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1 INTRODUCTION 

This training manual provides information on the use of MS-2 Step (mifepristone, 

misoprostol), Mifepristone Linepharma and GyMiso® for termination of early pregnancy1.  The 

process for achieving medical termination of pregnancy (MTOP) involves the combination of: 

• Mifepristone Linepharma: mifepristone, 1 x 200 milligram tablet; and 

• GyMiso®: misoprostol, 4 x 200 microgram tablets. 

 

This training manual also provides information on the use of Mifepristone Linepharma for the 

termination of pregnancy for medical reasons beyond the first trimester2.   

 

MS-2 Step (mifepristone, misoprostol), and Mifepristone Linepharma are trademarks of 

Linepharma (France).  GyMiso® is a registered trademark of Linepharma (France).  MS-2 

Step is a trademark of MS Health. 

 

The combination of the progesterone receptor modulator mifepristone with the prostaglandin 

analogue misoprostol is a safe and effective method for (MTOP).  This manual describes the 

use of MS-2 Step™ (mifepristone, misoprostol) for MTOP, including: 

(1) the information that should be provided to the patient before she can give informed 

consent (Section 4); 

(2) who is eligible (or not eligible) for MTOP with MS-2 Step™ (Section 5); 

(3) the steps of the process (Section 6); 

(4) the important need for clinical follow-up (Section 7); 

(5) contraception after the termination (Section 7); 

(6) the possible side effects and complications and how to handle them (Section 8) 

(7) the risk management plan provided by MS Health (Section 11) 
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2 MIFEPRISTONE AND MISOPROSTOL 

Mifepristone and misoprostol have been used for the termination of first trimester pregnancy 

since the 1980s.  The combination of these two medicines is a well-established method for 

MTOP and is safe and effective. 

 

In Australia, MS-2 Step (mifepristone, misoprostol) is a composite pack containing 
Mifepristone Linepharma 200 mg tablet and GyMiso® misoprostol 200 microgram tablets. 

MS-2 Step (mifepristone, misoprostol) is indicated for medical termination of developing 
intra-uterine pregnancy, up to 63 days of gestation. 

It is recommended that the duration of pregnancy (i.e., up to 63 days gestation) be confirmed 
by ultrasound. In the event that an ultrasound is not possible, extra caution should be 
exercised. 
  
Ultrasound is also useful to exclude ectopic pregnancy. 

 

In addition, Mifepristone Linepharma 200 mg tablets are available as single pack. 

• Mifepristone Linepharma 200 mg tablets (single pack) is indicated in females of 

childbearing age for preparation for the action of registered prostaglandin analogues 

that are indicated for the termination of pregnancy for medical reasons beyond the 

first trimester. 

 

This training manual provides information on the MS-2 Step process for termination of a 

pregnancy up to 63 days of gestation in accordance with the Australian approved Product 

Information for MS-2 Step (mifepristone, misoprostol), 1, The approved regimen in Australia 

(up to 63 days gestation) is consistent with regimens used in the Authorised Prescriber 

scheme and clinical trials, and recommended by the Royal College of Obstetricians and 

Gynaecologists (RCOG) (up to 63 days gestation).  
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In some instances, studies from the clinical literature are cited that may describe the use of 

mifepristone and misoprostol outside the approved indications in Australia.  This information 

is included for educational purposes and is not intended to be promotional. 

 

2.1 Mifepristone 

Mifepristone is a synthetic steroid with antiprogestational activity as a result of competition 

with progesterone at progesterone receptors.  Mifepristone blocks the action of progesterone 

and thereby: 

• stops the pregnancy growing; 

• causes the developing placenta and embryo to detach from the uterine lining; 

• softens and dilates the cervix; 

• increases uterine contractility. 

 

Mifepristone also sensitises the myometrium of the uterus to prostaglandin-induced 

contractions.  Sensitisation starts within 24 hours of mifepristone administration but continues 

to increase, with the maximum pharmacological effect achieved 36 to 48 hours after 

mifepristone administration.3,4  When mifepristone is taken before a prostaglandin analogue, 

it allows the use of a lower dose of prostaglandin analogue, thereby reducing side effects.3 

 

2.2 Misoprostol 

Misoprostol is a synthetic analogue of prostaglandin E1.  Misoprostol induces contractions of 

the smooth muscle fibres in the uterine myometrium and relaxation of the cervix.  The 

uterotonic properties of misoprostol facilitate cervical opening and evacuation of the uterine 

contents, with bleeding and cramps. 

 

. 
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2.3 Mifepristone and Misoprostol Treatment for Medical Termination of Pregnancy 

Administration of mifepristone followed by misoprostol 24 to 48 hours later has been shown 

to be a safe and effective method of medical termination of early pregnancy.3  The 

termination process is similar to a miscarriage, with bleeding and cramps. 

 

In Australia, the combination of Mifepristone Linepharma (200 milligrams) followed by 

GyMiso® (800 micrograms) taken 36 to 48 hours later is approved for medical termination of 

pregnancy in gestations up to 63 days. 
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3 OVERVIEW OF CLINICAL LITERATURE  

3.1 Dose of Mifepristone 

When MTOP was first introduced, the main concern was to find a highly effective regimen 

and, therefore, the dose of mifepristone tended to be higher than necessary.3  Subsequent 

randomised controlled trials (RCTs) have shown that the dose of mifepristone used for 

MTOP can be reduced from 600 milligrams to 200 milligrams without a loss of effectiveness 

when used in sequence with a prostaglandin analogue such as misoprostol for gestations up 

to 63 days.5-8  In these RCTs, the complete abortion rate ranged from 89.3% to 95.5% in 

patients receiving a 200 milligram dose and from 88.1% to 94.3% in patients receiving a 

600 milligram dose.5-8  A Cochrane meta-analysis confirmed these results, with the 

200 milligram and 600 milligram doses showing similar effectiveness in achieving complete 

abortion.9  The mifepristone regimens recommended by the RCOG10 and the World Health 

Organization (WHO)11 use a 200 milligram dose of mifepristone.  The dose of mifepristone 

approved in Australia is 200 milligrams when used with misoprostol 800 micrograms. 

 

3.2 Route of Administration of Misoprostol 

Misoprostol may be administered by the oral, vaginal, buccal, or sublingual route.  Oral 

misoprostol 400 micrograms was found to be effective up to 49 days gestation, with an 

acceptable level of side effects.3  However, the success rate of this regimen was found to 

decline with increasing gestational age and is not sufficiently effective beyond 49 days of 

gestation.3  The vaginal, buccal, and sublingual routes of administration of misoprostol were 

investigated and found to be effective up to 63 days gestation, as these routes allowed a 

higher dose of misoprostol to be administered with reduced side effects.3 
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In Australia, the approved regimen is: 

• up to 63 days gestation – mifepristone 200 milligrams orally followed 36 to 48 hours 

later by misoprostol 800 micrograms given buccally. 

 

Buccal administration of misoprostol involves placing the tablets between the cheek and gum 

an.  In RCTs, the observed efficacy of regimens using the buccal route of administration of 

misoprostol was similar to or greater than that of regimens using the vaginal or oral route.  

An RCT comparing mifepristone 200 milligrams in combination with misoprostol 

800 micrograms administered buccally or vaginally (1 to 2 days later) for MTOP up to 

56 days gestation found a complete abortion rate of 95% (205 of 216 patients) in the buccal 

group and 93% (199 of 213 patients) in the vaginal group.  There were no statistically 

significant differences between the two routes of administration for the entire group or when 

the groups were stratified by gestational age.12  An RCT comparing mifepristone 

200 milligrams in combination with misoprostol 800 micrograms administered buccally or 

orally (24 to 36 hours later) for MTOP up to 63 days gestation found a complete abortion rate 

of 96.2% (405 of 421 patients) in the buccal group and 91.3% (389 of 426 patients) in the 

oral group; this difference was statistically significant (P = 0.003).13  Efficacy was not 

significantly different between buccal and oral administration for gestations up to 49 days.  

For gestations beyond 49 days, efficacy was lower with oral misoprostol compared with 

buccal misoprostol; the difference between the two routes of misoprostol administration was 

statistically significant for gestations of 57 to 63 days, with a complete abortion rate of 94.8% 

(109 of 115 patients) in the buccal group and 85.1% (97 of 114 patients) in the oral group 

(P = 0.015).13 

 

3.3 Dosing Interval 

Misoprostol has been found to be effective when administered at various times after 

mifepristone administration, ranging from immediately afterwards to 72 hours afterwards.  
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Meta-analysis showed no statistically significant difference between shorter and longer 

dosing intervals; however, slightly lower success rates were observed for dosing intervals 

less than 8 hours.14,15 

 

The approved dosing interval in Australia is Mifepristone Linepharma (200 milligrams) 

followed by GyMiso® (800 micrograms) taken 36 to 48 hours later. 

