First follow-up 

Clinical and ultrasonographic evaluation. 

 

Repeat vaginal misoprostol 
approximately 48 hours after the 
first evaluation if no tissue was lost. 

Complete miscarriage?  

(intra-uterine tissue with 

diameter <15mm) 

No 

Discharge Yes 



 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

* Admit a last follow-up after menses if asymptomatic incomplete miscarriage and intra-uterine tissue diameter of 15-30mm. 

Offer vaginal misoprostol 800μg or uterine aspiration/curettage 
if missed miscarriage; 

Offer revaluation after menses, vaginal misoprostol 800μg or 
uterine aspiration/curettage if incomplete miscarriage; 

Schedule follow-up in 1-2 weeks if misoprostol is repeated or 
longer if revaluation after menses. 

Option for surgical 
treatment? 

Discharge 

No 

Second follow-up 

Clinical and ultrasonographic evaluation. 

 

No 

Complete miscarriage?  

(intra-uterine tissue with 

diameter <15mm) 

Third follow-up 

Clinical and ultrasonographic evaluation. 

 

No 

Complete miscarriage?  

(intra-uterine tissue with 

diameter <15mm) 

Offer uterine aspiration/curettage.* 

 

Yes 

Yes 

Offer vaginal misoprostol 800μg or uterine aspiration/curettage 
if missed miscarriage; 

Offer revaluation after menses, vaginal misoprostol 800μg or 
uterine aspiration/curettage if incomplete miscarriage; 

Schedule follow-up in 1-2 weeks if misoprostol is repeated or 
long if revaluation after menses. 

 

Yes 



Appendix 1 

 

Guidelines for transvaginal ultrasonographic diagnosis of first trimester miscarriage in a woman with 

an intrauterine pregnancy* 

Findings diagnostic of pregnancy failure Findings Suspicious for pregnancy failure (but 

not diagnostic)† 

Crown–rump length of ≥7 mm and no heartbeat Crown–rump length of <7 mm and no heartbeat 

Mean sac diameter of ≥25 mm and no embryo Mean sac diameter of 16–24 mm and no embryo 

Absence of embryo with heartbeat ≥2 wk after 

a scan that showed a gestational sac without a 

yolk sac 

Absence of embryo with heartbeat 7–13 days after a 

scan that showed a gestational sac without a yolk sac 

Absence of embryo with heartbeat ≥11 days 

after a scan that showed a gestational sac with 

a yolk sac 

Absence of embryo with heartbeat 7–10 days after a 

scan that showed a gestational sac with a yolk sac 

Absence of embryo ≥6 weeks after last menstrual 

period 

Empty amnion (amnion seen adjacent to yolk sac, 

with no visible embryo) 

 Enlarged yolk sac (>7 mm) 

 Small gestational sac in relation to the size of the 

embryo (<5 mm difference between mean sac 

diameter and crown–rump length) 

* Criteria from Society of Radiologists in Ultrasound Multispeciality Consensus Conference on Early First Trimester 
Diagnosis of Miscarriage and Exclusion of a Viable Intrauterine Pregnancy, October 2012. 

† A follow-up ultrasonography at 7-10 days to assess the pregnancy for viability is generally appropriate. 

 

 

 

 

 

 

 

 

 

 

 

 



Appendix 2 

Written informed consent (original document in Portuguese) 

 



Appendix 4 

Informative document about first trimester miscarriage and medical treatment       
(original document in Portuguese)

   

 



 

 

 



Appendix 5 

Questionnaire (original document in Portuguese) 

 


