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THE IDEA

< Register mifepristone for additional
indications

— In countries that have no registered product, an
alternative indication may bypass hurdles

In countries with limited markets, additional
indications may increase demand

In countries where mife is underused, may
reduce stigma and provide an entry point to
being stocked at facilities
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CONTEXT

# of countries with mifepristone increasing; in places with
restrictive abortion laws, access remains challenging

Persistent commodity gap in restrictive climates due to
multiple barriers: registration, distribution, commercialization,
demand creation — innovative market strategies needed!

Four clinical indications of interest: all are legal in most
settings; meaning drug registration would not pose the same
problems as most existing labeled products (15 tri abortion)

It is possible: Mifegyne® is already labeled for other
reproductive health indications
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INDICATIONS

TREATMENT OF EARLY PREGNANCY LOSS

TREATMENT OF INTRA-UTERINE FETAL DEATH

SECOND TRIMESTER ABORTION

CERVICAL PREPARATION PRIOR TO SURGICAL ABORTION
UTERINE FIBROIDS

EMERGENCY CONTRACEPTION Different tablet
CUSHING’S DISEASE size/dose
REFRACTORY DEPRESSION

CHEMICAL DEPENDENCE Different tablet

size/dose; emerging

LABOR INDUCTION AT TERM evidence base
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INDICATIONS AND USAGE

MIFEPREX is a progestin antagonist indicated, in a regimen with
misoprostol, for the medical termination of intrauterine pregnancy through
70 days gestation.

Mifegyne: 4.1 Therapeutic indications

1. Medical termination of developing intra-uterine pregnancy.
In sequential use with a prostaglandin analogue up to 63 days of
amenorrhea.

. Softening and dilatation of the cervix uteri prior to surgical
termination of pregnancy during the first trimester.

. Preparation for the action of prostaglandin analogues in the
termination of pregnancy for medical reasons (beyond the first
trimester).

. Labour induction in foetal death in utero

in patients where prostaglandin or oxytocin cannot be used. Gynuity




GLOBAL ASSESSMENT: KEY HIGHLIGHTS

nterviews conducted with: MSI, PSI, Danco,
Linepharma, Naari, IPPF, DKT, Concept
~oundation

High interest in exploring labeling other indications
for mifepristone

Mixed knowledge of available evidence

Different understandings as to requirements to add a
labeled indication

No consensus on most promising indication

Insufficient time (human resources) & money to
pursue
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GLOBAL ASSESSMENT: INDICATIONS

< What indications are most widely known?
— Incomplete abortion, missed abortion, second trimester
abortion, IUFD
— Some interest in labeling a product for menstrual regulation

<+ Which are considered most promising?

— No consensus: incomplete abortion, cervical ripening,
second trimester abortion, IUFD

— One respondent mentioned that it would be helpful to have
a stand-along mife product for new indication

Product could be registered for another indication and used in

combination with existing/available misoprostol products at country-
level ynu'ty




GLOBAL ASSESSMENT: CHALLENGES &
PRIORITIES

< Whydo it?
— Political barriers making access to formal registration and
availability of these products for induced abortion difficult

— Small market, hard to interest local distributors in politically
sensitive use, manufacturers currently don’t view mifepristone as

a profitable product

<+ Where should efforts focus?
— Where donors support us
— In West Africa
— In South America




COUNTRY-LEVEL ASSESSMENTS

Why? To assess interest in mifepristone for other indications and
to gather perspectives on what might be a viable indication
moving forward.

Where? 6 countries, regional representation, including places
where 1) no mifepristone product currently registered for any
indication, 2) limited legal abortion status, 3) known interest in
exploring mifepristone registration for indications other than 15t tri
abortion.

Countries selected: Burkina Faso, Colombia, Kenya, Latvia,
Pakistan, Senegal

Who? Key stakeholders including staff from Ministries of Health or
drugs and regulatory bodies, health care providers and national
staff of international NGOs
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SENEGAL

Context: Abortion is not permitted by law. It is completely banned by the criminal
code, although permitted to save a woman’s life by the medical code. Abortion is
highly stigmatized including within medical profession, although it is widely
performed. No real efforts to register mifepristone. Misoprostol is registered and
used widely both to prevent and treat PPH and for PAC. It is widely known that
medications available in pharmacies are used for abortions.

Potential benefit: agreement that “alternative” indications would be good. Legal
registration of a mife product or combi-pack will provide “cover” for all involved,
regardless of legal status.