 

3.4 Overview of Randomised Controlled Trials of Mifepristone and Misoprostol 

Randomised controlled trials5,7,12,16-21 of mifepristone 200 milligrams followed 24 to 48 hours 

later by misoprostol (varying doses and routes of administration) for MTOP up to 63 days 

gestation found: 

• complete abortion in 93% to 98.7% of cases; 

• incomplete abortion in 1.1% to 4.2% of cases; 

• continuing pregnancy in 0.2% to 2.7% of cases. 

 

3.5 Australian Experience 

An observational study22 of 13,345 MTOPs has been conducted over a 2-year period at 

15 Marie Stopes clinics in Australia where patients received mifepristone 200 milligrams, 

administered orally at the clinic, followed 24 to 48 hours later by misoprostol 

800 micrograms, self-administered buccally at home.  The MTOP failure rate was 3.5%, with 

incomplete abortion requiring surgical aspiration occurring in 2.9% of cases and continuing 

pregnancy in 0.6% of cases. 

 

There were few cases of haemorrhage or infection in the study.  There were 11 cases 

(< 0.1%) of haemorrhage with transfusion and 5 cases (< 0.1%) of haemorrhage without 

transfusion.  There were 21 cases (0.2%) of suspected infection and 4 cases (< 0.1%) of 
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known infection.  One woman died from sepsis (this woman did not seek follow-up care, 

despite signs of infection). 

 

At follow-up, a subset of 6,755 women were asked to complete a 7-item questionnaire on 

pain, bleeding, and their overall experience (response rate 94.5%).  Most of the respondents 

who completed the study questionnaire reported medium or heavy bleeding (93.4%) and 

moderate or severe pain / cramps (78.4%, Figure 1).  Most respondents said that bleeding 

(83.8%), pain / cramps (76.2%), and the overall experience (90.3%) were as expected or 

better than expected (Figure 1).  In addition, 78.0% of respondents said they would use the 

method again and 91.8% of respondents would recommend the method to a friend 

(Figure 1). 
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Figure 1.  Results of patient questionnaire on bleeding, pain / cramps, and overall experience in a 
subset of 6,755 women in an observational study of 13,345 MTOPs conducted in Australia22 
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In an Authorised Prescriber Program in Australia that included 7,166 women undergoing 

MTOP in 2012 at 15 Marie Stopes clinics patients received mifepristone 200 milligrams, 

administered orally at the clinic, followed 24 to 48 hours later by misoprostol 800 

micrograms, self-administered buccally at home1.  The complete abortion rate by gestational 

age groups was 97.4% and 95.2% for < 49 days and 49-63 days respectively. Incomplete 

abortion requiring surgical aspiration by gestational age occurred in 2.3% and 4.1% of cases 

in the <49 days and 49-63 days respectively1.  Continuing pregnancy occurred in 0.3% and 

0.6% of cases for <49 days and 56-63 days respectively.  Combining gestational age groups 

for 49-63 days inclusive, treatment failure occurred in 4.8% of this group, compared with 

2.6% for <49 days, which suggests that failure rate increases with gestational age1. .  

In a separate study, 23 the use of mifepristone for MTOP was assessed over a 2-year period 

in five clinics in South Australia.  Mifepristone and misoprostol were used for 

947 terminations of first trimester pregnancy (up to 63 days gestation).  The treatment 

regimen was mifepristone 200 milligrams administered orally followed 0 to 72 hours later by 

misoprostol 800 micrograms administered vaginally, sublingually, or buccally.  If cramping or 

heavy bleeding persisted, additional doses of misoprostol (200 micrograms) were 

administered vaginally, sublingually, or buccally three times a day on the following two days.  

In the 28 days following the MTOP, 3.3% of women presented to an emergency department 

with gynaecological symptoms (most often bleeding and / or pelvic pain), 5.7% of women 

were admitted for treatment of an MTOP-related problem (most often incomplete abortion), 

and 5.6% of women underwent dilatation and curettage.  Serious complications were rare, at 

a rate of 1:200 (0.42%) for significant blood loss (> 1000 mL with or without transfusion), 

1:950 (0.11%) for treatment failure (continuing pregnancy), and 1:480 (0.21%) for systemic 

sepsis (with admission for intravenous antibiotic treatment). 
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3.6 Comparison of Medical and Surgical Termination of Pregnancy 

3.6.1 Efficacy and Safety 

The efficacy and safety of MTOP and surgical termination of pregnancy (STOP) are similar 

(Table 1). 

 

Table 1.  Rates of complete abortion and complications for medical and surgical termination 

of pregnancy 

 MTOPa 5,7,12,11-21,24,25 STOPb 26-30 

Complete abortion 93% to 98.7% 97.7% to ~99% 

Continuing pregnancy 0.2% to 2.7% < 0.3% 

Incomplete abortion 1.1% to 4.2% 0.3% to 2.0% 

Haemorrhage with transfusion 0.1% to 0.2% 0.02% to 0.3% 

Infection 0.18% to 1.56%c 0.1% to 2.0% 

a With mifepristone-containing regimens, up to 63 days gestation. 

 b First trimester STOP. 

c For MTOP, the rate of infection varied with the route of misoprostol administration (vaginal misoprostol = 1.33%; 

oral misoprostol = 0.18%).25 

MTOP = medical termination of pregnancy; STOP = surgical termination of pregnancy. 

 

3.6.2 Patient Preferences 

A recent large study of patient preference for medical or surgical termination of pregnancy 

conducted in France found that when women who contacted a health professional before 

8 weeks of amenorrhea were given a choice between the two methods, 84% of women 

chose the medical method.31  A recent literature review of 49 studies that reported findings 

on patient satisfaction with MTOP (up to 63 days gestation) using mifepristone and 
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misoprostol found that patient satisfaction ranged from 67% to 97%, with 90% of studies 

reporting satisfaction rates of 85% or greater in at least one study arm.32  In these studies, 

the most frequently reported best features of MTOP were “no surgery / non-invasive”, 

“easy / simple / fast”, “less painful”, and “more private / confidential”.  The most frequently 

reported worst features were “pain / cramping”, “bleeding amount / duration”, and “time for 

completion”.  Thus, the amount of pain that women felt with an MTOP varied widely, with 

some women reporting the level of pain experienced as one of the best features of MTOP, 

while other women reported it as one of the worst features of MTOP.  Overall, women found 

the pain and bleeding associated with MTOP to be acceptable.32 
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4 INFORMED CONSENT 

Before requesting consent for an MTOP with MS-2 Step (mifepristone, misoprostol) the 

medical practitioner must explain the MS-2 Step process to the patient and ensure that she 

understands: 

• what an MTOP is; 

• how and where the Mifepristone Linepharma and GyMiso® (misoprostol) will be 

administered; 

• the number of visits to the clinic required; 

• 24-hour telephone support is available; 

• The need for a support person and how to access medical care in case of 

emergency. 

• follow-up is essential to confirm termination of pregnancy and to monitor 

complications; 

• how to access 24-hour emergency care in the event of a complication. 

 

The medical practitioner must ensure that consent and treatment of the patient is in 

accordance with state or territory laws. 

 

The patient must also understand: 

(1)  The potential risks of MS-2 Step (mifepristone, misoprostol) treatment (and their 

management), which include: 

• continuing pregnancy and the potential teratogenic effects of treatment; 

• incomplete abortion; 

• excessive bleeding; 

• infection, including serious infection. 

(2)  The possible side effects of MS-2 Step (mifepristone, misoprostol) treatment, which 

include: 
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• bleeding and cramps; 

• nausea and vomiting; 

• diarrhoea; 

• fever / chills. 

 

The medical practitioner must ensure that the patient: 

• has understood the MS-2 Step process along with the potential risks and side effects 

of MS-2 Step (mifepristone, misoprostol) treatment before she is asked to give 

consent; 

• knows that surgical termination is an alternative to MS-2 Step (mifepristone, 

misoprostol) treatment for first termination of pregnancy up to 63 days gestation. 

 

The decision to have MS-2 Step (mifepristone, misoprostol) treatment for an MTOP must be 

the voluntary decision of the patient alone.  The patient must be given the opportunity to ask 

any questions and have them answered satisfactorily.  The patient can decide against having 

MS-2 Step (mifepristone, misoprostol) treatment at any time before it takes place. 

