Senate Community Affairs Committee
ANSWERS. TO EST.IMATES QUESTIONS ON NOTICE
HEALTH AND AGEING PORTFOLIO
Budget Estimates 2012-2013, 30 & 31 May and 1 June 2012

Question: E12-075
'OUTCOME: 1: Population Health
Topic: RU486
Type of Question: Hansard Page 50, 31 May 2012
Number of pages: 1
Senator: Senator Boswell
Question:

Have the treatment protocols of RU486 been submitted as part of each application for
authorisation to supply RU4867?

Please supply copies of each of those protocols.

Answer:

The protocols are developed by the institutions or organisations where the authorised
prescribers practice and are approved by an ethics committee. These protocols are submitted
and reviewed by the TGA and form part of the approval to supply mifepristone as an
unapproved medicine.

There are cutrently 24 discrete protocols that have been submitted to the TGA by various
institutions, organisations or individuals as part of an application for authorisation to
prescribe mifepristone under subsection 19(5) of the Therapeutic Goods Act 1989.

Copies of the protocols, with identification of the prescribers and organisations where the
prescribers work redacted for privacy reasons are attached.
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Early medical abortion using mifepristone and misoprostof

Rev Dats Comments | By Chk Mﬁff&_
| ' May 2009

1| May 2009 - | First version

2 | Aug 2009 | Amendments “Aug 2009

3 | Mar2011 | Scheduled raview June 2011
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Aiin of this procedure | . .
To outfine the S process for medical abortion up 1o § wesks gestation.

When Is this procedure used?
For all medical abortions up fo 9 weeks gestation,

Who uses this prdbeduré?

The Cantre Managar s responsibla for managing this palicy. '
All team members involved In the consuitation and Teas 18Nt Progess process,
Quily appropriately kainad providers endorsed by J can dispense mifspristone.

Using this procedure

- Definiion

The

. - is the brand name for the medication
abortion process used in . ‘

A medication abortion is an effective method for <arly abortion. It s the terminafion of
early pregnancy resulting from aboriion-inducing medications and withaut prinrary
surgical intervention.

A mifepristone and‘ misoprosiol regimen is the preferred regimen at.tn Austraiia,
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Madical Protoonis

NB. Madication abortions should only be undertaken in cenfres that have adequats access
(either'onsie or through arrangemant with another provider) to medical facllities equipped to
provide emergency treatment of haemorrhage, incomplste abortion and emergency . -
resuscitation, - '

1. Client Screening

AH&S@M can have o §EIMNGL any tme, provided shs has made an
informed voluntary choice, l& no mors than 9 weeks (83 days) gestational age
and there are no medical contradndications, She must meet e legal

requirements for fermination of pregnancy I the siate where the service ig
provided, ,

- There is the opion for clients o have decision-making counseling.

1.1 Considerations
. Age ‘ '

* Las{normal menstual patiod [LNMPY
= Menstual history (reguiaiity, flow)
*  History of cramping, abdominal pain or vaginal bleading since LMP {consider
sotopic pregnancy and spanieneous abortion}
* Confraceptivs use {corvect or incorrect)
» @mﬁy and parity, Eholuding_:
D aborfiens, triscattages
T history of ectopit pregnancy
i) caesarean ssofion, any ebststic somplications
© & Glrrént symptoms  of soxugily trangmitted infeclion (ST or peivic
inflammatory disease (PIDL ) , :
*  Medieal history {especially severe asthma)
*  Blood pressurg {BPY ' .
' - rofer if sysiolic BP is greater than 170, or diastolic BP is greater than 110
= Current medications '
x  Allergies

1.2 Contra-indications to G

“ Gestational age greater than 9 wesks (63 days), The client should be referrad
to have an if up to 12 weeks. (Refer W - rocedurs)

= Known or suspscted ectopic Bregnancy - miﬁepr#'stdne and misoprostol are
not effective treatments for actopic pregnaney. (Refer Early Pregnancy &
Suspected Ectopic Pregnancy Folicyy

= Allergy to either mifepristons andior misoprosio
* Adrenal faflure or long-term corticosteroid therapy
= Hasmorrhagic disorder or anticoagulant therapy
o+ JUR in situ - this must be removed prior 1o the MSMP taking place

Zudgs T
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* PFresence of pelvic infaction If severe {as indicated by sbdominai/cervical
mation tenderness, adnexal mass, muctpurulent discharge or high faver),
this should be treated first. (f mild, @I can proceed once antiblotics have
been commenced.

