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Placental refractile material identified  

in three cases of intrauterine demise  

due to known, reported, and suspected  

misoprostol use 

Chad Butler, PGY-3  

Objectives  

• Define misoprostol  

• Discuss home abortions 

• Present index cases 

• Present data on refractile material and purple deposits identified in 

placentas with history of vaginal misoprostol use  

Misoprostol (Cytotec)  

• Synthetic prostaglandin E1 (PGE1) 

• Uses: 

• Treat ulcers, induce labor, control postpartum bleeding, 

medical abortion 

• Dose dependent 

• Induction:  25 mcg/dose (vaginal low-dose) 

• Medical abortion, miscarriage, IUFD:  800 mcg 

(vaginal high-dose) 

• Routs of administration:  Oral, sublingual, buccal, rectal, vaginal 

• Oral administration less effective due to first pass metabolism by 

liver  

• Vaginal administration bypasses first-pass effect of liver, 

greater local effect 
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Home Abortions  
• Misoprostol is only intended for medical abortion in clinical 

setting 

• Increasingly restrictive abortion laws, lack of access to abortion 

providers,  stigma, privacy, cost, etc. combined with increased 

access to abortion medicine online promote likelihood 

encountering clandestine abortion in forensic setting 

• Hopson and Ross (2017) case series on clandestine abortion 

• 5 fetal deaths due to misoprostol purchased online 

• Murtagh, et al. (2018) performed a search for “abortion pills” 

online and purchased 18 mifepristone-misoprostol tablet kits 

• No site required a prescription  

• Median cost $204.50 including S&H (misoprostol tablets 

alone cheaper); average medical abortion ~$500 in US  

• Pills assayed and only 30% of tablets contained misoprostol 

concentrations within 10% of labeled dose 
 

 

Index Case 

• History: 

• Third trimester fetus delivered precipitously at home. Mother experiences 

bowel cramps, goes to the bathroom to have a bowel movement, and 

pushes the fetus out onto the bathroom floor.  Fetal death is pronounced 

at the ED.  

• Gross Findings: 

• Largely unremarkable 

• Placenta <10th percentile for estimated GA 

• Microscopic Findings: 

• Unremarkable 

• Except for refractile deposits throughout maternal surfaces  

 

 

 

 

 

• 20 2nd trimester placentas retrospectively compared 

• 10 terminations with misoprostol and 10 without 

misoprostol induction  

• 5/10 terminations with misoprostol showed refractile material -

-microcrystalline cellulose (pharmaceutical tablet filler) 

deposits on maternal surfaces of placental membranes 

• 0/10 placentas with no known misoprostol administration 

showed microcrystalline deposits  
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200 µg misoprostol tablet 

a 
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Crospovidone 

Mukhopadhyay S., et al., Am J Surg Pathol. 2007   Shaddy S, et al. Am J Surg Pathol. 2017  

Case 3 Misoprostol Tablet  

• MCC and crospovidone:  inactive fillers in pharmaceutical 

tablets 

• Deposit following placental delivery through vaginal canal  

• MCC polarizable with matchstick or thatch roof morphology  

• Crospovidone dark purple, clustered, non-polarizable, with 

coral or grape-like morphology 

Retrospective Study 

• Materials and Methods:  

• 101 placentas from surgical pathology service retrospectively reviewed 

• No vaginal dose, low-dose, and high-dose 

• Low dose = <100 mcg; High dose = >600 mcg 

• No intravaginal tablets other than misoprostol 

• Location and quantity of  presumed microcrystalline cellulose (MCC) 

deposits, presumed crospovidone (CP), and cotton fibers documented 

 

• Results: 

• MCC/CP present in: 

• 19/26 (73%) high-dose administration 

• 0/16 (0%) low-dose administration 

• 0/59 (0%) no dose administration 

• No false positives (sp = 100% for vaginal tablet use) 

• Most common locations:  maternal surface of extraplacental membranes 

> within parenchyma of placental disc > surface of chorionic plate > 

surface of umbilical cord 
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Focal vs Diffuse 

Cotton Fibers 

MCC embedded in tissue, matchstick morphology, often associated with crospovidone 

Conclusions 
• MCC/CP only identified in high-dose vaginal administration, 

most commonly on maternal surface of extraplacental 

membranes 

• No additional cost, just need placenta and polarizer 

• Need placenta 

• Requires vaginal tablet use  

• Sensitivity ~75% in high-dose vaginal administration 

• Predictive values likely lower in community 

• Specific for vaginal tablet use, not diagnostic of misoprostol use 

• Any tablet could contain these fillers 

• Misoprostol purchased from unregulated manufacturers; not 

known what fillers are in these tablets 

• Confirmatory methods identifying active misoprostol 

ingredients on slides containing these fillers would be 

useful, but are not currently available 
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