 

The patient must understand that if MS-2 Step (mifepristone, misoprostol) treatment fails to 

terminate the pregnancy, STOP is recommended because of the possibility of birth defects 

from the medications.  The effect of mifepristone alone on a foetus is not known, and there 

are reports of foetal malformations after the administration of misoprostol.3,33 

 

4.1 Counselling 

Decision-making involves an exploration of all options available to the patient, including 

continuing the pregnancy, fostering, and adoption.  Often a personal option will be identified 

early during counselling; however, consideration should be given to further counselling or 

referral where necessary. 
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Counselling from a health professional with knowledge of the different methods of 

termination is recommended.  The information should be provided regardless of her age or 

circumstances and in a way that she can understand.  While it is desirable for counselling 

and termination methods to be provided as soon as possible, the patient must be given 

adequate time to reach an informed decision. 

 

As fertility can return less than 2 weeks after an MTOP, it is recommended that the patient’s 

future contraceptive options be considered during the counselling session. 
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5 ELIGIBILITY CRITERIA 

A patient is eligible for an MTOP with MS-2 Step (mifepristone, misoprostol) if she: 

• has made an informed voluntary choice to have an MTOP; 

• has a pregnancy with a gestational age that is no more than 9 weeks (63 days): 

o gestational age is calculated from the first day of the last menstrual period 

(LMP); 

• has no medical contraindications (see below); 

• meets the legal requirements for termination of pregnancy in the Australian state or 

territory where the service is provided. 

 

5.1 Contraindications 

MS-2 Step (mifepristone, misoprostol) should not be prescribed in the following situations: 

• Lack of access to emergency medical care in the 14 day following start of treatment 

(i.e. administration of mifepristone); 

• suspected ectopic pregnancy; 

• MS-2 Step (mifepristone, misoprostol) should not be administered if an intrauterine 

contraceptive device is present:  It should be removed first.; 

• uncertainty about pregnancy age, ie, period of gestation; 

• chronic adrenal failure; 

• severe disease (e.g., asthma uncontrolled by treatment) necessitating exogenous 

steroid administration; 

• Known or suspected haemorrhagic disorders, hypocoagulation diseases, treatment 

with anticoagulants;. 

• Known hypersentivity to mifepristone or to any of the excipients used in Mifepristone 

Linepharma; 

• known hypersensitivity to misoprostol (or any prostaglandin) or to any of the 

excipients used in GyMiso®; 
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• Contraindication to mifepristone 

• Contraindication to misoprostol 

 

5.2 Considerations 

Consideration should be given to: 

• cramping, abdominal pain, or vaginal bleeding since LMP: 

o consider ectopic pregnancy and spontaneous abortion; 

• contraceptive use: 

o if the woman became pregnant while taking the contraceptive pill or other 

hormonal contraceptive, the date of LMP cannot be relied on for determining 

gestational age; 

• symptoms of pelvic infection: 

o pelvic infection should be treated before MS-2 Step (mifepristone, 

misoprostol) treatment is started; 

• the need for follow-up 14 to 21 days after Mifepristone Linepharma administration to 

confirm that the termination is complete and excludes complications; 

• access to 24-hour emergency services in the case of a complication. 

 

Medical termination of pregnancy with MS-2 Step (mifepristone, misoprostol) can be safely 

offered to women who: 

• have had a caesarean section; 

• have had multiple gestations; 

• are obese; 

• have uterine abnormalities, including fibroids. 
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5.3 Precautions	
  

Special care should be taken in administering mifepristone in the case of suspected acute 

adrenal failure.2,34 

 

Because of the antiglucocorticoid activity of mifepristone,3,4 the efficacy of long-term 

corticosteroid therapy, including inhaled corticosteroids in asthmatic patients, may be 

decreased during the 3 or 4 days after intake of mifepristone.34  Corticosteroid therapy should 

be adjusted accordingly.34 

 

Because of its abortive properties, GyMiso® should not be used by a woman with a viable 

pregnancy who intends to carry the pregnancy to term.  Uterine hyperstimulation and rupture 

have been reported with the use of misoprostol beyond the first trimester when a much lower 

dosage of misoprosotol may be required to induce abortion.35 

 

Rare serious cardiovascular accidents have been reported after administration of 

prostaglandins, including misoprostol.3  Women with risk factors for cardiovascular disease 

or established cardiovascular disease should therefore be treated with caution.3 

Women who are older than 35 years and who also smoke 15+ cigarettes per day should be 

treated with caution because such patients were generally excluded from clinical trials of 

mifepristone1. 

Epileptic seizures have been reported with prostaglandins and prostaglandin analogues 

administered by routes other than the oral route and this possibility should be kept in mind in 

patients with a history of epilepsy.1 

 

Bronchospasm may occur with some prostaglandins and prostaglandin analogues.36  The 

possibility should be kept in mind in patients with a history of asthma. 
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5.4 Warnings 

In the absence of specific studies, Mifepristone Linepharma is not recommended in patients 

with: 

• anaemia: 

o MTOP with MS-2 Step (mifepristone, misoprostol) may be offered to patients 

with chronic mild anaemia;4 

• renal failure; 

• hepatic impairment or failure; 

• malnutrition. 

• Diabetes 

 

Ectopic pregnancy should be excluded and gestation confirmed before MTOP. 

 

This method of MTOP requires the involvement of the woman, who should be informed of the 

requirements of the method. 

 

The use of MS-2 Step (mifepristone, misoprostol) requires rhesus determination and the 

prevention of rhesus allo-immunisation as well as other general measures usually taken 

during any termination of pregnancy. 

 

5.5 Effects on Fertility 

During clinical trials, pregnancies have occurred between embryo expulsion and the 

resumption of menses.  To avoid potential exposure of a subsequent pregnancy to 

mifepristone and misoprostol, it is recommended that conception be avoided during the next 

menstrual cycle.  Reliable contraceptive precautions should therefore begin as early as 

possible after administration of MS-2 Step (mifepristone, misoprostol).  
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5.6 Use in Pregnancy 

The few reported cases of malformations in humans after treatment with mifepristone do not 

allow an assessment of causality for mifepristone alone or in combination with a 

prostaglandin analogue.  Data are too limited to determine whether mifepristone is a human 

teratogen. 

 

Use of misoprostol has been associated with birth defects.  In a few cases where misoprostol 

was self-administered (orally or vaginally) to terminate a pregnancy, the following deleterious 

effects of misoprostol have been suggested: 

• malformations of limbs; 

• malformations of foetal movements (Möbius’ syndrome); 

• malformations of cranial nerves (hypomimia, abnormalities in suckling, deglutition, 

and eye movements). 

 

Based on the information available to date, a risk of malformation cannot be excluded.  

Patients should be informed that, because of the risk of failure of MTOP and the unknown 

risk of the medications to the foetus, follow-up is mandatory.  Should a continuing pregnancy 

be diagnosed at follow-up, pregnancy termination is recommended and should be completed 

by another method.  Should the patient wish to continue with her pregnancy, the available 

data are too limited to justify mandatory termination of an exposed pregnancy, and the 

patient should be appropriately counselled as to the risk of birth defects if the pregnancy 

continues.  In the event of continuation of the pregnancy, careful ultrasonographic monitoring 

of the pregnancy should be carried out. 
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5.7 Use During Lactation 

5.7.1 Use of Mifepristone During Lactation 

Mifepristone is a lipophilic compound and may theoretically be excreted in the mother’s 

breast milk; however, limited data on the excretion of mifepristone in breast milk are 

available.  As a consequence, use of Mifepristone Linepharma should be avoided during 

breastfeeding. 

 

The levels of mifepristone in breast milk during MTOP have been measured in a small study 

of 10 women undergoing MTOP with mifepristone 600 milligrams and 2 women undergoing 

MTOP with mifepristone 200 milligrams (followed by misoprostol 400 or 800 micrograms, 

given orally or vaginally 36 to 48 hours later).37  The levels of mifepristone in breast milk in 

the 7 days following mifepristone administration were low, especially in the women receiving 

the 200 milligram dose of mifepristone.  The levels of mifepristone in breast milk were lower 

than the levels in the serum of the mothers (the milk:serum ratio of mifepristone ranged from 

< 0.013:1 to 0.042:1 on day 3) and the highest relative infant dose observed was 1.5% 

(relative infant doses of < 10% are generally considered safe).  These results suggest that 

breastfeeding may be safely continued in an uninterrupted manner during MTOP with 

mifepristone.  However, as these data are limited, use of Mifepristone Linepharma 

should be avoided during breastfeeding. 