Which indication: no consensus on which indication might be most useful.
Multiple indications are more likely to result in availability and use of
mifepristone. The indication should be “non-abortion related” so as to not cause
controversy.

Challenges: highly controversial topic. No one wants to talk about abortion
openly. Registering a product for an indication that is not legal is considered risky.
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BURKINA FASO

Context: Abortion is legally restricted and highly socially stigmatized. Abortion is legal in
cases where it is necessary to save the mother’s life, in cases of rape or incest and severe
fetal malformation. New provisions in law make performing abortions easier. It is widely
understood that abortion is provided but not discussed. Two combi-pack products are
currently registered in Burkina Faso but not available in public sector (included on EML).

Potential benefit: New indications may help reduce backlash if they are medical (medically

necessary) in nature. First trimester abortion is not perceived as medically necessary.

Which indication: There was no agreement on a most useful new indication however, it
should be one that causes the “least disruption” (could be 2" tri.) To garner more support,
a new indication should focus on “saving mother’s lives” or be placed globally in the context
of reproductive health (non-abortion).

Challenges: The social and political environment has posed a challenge for widespread
marketing and distribution of mifepristone for first trimester abortion. Mifepristone is not
registered for other indications. Attempts to change label will place more attention on a

potentially volatile topic area.
Qynuity
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KENYA

Context: Law allows abortions when mothers life is at risk. There are
currently three combi-pack products registered. Available and used in
country since 2013. Mifepristone and misoprostol are listed separately on
country-level EML. Not provided in public sector but readily available in
private sector. Drugs are not sold to women directly.

Potential benefit: Informants generally did not perceive a potential
benefit for registering mife for other indications. However, additional
indications may make it easier to use and potentially increase access in
public sector. A new label could also serve as “training” for providers to
ensure proper use for various indications.

Challenges: Potential for backlash since use is currently larger than
allowed indications “Is changing the label worth the potential backlash?”
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PAKISTAN

Context: Abortion is available by law in cases where is it needed to save a
woman’s life or as a necessary health treatment. Misoprostol is
registered in Pakistan for both PAC and PPH, and there is a locally
manufactured product that is available and of high quality. It is widely
used by providers as an abortifacient, although it is not registered for first
trimester abortion.

Potential benefit: Agreement that additional indications would be good;
could destigmatize the product and increase access; having mife available
for other indications would constitute a clinical improvement and offer
choice over miso used alone (e.g. increase effectiveness, fewer side
effects)

Which indication: Pregnancy failure (missed abortion or IUFD)

Challenges: misoprostol is widely available and cheap; so a mife product .
would need to be affordable C)yI‘IUIty




LATVIA

Context: Abortion is legally available on demand until 12 weeks. MA legal
until 7 wks GA; mifepristone and misoprostol both registered for 1% tri
abortion > 9 wks GA; MA provided almost exclusively through the private
sector, and service delivery volume is low.

Potential benefit: Informants did not perceive a potential benefit for
registering mife for other indications in Latvia

Why? Mifepristone is technically available and off-label drug use is
reported to be commonplace

To increase access to mifepristone, informants suggested:
1) greater availability, including in the public sector,

2) lower the cost,

3) provider education, particularly on alternative indications, and
4) revision of the law to permit MA > 9 wks GA.




CoLOMBIA

Context: In 2006, the constitutional court ruled that abortion should be available
in cases of rape or incest, to save or preserve a woman’s health or where the
fetus has a malformation incompatible with life. Since then, national guidelines
have included mifepristone as an option for abortion through 10 weeks’
pregnancy (2014) and mandate that all facilities provide abortion (2018), at least
by referral. Despite the guidelines, in practice, medical abortion is still almost
exclusively available in the private sector. While the 2017 mife registration limits
use to 70 days but recent guidelines (RIA) allow for use in the second trimester.

Potential benefit: Responses favored broadening mife registration for other
indications

Which indication? Second trimester abortion (cervical priming and missed
abortion also considered feasible)

Challenges: Lack of awareness that mife is available in Colombia — even among
providers; concern from some (not all) about rocking the boat given the current

administration; funding 0 .t
yI‘IUI y
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IN SUM

Burkina Faso YES
Senegal YES
Colombia YES
Kenya MAYBE
Pakistan MAYBE
Latvia NO




COUNTRY-LEVEL ASSESSMENT:

< Conclusions

— Mixed knowledge of available evidence and/or
requirements to add a labeled indication

No consensus on most promising indication
across countries but some consensus w/in
countries

Alternative indications are viable; parallel
strategies needed to increase the # of
registrations and to better understand market

sustainability
Gynuity




NEXT STEPS

Convene strategy meeting/s to gain consensus on who, what and how to register
mifepristone for alternative indications.