 

5.7.2 Use of Misoprostol During Lactation 

Misoprostol is rapidly metabolised in the mother to misoprostol acid, which is biologically 

active and is excreted in breast milk.  GyMiso® should not be administered to breastfeeding 

mothers because the excretion of misoprostol acid could cause undesirable effects such as 

diarrhoea in breastfeeding infants. 
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5.8 Paediatric Use 

Limited data are available for the use of mifepristone and misoprostol in women under 18 

years.  There is no relevant use of MS-2 Step (mifepristone, misoprostol) in the prepubertal 

paediatric population for the approved indications. 

 

5.9 Use in the Elderly 

There is no relevant use of MS-2 Step (mifepristone, misoprostol) in the elderly population for 

the approved indications. 

 

5.10 Genotoxicity 

No evidence of genotoxicity of mifepristone or misoprostol has been observed. 

 

5.11 Carcinogenicity 

Mifepristone is not predicted to pose a particular carcinogenic risk.  There is no indication of 

a carcinogenic effect of misoprostol in mice or rats. 

 

5.12 Interactions with Other Medicines 

Mifepristone is metabolised by the hepatic cytochrome P450 enzyme CYP3A438 and 

therefore ketoconazole, itraconazole, erythromycin, and grapefruit juice may theoretically 

inhibit its metabolism, thereby increasing serum levels of mifepristone.39  Rifampicin, 

dexamethasone, St John’s Wort, and certain anticonvulsants (phenytoin, phenobarbitol, 

carbamazepine) may theoretically induce mifepristone metabolism, thereby decreasing 

serum levels of mifepristone.39  There is no evidence as yet for these potential drug 

interactions.42 

 

Mifepristone acts as a mechanism-based inhibitor of CYP3A4 in vitro38 and, therefore, co-

administration of mifepristone may lead to an increase in serum levels of drugs that are 
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CYP3A4 substrates.  Because of the irreversible nature of binding to CYP3A4 and the slow 

elimination of mifepristone from the body, such interaction may be observed for a prolonged 

period after its administration.  Therefore, caution should be exercised when mifepristone is 

administered with drugs that are CYP3A4 substrates and have a narrow therapeutic range, 

including some agents used during general anaesthesia.38 

 

Misoprostol has no known drug interactions and no induction of the hepatic cytochrome P450 

enzyme system has been observed with misoprostol. 
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6 ADMINISTRATION OF MS-2 Step (mifepristone, misoprostol) 

6.1 Assessment of Gestational Age 

All patients requesting termination of pregnancy must have an accurate assessment of their 

gestational age.  Gestational age may be assessed by the patient’s menstrual history, 

physical examination, or ultrasound.  It is recommended that the duration of pregnancy be 

confirmed by ultrasound. In the event that an ultrasound is not possible, extra caution should 

be exercised.  If there is any doubt about the age of the pregnancy from the patient’s 

menstrual history, symptoms or physical examination, an ultrasound must be performed to 

confirm gestational age.  Gestational age is calculated from the first day of the LMP.  If the 

patient’s menstrual history, symptoms, physical examination, or ultrasound raises suspicion 

of ectopic pregnancy, this must be excluded before treatment is started.  

 

6.2 Rhesus Immunoglobulin 

Rhesus (Rh) status should be determined before treatment with MS-2 Step (mifepristone, 

misoprostol).  Rh-negative women should be administered Rh D immunoglobulin (250 IU) 

within 72 hours of Mifepristone Linepharma administration to prevent Rh factor sensitisation. 

 

6.3 Screening for Lower Genital Tract Infections 

Women should be screened for Chlamydia trachomatis, undergo a risk assessment for other 

sexually transmitted infections, and, if appropriate, be screened for these infections before 

MS-2 Step (mifepristone, misoprostol) treatment. 

 

6.4 Prophylactic Antibiotics 

Cases of serious bacterial infection, including very rare cases of septic shock, have been 

reported following the use of mifepristone and misoprostol for MTOP.  No causal relationship 

between these events and the use of mifepristone and misoprostol has been established. 
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The RCOG recommends antibiotic prophylaxis for women undergoing MTOP, based on 

Level IV evidence (the highest level being Level I).10  Other bodies, including WHO, National 

Abortion Federation, and Society of Family Planning, do not endorse universal prophylaxis 

for MTOP.10  However, the risk of infection should be kept in mind (see Section 8.4) and 

antibiotics prescribed if deemed appropriate, e.g., in women considered at high risk of 

infection. 

 

6.5 Pain Management 

Counselling and reassurance are crucial to managing pain.  Patients should be advised to: 

• rest; 

• use hot packs on the lower abdomen; 

• massage the lower abdominal area at frequent intervals, which may ease cramping 

and reduce heavy bleeding; 

• take pain relief medication as required. 

 

Patients often express significant concern regarding potential pain.  Strategies should be 

applied to reduce the experience of pain; however, there is little research evidence to guide 

the choice of a specific analgesic regimen. 

 

Analgesia taken prophylactically before the administration of GyMiso® may reduce the 

requirement for subsequent analgesia and is recommended.10  Non-steroidal 

anti-inflammatory drugs, such as ibuprofen, have been shown to be most effective in 

reducing pain (repeated as necessary according to the manufacturer’s instructions).  

Paracetamol alone has been shown to be ineffective.10  Preparations in combination with 

codeine may also be effective. 
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Due to the antiprostaglandin effects of NSAIDs, there is a theoretical drug interaction 

between NSAIDs and prostaglandin analogues such as misoprostol.  Limited clinical 

evidence suggests that coadministration of NSAIDs on the day of prostaglandin 

administration does not reduce the clinical efficacy of mifepristone and misoprostol for 

medical termination of pregnancy.41,42 

 

Patients with severe pain unrelieved by oral analgesia should be requested to contact their 

doctor or the MS Health after-care service for further advice. 

 

6.6 Anti-emetics 

Nausea and vomiting may occur after taking GyMiso®.  An anti-emetic may be taken if 

needed, at the discretion of the treating doctor (e.g., ondansetron, granisetron, 

metoclopramide, prochlorperazine).  The buccal route of administration may ensure the 

absorption of GyMiso®. 

 

6.7 Dosage and Storage Conditions 

Each MS-2 Step (mifepristone, misoprostol) composite pack consists of; 

• 1 green carton containing Mifepristone Linepharma 200 mg tablet packaged in a 

PVC/PVDC/Aluminium blister.  Pack size of 1 tablet.  Store below 25°C, keep in 

original container to protect from light. 

• 1 purple carton containing GyMiso® misoprostol 200 microgram tablet packaged in a 

dual-faced Aluminium blister.  Pack size of 4 tablets (2 tablets per blister).  Store 

below 25°C, keep in original container to protect from light. 

 

6.8 How to Prescribe MS-2 Step (mifepristone, misoprostol) 

The MS-2 Step process involves the use of two products: Mifepristone Linepharma (supplied 

in a pack of 200 mg x 1 tablet – green pack) and GyMiso® (supplied in a pack of 200 µg x 
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4 tablets – purple pack).  Each product is supplied as part of the MS-2 Step (mifepristone, 

misoprostol) pack. 

 

Please refer to the approved Product Information and state or territory laws before 

prescribing.  The approved Product Information, Consumer Product Information, and a 

template Patient Information Sheet and Consent Form are available at 

www.ms2step.com.au. 

 

6.8.1 Controlled Supply 

Prescribers need to register with MS Health before they can prescribe MS-2 Step 

(mifepristone, misoprostol), or Mifepristone Linepharma.  Registration can occur after the 

prescriber training has been completed.  Current Authorised Prescribers and medical 

practitioners with a Fellowship (FRANZCOG) or Diploma (DRANZCOG) of the Royal 

Australian and New Zealand College of Obstetricians and Gynaecologists (RANZCOG) can 

waive the requirement for training. 

 

Pharmacies will need to register with MS Health before supply can occur. 

 

6.9 MS-2 Step (mifepristone, misoprostol) Treatment  

(1)  Step 1 – initiation with Mifepristone Linepharma – green pack 

The patient takes Mifepristone Linepharma 200 milligrams, orally, with a glass of water.  The 

peak concentration of mifepristone after oral administration of a single dose of 200 milligrams 

is reached after 45 minutes.2 

 

(2)  Step 2 – administration of GyMiso® (misoprostol) – purple pack 

Between 36 and 48 hours after taking Mifepristone Linepharma, the patient takes GyMiso® 

800 micrograms as a single dose (4 tablets).  
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GyMiso® tablets are taken by the buccal route. The patient places the tablets between the 

cheek and gum for at least 30 minutes.  Any undissolved tablet residue after this time can be 

swallowed with water. 

When Ms-2 Step (mifepristone, misoprostol) fails to cause termination of intra-uterine 

pregnancy, the patient should return to the treating doctor for assessment and discussion of 

treatment options, which may include pregnancy termination by surgery1. 

 

After oral administration of a 2 microgram/kg dose of misoprostol, the peak concentration of 

the main degradation metabolite of misoprostol is reached after 30 minutes and rapidly 

declines afterwards.  Buccal administration of misoprostol results in a slower increase in 

plasma levels and a longer-lasting elevation in plasma levels compared with oral 

administration.3 

 

A large study22 of a treatment regimen for MTOP that involved administration of mifepristone 

in the clinic followed by home administration of misoprostol found this regimen to be safe and 

well accepted.  In the event of home administration of misoprostol, consideration of the 

patient's access to a support person should be made, and the patient should be informed not 

to travel far away from the prescribing clinic or from emergency medical services until 

complete expulsion has been recorded. 

 

Note: state or territory laws should always be followed with respect to mifepristone and 

misoprostol administration, including the location of administration of mifepristone and 

misoprostol (ie, home vs clinic). 
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6.10 Bleeding and Cramping 

The onset of bleeding and cramping usually occurs within 4 hours of taking misoprostol; most 

women experience bleeding and cramping within 24 hours.  The bleeding and cramping 

usually exceeds the typical levels of menstrual bleeding and cramping.  The patient must be 

informed of the occurrence of prolonged vaginal bleeding (an average of 10 to 16 days after 

Mifepristone Linepharma administration), which may initially be heavy. 

 

Bleeding may sometimes occur after Mifepristone Linepharma is taken and before GyMiso® 

is taken.  In this situation, GyMiso® should still be taken as directed at the recommended 

time. 

 

Cramping can range from mild to severe.  Significant cramping does not usually last more 

than 24 hours.  Bleeding and cramping usually diminish once the pregnancy is expelled.  

Bleeding occurs in almost all cases, but is not proof of complete expulsion – follow-up is 

necessary to confirm termination of pregnancy. 

 

It is strongly recommended that the patient has a support person present during the process. 
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7 FOLLOW-UP 

7.1 After-care 

Before leaving the clinic, the patient should be given information and instructions on: 

• the normal range of symptoms and side effects; 

• possible complications and warning signs that may indicate these; 

• who to contact with any questions or concerns; 

• the importance of keeping any follow-up arrangements. 

• the date and time for the follow-up appointment.  

 

In addition, patients should be informed of the after-care services: 

(1)  24-hour nurse after-care telephone service provided by MS Health on 

1300 515 883; 

(2)  How to access 24-hour emergency treatment. 

 

The prescribing doctor should be satisfied that the patient has access to an Accident & 

Emergency centre that is capable of managing complications of MTOP such as haemorrhage 

and incomplete abortion. 

 

Medical termination of pregnancy with MS-2 Step (mifepristone, misoprostol) should only be 

undertaken by medical practitioners who are able to provide or refer the patient to 24-hour 

emergency treatment for the management of complications such as haemorrhage and 

incomplete abortion.  Access to treatment may be onsite or through arrangement with 

another medical service and needs to be readily available to the patient. 
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The patient should immediately return to the clinic or seek medical attention for: 

• heavy vaginal bleeding: 

o saturating 2 (or more) sanitary pads per hour for 2 or more consecutive hours 

or experiencing large (fist-size) clots; 

• prolonged heavy bleeding or severe cramping: 

o it is expected that, on average, bleeding will occur for 10 to 16 days after 

Mifepristone Linepharma administration and may initially be heavy – the 

patient should return to the clinic for any bleeding that exceeds this; 

• sustained fever or chills; 

• general malaise (including weakness, nausea, vomiting, or diarrhoea), with or without 

fever, more than 24 hours after taking misoprostol; 

• any abnormal vaginal discharge; 

• severe abdominal pain. 

 

Note: see Section 8 for the management of these complications. 

 

As the completion of the termination process may take place in the patient’s home, medical 

practitioners will often need to provide support and reassurance over the telephone.  In 

addition, MS Health provides a 24-hour nurse after-care service that can be accessed on 

1300 515 883. 

 

7.1.1 Optional SMS Messaging 

Medical practitioners will be able to register their patients on the MS Health website to 

receive an SMS message 3 to 5 days after taking Mifepristone Linepharma.  This message is 

a reminder of the 24-hour nurse after-care service telephone number (1300 515 883). 
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7.2 Follow-up Assessment 

It is very important that the patient should have follow-up assessment 14 to 21 days after 

administration of Mifepristone Linepharma.  The Product Information and Consumer 

Medicine Information for MS-2 Step (mifepristone, misoprostol) and Mifepristone Linepharma 

have a black box warning stating that all patients must receive follow-up 14 to 21 days after 

taking mifepristone, even if no adverse events have occurred. 

 

Completion of the termination process may be confirmed by a combination of: 

• history of clinical events including resolution of pregnancy symptoms and the 

absence of persistent heavy bleeding; 

• ultrasound examination; 

• urine pregnancy test; 

• significant decline in serum beta human chorionic gonadotropin (hCG) levels.  In a 

study of 217 women treated with mifepristone and misoprostol for early termination of 

pregnancy, a greater than 80% decline in serum beta human chorionic gonadotropin 

levels measured pre-abortion and compared to that measured at least 6 days after 

taking mifepristone has been found to be predictive of success in 98.5% of cases56. 

 

Note: a high-sensitivity hCG urine pregnancy test may be positive up to 30 days after the 

termination.  Therefore, while a negative urine pregnancy test indicates a successful 

termination, a positive urine pregnancy test does not necessarily mean the patient is still 

pregnant.  The use of more than one method to assess whether the patient is pregnant 

allows confirmation of the termination process in this situation. 

 

The medical practitioner should assess if the following are present: 

• continuing pregnancy; 

• incomplete abortion; 
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• persistent heavy bleeding; 

• signs of infection. 

Ultrasound may be useful to assess clinical signs and symptoms, such as persistent 

bleeding, pain or continuing signs of pregnancy. 

 

Note: see Section 8 for the management of these complications. 

 

If the termination is considered complete on follow-up assessment, the medical practitioner 

should answer any final questions the patient may have and take the opportunity to review 

her contraceptive options.  The medical practitioner should also supply information about 

additional health services as appropriate. 

 

7.3 Contraception 

As fertility can return less than 2 weeks after an MTOP, commencing contraception should 

be considered as soon as possible after the MTOP.4  Oral contraceptives, vaginal rings, 

injectable contraceptives, and contraceptive implants can be started immediately or once 

bleeding has begun after misoprostol administration.  An IUD / IUS (intrauterine system) may 

be inserted once the MTOP has been confirmed as complete or at the next period.  All 

methods may be started at the time of follow-up, provided the possibility of repeat pregnancy 

can be excluded and appropriate advice is given about the time for contraceptive 

effectiveness. 



MS Health Training Manual Version11.0, Version date 140826 
 
MS-2 Step and Mifepristone Linepharma are trademarks of Linepharma International Limited (UK).  GyMiso is a 
registered trademark of Linepharma International Limited (UK).    Page 38 of  

8 MANAGEMENT OF COMPLICATIONS 

8.1 Continuing Pregnancy 

Continuing pregnancy occurs in 0.2% to 2.7% of cases5,7,12,16-21 and may be suspected on 

history and examination, or confirmed by ultrasound examination or rising serum beta hCG 

levels.  Owing to the potential teratogenicity of mifepristone and misoprostol, if continuing 

pregnancy occurs, a STOP should be performed.  If the patient wishes to continue with her 

pregnancy, she should be appropriately counselled as to the risk of birth defects and careful 

ultrasonographic monitoring of the pregnancy should be carried out.  The possibility of an 

ectopic pregnancy should also be investigated. 

 

8.2 Incomplete Abortion 

Incomplete abortion occurs in 1.1% to 4.2% of cases.5,7,12,16-19,21  If this is evident from 

persistent heavy bleeding or cramping, surgical aspiration or dilation and curettage is usually 

required.  If this is clinically suspected from less severe clinical signs and symptoms, one of 

the following options should be chosen, as appropriate: 

• explain that tissue may be expelled during subsequent vaginal bleeding or with the 

next menstrual period OR; 

• carry out surgical aspiration or dilation and curettage (if this is the patient’s 

preference). 