—  Global level, to define & align strategy among global stakeholders & to
ensure collaboration & rational use of resources. (Maybe RHSC can be
convening body?)

At the country level, to define strategy and identify champions who can
provide advocacy and support buy-in for successful registration. (Countries
with clear interest: Burkina Faso, Senegal, Colombia)

Ensure parallel strategies / activities to develop provider capacity, revise or
introduce national practice guidelines, determine where & how drug will be
made available & collaborate in-country & within-country on mife procurement.

Incorporate market stabilization strategies into strategies for registration.

Convene webinar to improve knowledge and understanding of mifepristone
registration, marketing, distribution and availability.

HEALTH PROJECTS
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Advocacy Messaging

Mifepristone’s multiple RH indications

An overlooked opportunity for expanding access

When evidence supports safe and effective use of 2 medication or device, women should be
given a choice of options for their care, and this applies to treatments involving mifepristone.
Often P 2 alternative which may make it
especially attractive to health systems as well as to women

Mifepristone is an antiprogestin which blocks the activity of the hormone progesterone which is needed to

@ pregr Y also plays a role in softening and dilating the cervix and can be used to
achieve cervical priming for medical procedures.’ It is most commonly known for its use in combination with
the drug misoprostol to induce 3 medical abortion.

Although the number of countries with access to mifepristone grows every year, the medication is still
not available in many places. In others, it is officially registered but unobtainable due to a variety of
stigma and market-related barriers. As a result, populations that could benefit, including women and
girls, the young and disenfranchised, rural and remote populations, are not able to access this safe,
effective medication

ADDITIONAL MIFEPRISTONE INDICATIONS

©  TREATMENT OF EARLY PREGNANCY LOSS

®  TREATMENT OF INTRA-UTERINE FETAL DEATH
®  SECOND TRIMESTER ABORTION

*  CERVICAL PREPARATION

One strategy to increase availability and market sustainability of mifepristone is to register it for
additional indications. Several of these “uncontroversial” indications are legal in most jurisdictions and
could provide an entry point for the medication to be listed on national drug registries, stocked in
hospitals and other health care facilities, and integrated into health care systems.

In countries where there are highly restricted legal indications for abortion and/or where opposition to
abortion on request impacts drug registration regulatory processes, focusing on other indications may
eliminate some hurdies to product registration.

Additionally, in the face of constrained heaith care budgets, medications that address multiple
indications may be more appealing for purchase by health systems.

L y, each labeled for a single pill mifepristone (200 mg) has the potential to appeal to
different stakeholders and expand the marketability of this medication.

Early Pregnancy Loss
Early pregnar

Evidence Summary by Indication

Late Intrauterine Fetal Demise (UFD)
mnunouwmnnn«
fetal demuse (IUFD) afetusis ne
v-q--hommmunmuuhmmm Timely
L 'y to avolé

serious lMMl and to reduce
emotonal distress * Options far IUFD management include
exgectant management. which may increase rak of infection and
be less appeaing to 3 woman. turgical management, which
requires speciaiized skill that may not be readily available in some
settings: and medical management. which is most effective when
is waed.

oF
RCOG, NICE, and WHO gudelines all recommend the use of
mifepristone in IUFD management %
alone hat been found to induce labor after

Second Trimester Medical Abortion

EXPLANATION OF INDICATION
Second trmester abortion generally refers to abortoas occurming
12-24 week gestations ABortions in tha perad are done far 3 number
of reazon: mcluding patent chace 1o tave the e of the mather for
fetal defects. and in cases of rape and/or incest ™ According ts the
WHO Global Aborton Poices Project. while 2507T0n on request ©
legal in 50 countries, 80 countre: legally permit abortion in the caze
of fetal impairment and 115 countries slow & to save the ife of 3
pregnant person * These conditions often arize or are only identified
" the second trimester and medical abortion may play 3 key role az
the techn<al sk required for secane trmester sug<al 35arton may
not ahways be availadle Women m3y iss prefer 3 medical method
over 3 surgical procedure
SUMMARY OF EVIDENCE
- Sgnficant evdence thows that 3 combunation of mifeprstone
an¢ misoprostol 3 superor 1o maoprestol sione for med<al
abortion in the second trimester "
repmen: of and are
highly effectve and weil toierated. and azsociated with shorter
times to abortion success compared 1o maograstal alone and
complcations are rare.
Recent analyze: Aave 330 pozted that the method can De
offered a3 an outpatient day service. which could improve
Guality of care 3nd prove mare com-eFective to women 3nd
health care systems
The Worid Health Organization aed RCOG recommend
mfesrstone-mizapromsl for 333tea o the secand
trimeser 45