Although an ultrasound may be useful in supporting the diagnosis of incomplete abortion, 

caution should be taken when relying solely on ultrasound findings in the absence of 

significant clinical signs in order to avoid unnecessary surgical intervention.43,44 

 

Clinical trials of mifepristone and misoprostol have included administration of a repeat dose 

of misoprostol for a persistent gestational sac at a follow-up visit (7 ± 1 days after taking 

mifepristone).19,20  Pooled secondary analysis of data from two large, multicentre RCTs found 
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that more than half of women with a persistent gestational sac after MTOP expelled the 

pregnancy when treated with a second dose of misoprostol.45 

 

8.3 Excessive Bleeding 

The patient should contact the clinic if she saturates 2 (or more) sanitary pads per hour for 2 

consecutive hours or experiences large (fist-size) clots.  The patient may require surgical 

intervention if she has clinically significant haemorrhage or this may be the patient’s 

preference.  Clinically significant haemorrhage is defined as: 

• a decrease in haemoglobin / haematocrit; 

• hypovolaemia; 

• orthostatic hypotension. 

 

Haemorrhage requires referral to an emergency service capable of managing this condition.  

Uterotonic medications containing oxytocin or ergometrine, if available, may be administered 

in clinical emergency situations.  Haemorrhage requiring a transfusion occurs in 0.1% to 

0.2% of cases.24 

 

8.4 Infection 

Infection occurs in approximately 0.18% to 1.56% of cases.25  Signs and symptoms of 

infection may include: 

• fever; 

• severe abdominal pain; 

• pelvic tenderness; 

• general malaise (including weakness, nausea, vomiting, or diarrhoea) more than 

24 hours after taking misoprostol; 

• significant leukocytosis, tachycardia, haemoconcentration, and generally feeling tired 

or unwell. 
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8.4.1 Mild Infection 

For mild infections, oral antibiotics should be prescribed: 

Doxycycline 100 milligrams bd for 10 days OR azithromycin 1 gram, repeated 1 week 

later 

PLUS 

Amoxicillin / clavulanate 875 / 125 milligrams bd OR metronidazole 400 milligrams bd for 

10 days46 

 

8.4.2 Severe Infection 

If severe infection or sepsis is suspected, the patient should be hospitalised for treatment. 

 

Cases of serious bacterial infection, including very rare cases of septic shock, have been 

reported following the use of mifepristone and misoprostol for MTOP.  No causal relationship 

between these events and the use of mifepristone and misoprostol has been established.  

The possibility of infection, including severe infection, should be kept in mind. Women with 

sepsis might not present with typical symptoms of sepsis; a high index of suspicion is needed 

to rule out sepsis (e.g., from Clostridium sordellii or other species such as Streptococcus) 

The symptoms of Clostridium sordellii infection are sometimes not the usual symptoms of 

sepsis. Therefore, the possibility of sepsis should be considered in all women who are 

undergoing medical termination and who present with nausea, vomiting, or diarrhoea and 

weakness with or without abdominal pain more than 24 hours after taking misoprostol. These 

symptoms, even without a fever, may indicate Clostridium sordellii infection. Strong 

consideration should be given to obtaining a complete blood count in these patients. 

Significant Ieukocytosis with a marked left shift and haemoconcentration may be indicative of 

sepsis. Doctors should consider immediately initiating treatment with antibiotics that includes 

coverage of anaerobic bacteria such as Clostridium sordellii.  Very rarely, deaths have been 
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reported in patients who presented without fever, with or without abdominal pain, but with 

leukocytosis with a marked left shift, tachycardia, haemoconcentration, and general malaise. 

 

8.5 Ectopic Pregnancy 

The possibility of an undiagnosed ectopic pregnancy should be kept in mind throughout the 

process.  Some of the expected symptoms of an MTOP (e.g., pain and bleeding) may be 

similar to those of a ruptured ectopic pregnancy.  Ultrasound may be useful in diagnosing 

ectopic pregnancy.  MS-2 Step (mifepristone, misoprostol) treatment is not effective for an 

ectopic pregnancy. 

 

8.6 Allergic Reaction to Misoprostol 

Allergic reaction to misoprostol is uncommon but severe.  Symptoms include: rash; urticaria; 

difficulty breathing; chest pain or tightness; swelling of the mouth, face, lips, and tongue; 

black and tarry stools; and severe vomiting.  Medical attention should be sought immediately 

if any of these symptoms are experienced. 

 

8.7 Long-term Side Effects 

8.7.1 Psychological Sequelae 

The best current evidence suggests that it makes no difference to a woman’s mental health 

whether she chooses to terminate or to continue with the pregnancy.47-50  The most reliable 

predictor of mental health problems after a termination of pregnancy is a history of mental 

health problems before the termination.47  However, a small proportion of women may 

experience adverse psychological sequelae after a termination of pregnancy.48-50 

 

8.7.2 Premature Delivery of Subsequent Pregnancies 

Termination of pregnancy may be associated with a small increase in the risk of subsequent 

pre-term birth; this risk increases with the number of terminations.51  No significant difference 
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between the medical and surgical methods of termination in the risk of pre-term birth has 

been reported.52  However, further research is needed to fully understand the increased risk 

of pre-term birth after an MTOP. 

 

8.7.3 Possible Teratogenicity of Misoprostol 

Congenital abnormalities have been associated with foetal exposure to misoprostol, including 

lower limb, upper limb, and skeletal abnormalities, and abnormalities in the central nervous 

system, including Möbius’ syndrome.33  The majority of reports of congenital abnormalities 

associated with misoprostol use during pregnancy have been of self-prescribed, self-

administered, and non-validated use of misoprostol.33 

 

The patient must understand that if mifepristone and misoprostol treatment fails to terminate 

the pregnancy, surgical termination is recommended because of the possibility of birth 

defects from the medications (see Section 5.6). 
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9 PHARMACOVIGILANCE 

Serious adverse events should be reported to the Therapeutic Goods Administration (TGA).  

Serious adverse events may also be reported to MS Health via the MS Health website 

(www.ms2step.com.au) or by calling 1300 515 883. 
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10 OTHER USES OF MIFEPRISTONE 

10.1 Preparation for the Action of Prostaglandin Analogues During Terminations 

After the First Trimester 

Mifepristone Linepharma is indicated in Australia in females of childbearing age for 

preparation for the action of registered prostaglandin analogues that are indicated for the 

termination of pregnancy for medical reasons beyond the first trimester.  

 

The clinical literature includes the following information on these uses of mifepristone. 

 

10.1.1 Mifepristone as an Adjuvant to Surgical Termination of Pregnancy 

The addition of mifepristone to misoprostol has been found to improve cervical dilation before 

second-trimester dilation and evacuation, making the surgery easier and shorter, with less 

risk of injuring the cervix, in patients receiving mifepristone 48 hours before misoprostol 

compared with patients receiving misoprostol alone.53  This was accompanied by a 

significantly higher percentage of complete expulsions before the dilation and evacuation in 

the group of patients receiving mifepristone, making the surgical procedure unnecessary.53 

 

10.1.2 Mifepristone as an Adjuvant to Medical Termination of Pregnancy with Prostaglandin 

Analogues 

Misoprostol is effective for MTOP in the second trimester of pregnancy.  The effectiveness of 

misoprostol is increased by administering mifepristone before misoprostol, which significantly 

decreases the time interval from misoprostol dose to termination.54,55 
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11 MS HEALTH RISK MANAGEMENT PLAN 

The Risk Management Plan is a condition of marketing approval and consists of: 

• Prescriber training 

• Controlled supply 

• Post-marketing study 

• SMS messaging 

• 24-hour after-care 

• Patient Information 

 

11.1 Prescriber Training 

Prescriber training is freely accessible to all healthcare professionals in the form of an online 

module with certification upon successful completion.  Current Authorised Prescribers and 

medical practitioners with a Fellowship (FRANZCOG) or Diploma (DRANZCOG) of the 

RANZCOG can waive the requirement for training.  The training module includes pre-course 

testing, course content (including multiple choice questions and case studies), post-course 

testing, and registration with MS Health as a prescriber. 

 

11.2 Controlled Supply 

Please see Section 6.8.1. 

 

11.3 Post-marketing Study 

In addition to the usual pharmacovigilance, MS Health will monitor another 15,000 to 20,000 

patients in a post-marketing study.  This study will evaluate the rates of follow-up after MS-2 

Step (mifepristone, misoprostol) treatment and serious adverse events, including comparison 

with the results of the observational study conducted in the Authorised Prescriber setting.22 

 

11.4 SMS Messaging 
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Please see Section 7.1.1. 

 

11.5 24-Hour After-care 

MS Health provides a 24-hour after-care service run by nurses located in Melbourne, which 

gives patients advice on the management of side effects.  All calls are recorded and 

complications are referred for medical support.  This service is freely available to all women 

who use MS-2 Step (mifepristone, misoprostol) and Mifepristone Linepharma.  Please also 

see Section 11.7. 

 

11.6 Patient Information 

A Patient Information Sheet and Consent Form are available on the MS Health website and 

Consumer Medicine Information is provided with the medication.  The MS-2 Step 

(mifepristone, misoprostol) and Mifepristone Linepharma Consumer Medicine Information 

contains a black box warning to patients, stating the need for follow-up, which must take 

place 14 to 21 days after Mifepristone Linepharma administration. 

 

11.7 MS Health After-care 

MS Health provides the following additional services to support you and your patients. 

(1) 24-hour nurse after-care:  This is available to patients by dialling 1300 515 883.  This 

is a confidential telephone service provided by qualified nurses located in Melbourne, 

Australia.  Patients experiencing concerns with the process may call this number and 

receive advice free of charge.  The after-care number is printed on the product 

packaging, Consumer Product Information, and Patient Information Sheet. 

(2) SMS messaging: Your patients can receive an SMS text message to their phone 3 to 

5 days after taking mifepristone.  This message says the following: "Hi, remember if 

you’re feeling unwell, have a fever, abdominal pain or continuing heavy bleeding pls 



MS Health Training Manual Version11.0, Version date 140826 
 
MS-2 Step and Mifepristone Linepharma are trademarks of Linepharma International Limited (UK).  GyMiso is a 
registered trademark of Linepharma International Limited (UK).    Page 47 of  

call us Freecall (24 hrs) on 1800 888 022. MS Health".  You can register your patients 

for this service on the MS Health website at www.ms2step.com.au. 

(3) Patient Information Sheet and Consent Form: A template form is available on the 

MS Health website at www.ms2step.com.au. 

(4) Consumer Medicine Information and Prescribing Information: These are available at 

www.mshealth.com.au. and www.ms2step.com.au 

(5) Adverse Event Reporting: If your patient has a serious adverse event, you should 

report it to the TGA.  You can also report serious adverse events to MS Health by 

visiting our website (www.ms2step.com.au) or calling 1300 515 883. 

(6) Medical Information: If you require further information about MS-2 Step (mifepristone, 

misoprostol), Mifepristone Linepharma, or the MS-2 Step™ process, please contact 

MS Health by visiting our website (www.ms2step.com.au) or calling 1300 515 883. 

(7) Healthcare practitioner training: Your colleagues or staff can access this educational 

programme on the MS Health website (www.ms2step.com.au). 
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12 GLOSSARY 

 

hCG Human chorionic gonadotropin 

IUD Intrauterine device 

IUS Intrauterine system 

LMP Last menstrual period 

MTOP Medical termination of pregnancy 

NSAID Non-steroidal anti-inflammatory drug 

STOP Surgical termination of pregnancy 

RANZCOG Royal Australian and New Zealand College of Obstetricians 

and Gynaecologists 

RCOG Royal College of Obstetricians and Gynaecologists 

RCT Randomised controlled trial 

Rh Rhesus 

TGA Therapeutic Goods Administration 

WHO World Health Organization 

 

 



MS Health Training Manual Version11.0, Version date 140826 
 
MS-2 Step and Mifepristone Linepharma are trademarks of Linepharma International Limited (UK).  GyMiso is a 
registered trademark of Linepharma International Limited (UK).    Page 49 of  

REFERENCES 

1. MS-2 Step (mifepristone, misoprostol) [product information]. Melbourne, Australia: 

MS Health; 2014 

 

2. Mifepristone Linepharma [product information]. Melbourne, Australia: MS Health; 

2012.	
  

 

3. Fiala C, Gemzel-Danielsson K. Review of medical abortion using mifepristone in 

combination with a prostaglandin analogue. Contraception 2006; 74: 66-86. 

 

4. Bartz D, Goldberg A. Medication abortion. Clin Obstet Gynecol 2009; 52: 140-150. 

 

5. McKinley C, Thong KJ, Baird DT. The effect of dose of mifepristone and gestation on 

the efficacy of medical abortion with mifepristone and misoprostol. Hum Reprod 1993; 

8: 1502-1505. 

 

6. World Health Organization Task Force on Post-ovulatory Methods of Fertility 

Regulation. Termination of pregnancy with reduced doses of mifepristone. BMJ 1993; 

307: 532-537. 

 

7. World Health Organization Task Force on Post-ovulatory Methods of Fertility 

Regulation. Comparison of two doses of mifepristone in combination with misoprostol 

for early medical abortion: a randomised trial. BJOG 2000; 107: 524-530. 

 

8. World Health Organization Task Force on Post-ovulatory Methods of Fertility 

Regulation. Medical abortion at 57 to 63 days' gestation with a lower dose of 



MS Health Training Manual Version11.0, Version date 140826 
 
MS-2 Step and Mifepristone Linepharma are trademarks of Linepharma International Limited (UK).  GyMiso is a 
registered trademark of Linepharma International Limited (UK).    Page 50 of  

mifepristone and gemeprost. A randomized controlled trial. Acta Obstet Gynecol 

Scand 2001; 80: 447-451. 

 

9. Kulier R, Kapp N, Gulmezoglu AM, et al. Medical methods for first trimester abortion. 

Cochrane Database Syst Rev 2011; Issue 11. Art. No.: CD002855. DOI: 

10.1002/14651858.CD002855.pub4. 

 

10. Royal College of Obstetricians and Gynaecologists. The care of women requesting 

induced abortion. Evidence-based Clinical Guideline Number 7. London: RCOG, 

2011. RCOG Web site. http://www.rcog.org.uk/files/rcog-

corp/Abortion%20guideline_web_1.pdf. Accessed June 15, 2012. 

 

11. Safe Abortion: Technical and Policy Guidance for Health Systems. Geneva: WHO; 

2003. 

 

12. Middleton T, Schaff E, Fielding SL, et al. Randomized trial of mifepristone and buccal 

or vaginal misoprostol for abortion through 56 days of last menstrual period. 

Contraception 2005; 72: 328-332. 

 

13. Winikoff B, Dzuba IG, Creinin MD, et al. Two distinct oral routes of misoprostol in 

mifepristone medical abortion: a randomized controlled trial. Obstet Gynecol 2008; 

112: 1303-1310. 

 

14. Schaff E. Evidence for shortening the time interval of prostaglandin after mifepristone 

for medical abortion. Contraception 2006; 74: 42-44. 

 



MS Health Training Manual Version11.0, Version date 140826 
 
MS-2 Step and Mifepristone Linepharma are trademarks of Linepharma International Limited (UK).  GyMiso is a 
registered trademark of Linepharma International Limited (UK).    Page 51 of  

15. Wedisinghe L, Elsandabesee D. Flexible mifepristone and misoprostol administration 

interval for first-trimester medical termination. Contraception 2010; 81: 269-274. 

 

16. Schaff EA, Fielding SL, Westhoff C, et al. Vaginal misoprostol administered 1, 2, or 3 

days after mifepristone for early medical abortion: A randomized trial. JAMA 2000; 

284: 1948-1953. 

 

17. Schaff EA, Fielding SL, Westhoff C. Randomized trial of oral versus vaginal 

misoprostol 2 days after mifepristone 200 mg for abortion up to 63 days of pregnancy. 

Contraception 2002; 66: 247-250. 

 

18. Tang OS, Chan CC, Ng EH, et al. A prospective, randomized, placebo-controlled trial 

on the use of mifepristone with sublingual or vaginal misoprostol for medical abortions 

of less than 9 weeks gestation. Hum Reprod 2003; 18: 2315-2318. 

 

19. Creinin MD, Fox MC, Teal S, et al. A randomized comparison of misoprostol 6 to 8 

hours versus 24 hours after mifepristone for abortion. Obstet Gynecol 2004; 103: 

851-859. 

 

20. Creinin MD, Schreiber CA, Bednarek P, et al. Mifepristone and misoprostol 

administered simultaneously versus 24 hours apart for abortion: a randomized 

controlled trial. Obstet Gynecol 2007; 109: 885-894. 

 

21. Bartley J, Brown A, Elton R, Baird DT. Double-blind randomized trial of mifepristone 

in combination with vaginal gemeprost or misoprostol for induction of abortion up to 

63 days gestation. Hum Reprod 2001; 16: 2098-2102. 