IUPD in approsimately 61-67% of women ' %

When .

eMicacy rates improve 4

Several recent studies have demonstrated that when
comparing m:soprostol alone to mifepristone and
misoprastal combined, the latter results in faster time to
expulsign '

The current evidence 3upports the same repimen of
miepratone and misoprostal contained in 3 CaMbBrPIck

ervical Preparation

EXPLANATION OF INDICATION
Priar ta 3 surgical abortion, the cervix can be prepared or softened, to
make the procedure safer, shorter, and easier Cervical preparation is
dmrmtmnlmmm Osmotx dilators.

alone or ion are all
mhmw While cervical preparation is also
used prior to other obstetric procedures current evidence around
mifepnstone relates to aborton.

review includes a3 an effective
Mm of cervical preparation for surgical first trimester
abortion
A 2010 Cochrane review found that while adding mifepristone
to misoprostol improved cervical dilation in second trimester
abortion. it increased procedure tme and the frequency of pre-
procecural expulsions compared to misoprastol aione
A large thres-armed RCT in 2015 conciuded “Desaite no
cifference in op ne. 3djunctive mil
wu:mwmwmmumlmm
alone and is better tolerated than misoprostol. ™
Women prefer mifepristone to camotic ddators for second
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Indication

Recommendations in International Guidelines

Existing products with this indication in label?

Early Pregnancy Loss

NICE: Do not offer mifepristone as a treatment for missed or incomplete
miscarriage. (Ectopic Pregnancy and Miscarriage: diagnosis and initial
management NG126, 2012)

WHO: Misoprostol is the recommended treatment for incomplete abortion
and inevitable abortion and there is no mention of mifepristone for early
pregnancy |oss in the guidelines. (Medical Management of Abortion 2018;
Management of Complications of Pregnancy and Childbirth 2017)

No

WHO: Medical management of IUFD includes the use of mifepristone in
combination with misoprostol {recommended) or misoprostol alone
(alternate). (Medical Management of Abortion 2018)

RCOG: a combination of mifepristone and a prostaglandin preparation is
recommended as the first-line treatment for late intrauterine death and
stilibirth for women with unscarred uteruses. For women with a history of
lower segment cesarean sections, mifepristone can be used alone. (Greentop
Guidelines 55, 2010)

NICE: if a woman who has had a late IUFD chooses to proceed with induction
of labour, mifepristone should be used, followed by vaginal prostaglandin E;
or misoprostol. (NICE clinical guideline 70, 2013)

Mifegyne® (Exslgyn, France): Labour induction
in fogtal death in utero. In patients where
prostaglandin or oxytocin cannot be used.

Mediprist ® (Acme, India): To induce labour in
cases where the fogtus has died in the womb

and where it is not possible to use other
medical treatments (prostaglandin or oxytocin,

2™ Trimester medical
abortion

WHO: For medical management of induced abortion 212 weeks
gestation...We suggest the use of 200 mg mifepristone administered orally,
followed 1-2 days later by repeat doses of 400 yg misoprostol administered
vaginally, sublingually or buccally every 3 hours. (Medical Management of
Abortion 2018)

FIGO: 13 weeks, If mifepristone is available (preferable), follow the regimen
prescribed for mifepristone + misoprostol. 200 mg mifepristone followed 36-
48 hours later by repeat doses of 400 yg miso gy, sl or bucc. There is no
maximum dose of misbprostol recommended.

RCOG: Medical abortion regimens using 200 mg oral mifepristone and
misoprostol are effective and appropriate at any gestation. (Clinical
Guideline #7, 2011)

Mifegyne® (Exelgyn, France): Preparation for
the action of prostaglandin analogues in the

termination of pregnancy for medical
reasons (beyond the first trimester).

Mediprist ® (Acme, India): As pre-treatment
before giving prostaglandins for termination of
pregnancy for medical reasons beyond 3
months gestation.

Table of
current
international
guidelines

Qynuity
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