 



MS Health Training Manual Version11.0, Version date 140826 
 
MS-2 Step and Mifepristone Linepharma are trademarks of Linepharma International Limited (UK).  GyMiso is a 
registered trademark of Linepharma International Limited (UK).    Page 52 of  

22. Goldstone P, Michelson J, Williamson E. Early medical abortion using low-dose 

mifepristone followed by buccal misoprostol: a large Australian observational study. 

Med J Aust 2012; 197: 282-286. 

 

23. Mulligan E, Messenger H. Mifepristone in South Australia – the first 1343 tablets. 

Aust Fam Physician 2011; 40: 342-345. 

 

24. Hamoda H, Templeton A. Medical and surgical options for induced abortion in first 

trimester. Best Pract Res Clin Obstet Gynaecol 2010; 24: 503-516. 

 

25. Shannon C, Brothers LP, Philip NM, Winikoff B. Infection after medical abortion: A 

review of the literature. Contraception 2004; 70: 183-190. 

 

26. National Abortion Federation. First Trimester Abortion: A Comparison of Procedures. 

National Abortion Federation Web site. 

http://www.prochoice.org/pubs_research/publications/downloads/about_abortion/com

parison_first_trimester.pdf. 2010. Accessed March 22, 2012. 

 

27. National Abortion Federation. Safety of Abortion. National Abortion Federation Web 

site. 

http://www.prochoice.org/pubs_research/publications/downloads/about_abortion/safet

y_of_abortion.pdf. 2006. Accessed March 14, 2012. 

 

28. Tristan SB, Gilliam M. First trimester surgical abortion. Clin Obstet Gynecol 2009; 52: 

151-159. 

 



MS Health Training Manual Version11.0, Version date 140826 
 
MS-2 Step and Mifepristone Linepharma are trademarks of Linepharma International Limited (UK).  GyMiso is a 
registered trademark of Linepharma International Limited (UK).    Page 53 of  

29. Rørbye C, Nørgaard M, Nilas L. Medical versus surgical abortion efficacy, 

complications and leave of absence compared in a partly randomized study. 

Contraception 2004; 70: 393-399. 

 

30. Henshaw RC, Naji SA, Russell IT, Templeton AA. A comparison of medical abortion 

(using mifepristone and gemeprost) with surgical vacuum aspiration: efficacy and 

early medical sequelae. Hum Reprod 1994; 9: 2167-2172. 

 

31. Moreau C, Trussell J, Desfreres J, Bajos N. Medical vs. surgical abortion: the 

importance of women's choice. Contraception 2011; 84: 224-229. 

 

32. Swica Y, Raghavan S, Bracken H, et al. Review of the literature on patient 

satisfaction with early medical abortion using mifepristone and misoprostol. Expert 

Rev Obstet Gynecol 2011; 6: 451-468. 

 

33. Philip NM, Shannon C, Winikoff B. Misoprostol and Teratogenicity: Reviewing the 

Evidence. Gynuity Health Projects Web site. 

http://gynuity.org/downloads/mtg_rep_miso_teratogen_en.pdf. 2002. Accessed March 

14, 2012. 

 

34. Sitruk-Ware R, Spitz IM. Pharmacological properties of mifepristone: toxicology and 

safety in animal and human studies. Contraception 2003; 68: 409-420. 

 

35. Guillem P, Racinet C, Leynaud A, et al. [Evaluation of maternal morbidity after drug-

induced termination of pregnancy (TOP) after 12 gestation weeks]. J Gynecol Obstet 

Biol Reprod (Paris) 2003; 32: 227-238. 

 



MS Health Training Manual Version11.0, Version date 140826 
 
MS-2 Step and Mifepristone Linepharma are trademarks of Linepharma International Limited (UK).  GyMiso is a 
registered trademark of Linepharma International Limited (UK).    Page 54 of  

36. Cooley DM, Glosten B, Roberts JR, et al. Bronchospasm after intramuscular 15-

methyl prostaglandin F2 alpha and endotracheal intubation in a nonasthmatic patient. 

Anesth Analg 1991; 73: 87-89. 

 

37. Saav I, Fiala C, Hamalainen JM, et al. Medical abortion in lactating women--low 

levels of mifepristone in breast milk. Acta Obstet Gynecol Scand 2010; 89: 618-622. 

 

38. Im A, Appleman LJ. Mifepristone: pharmacology and clinical impact in reproductive 

medicine, endocrinology and oncology. Expert Opin Pharmacother 2010; 11: 481-

488. 

 

39. DeHart RM, Morehead MS. Mifepristone. Ann Pharmacother 2001; 35: 707-719. 

 

40. DrugInteractionSearch.com Web site. http://www.druginteractionsearch.com. 

Accessed March 22, 2012. 

 

41. Fiala C, Swahn ML, Stephansson O, Gemzell-Danielsson K. The effect of non-

steroidal anti-inflammatory drugs on medical abortion with mifepristone and 

misoprostol at 13-22 weeks gestation. Hum Reprod 2005; 20: 3072-3077. 

 

42. Creinin MD, Shulman T. Effect of nonsteroidal anti-inflammatory drugs on the action 

of misoprostol in a regimen for early abortion. Contraception 1997; 56: 165-168. 

 

43. Cowett AA, Cohen LS, Lichtenberg ES, Stika CS. Ultrasound evaluation of the 

endometrium after medical termination of pregnancy. Obstet Gynecol 2004; 103: 871-

875. 

 



MS Health Training Manual Version11.0, Version date 140826 
 
MS-2 Step and Mifepristone Linepharma are trademarks of Linepharma International Limited (UK).  GyMiso is a 
registered trademark of Linepharma International Limited (UK).    Page 55 of  

44. Fiala C, Safar P, Bygdeman M, Gemzell-Danielsson K. Verifying the effectiveness of 

medical abortion; ultrasound versus hCG testing. Eur J Obstet Gynecol Reprod Biol 

2003; 109: 190-195. 

 

45. Reeves MF, Kudva A, Creinin MD. Medical abortion outcomes after a second dose of 

misoprostol for persistent gestational sac. Contraception 2008; 78: 332-335. 

 

46. Antibiotic Expert Group. Therapeutic guidelines: Antibiotic. Version 14. Melbourne: 

Therapeutic Guidelines Limited; 2010  

 

47. Academy of Medical Royal Colleges. Induced Abortion and Mental Health. A 

systematic review of the mental health outcomes of induced abortion, including their 

prevalence and associated factors. December 2011. Academy of Medical Royal 

Colleges Web site. http://www.aomrc.org.uk/publications/reports-a-guidance.html. 

Accessed March 14, 2012. 

 

48. Kero A, Hogberg U, Lalos A. Wellbeing and mental growth-long-term effects of legal 

abortion. Soc Sci Med 2004; 58: 2559-2569. 

 

49. Bradshaw Z, Slade P. The effects of induced abortion on emotional experiences and 

relationships: a critical review of the literature. Clin Psychol Rev 2003; 23: 929-958. 

 

50. Butler C. Late psychological sequelae of abortion: questions from a primary care 

perspective. J Fam Pract 1996; 43: 396-401. 

 

51. Shah PS, Zao J. Induced termination of pregnancy and low birthweight and preterm 

birth: a systematic review and meta-analyses. BJOG 2009; 116: 1425-1442. 



MS Health Training Manual Version11.0, Version date 140826 
 
MS-2 Step and Mifepristone Linepharma are trademarks of Linepharma International Limited (UK).  GyMiso is a 
registered trademark of Linepharma International Limited (UK).    Page 56 of  

 

52. Virk J, Zhang J, Olsen J. Medical abortion and the risk of subsequent adverse 

pregnancy outcomes. N Engl J Med 2007; 357: 648-653. 

 

53. Carbonell JL, Gallego FG, Llorente MP, et al. Vaginal vs. sublingual misoprostol with 

mifepristone for cervical priming in second-trimester abortion by dilation and 

evacuation: a randomized clinical trial. Contraception 2007; 75: 230-237. 

 

54. Dickinson JE, Brownell P, McGinnis K, Nathan EA. Mifepristone and second trimester 

pregnancy termination for fetal abnormality in Western Australia: Worth the effort. 

Aust N Z J Obstet Gynaecol 2010; 50: 60-64. 

 

55. Wildschut H, Both MI, Medema S, et al. Medical methods for mid-trimester 

termination of pregnancy. Cochrane Database Syst Rev 2011; Issue 1. Art. No.: 

CD005216. DOI: 10.1002/14651858.CD005216.pub2. 

 

56. Fiala C, Safar P, Bygdemann M, et al. Verifying the effectiveness of medical abortion; 

ultrasound versus HCG testing. Eu J Obstet Gynecol Reprod Biol 2003;109(2):190-

195 

 

 