1.3 Special considerations,

* Breast-feeding — there Is a thearstical risk of dlarrhoea in the breastfesding
infant. Defer breastfeading for 6 howes following misoprostol.

*  Severe anmemia
= Concurrent fiinass with significant diarrhosa

*  Serious systemic illiness - eg. liver disease, cardlac dissase, renal disease,
epilepey, should be evaiuated individially to déteriine the safest method of
aboition, ' -

1.4 Assessment of gestational age

All oliénts requesting terminafion of pregrency wust have an accuruie
assessment made of thelr gestational age.

An abdominel ulfrasound shauld be petformed 1o assess for the presence of an
Intra-ulesine pregnancy and assess gestelional age. Only ¥ an Intra~tering
gestation is not visible on abdominal ultrasound should a trans-vaginal ultrasound
be considersd, (Refer Lirasound Seenning Frocedire)

I an infra-uterine praghancy cannct be confirmed, ectopic pr@ghansy must be
excluded. (Refer Earfy Preghaicy and Suspectad Fctopic Polleyy

An ulftasound exaimination report from angther provider confirming g}esta:ﬁana!
age Is acceptable, [f there has boeh no hisiory of pain or, bleéding it is not
nacessary fo repest the ultrasound examination,

1.5 Laboratory Tests

aj . Urne Pregnancy Test _ .

A urine pregnancy test is hot routt ely performed. ¥ I8 enly reguired i an
infra Intra-uterine gestation s pot visible on abdominal uitresound, prior to
proceeding to a trang-vaginal ultrasound,

b)  Quaniitative BhCE Test | |
Serm levels should be measured where no intra-uierine gestation Is
canfirmed but a urine pregnancy test ia positive (refer Earfy Pregnancy &
Suspscted Ectopic Pregnanicy Policy) ‘ : .

¢} Rhesus (Rh) determination :
All clients must have their Rh group determined and: documented. The

determination may be obtalned on-sfte or by an external pathology provider,
(Refer Rhesus Determination end Administration of Anfi-D Policy)

d)  Haemoglobin determination _ '
Pra-oparative haemogiobin determination is nof routinely necessary in first

inmester tarminafions. Severe anaemia can be detectsd while doing the
physical exarnination and stould be Invesligated and treated,

RENMCEIEE
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2 Pi‘auedura}' lnfoﬁnatz’m_énd fnf’ormed Consent

In order to make an informed choloe, the client niust be provided with Information
it language she can understand. Transiated written Information of o tfransiating
telephone service should be used when necessary

The client must understand the following sight points:

1} what a #W® is and how the. mifepristone and misoprostol will be
. administered ‘ :
2)  that the cllent shouild be sure about having 2 JiillllP before vroceading but
if she changes her mind she oan dscide ageinet having the process atany
fime hefore ¥ takes place

3} that there are cerfaln isks as well as benefits invelved In having a MSMP.
These risks (below) must be explainad in & way that the cllent can sasily

underetand: .

“  sxcessive bleading

*  infeciion

- ®  refained pregnancy figsus

= continuing pregriahcy ,
4} that there are the following possible side-effects:

v cramps and bleeding

= nausesand vomiting

= digrhoaa

= Taver/chills

5} thatif the NI falls ic terminate the pragnancy, it is recornmended that a
surgical termination be performed as there may be irth defacts associated
with the medications used. Thete are reports of foatal malformations after
the adminlstration of miseprostol althaugh the effect of mifepristone slons
on & fosfus is not known

6) the number of visifs to the centre required, transport fo and from fhe
centrs, and the telephone support available

- ) . that foliow up contact is essential to ensure that the alisnt does not have an

infection, a continuing pregnaricy or retained products of conception -

vaginat blesding is not proof of complate expulsion

8}  that there s another aliemative for first trimester abortion — the MSP
{sirgleal asplration aborfor).

The client must be given the apporiunity to ask for clarification of any of the
process information as well as the opportunity to ask any guestions and have
them snswered satisfactorlly. | s also important {0 address any ahxiely and
questions that she may have. about viswing the producis of soncaplion, as well
as privacy ardior hygiens issues. '

 Theressonfora client seeking a termination should be sxplored. The decision to

90 ahead with a (MY must be the voluntary dedision of the client alone. This
decision must not be made for the client by her husbaid, pariner, family
member, friend, service provider or anvone sise, ‘

The consent discussion and agreement to procesd must be carried out by the
attending doctor. The clisnt must signt the Consent to the Use of Mifepristone

and Misoprostol for Medical Abortion and Medicel Abortion: Mifeprisione &
Misoprostol Risk Information Sheetin the presence of the attending doctor.

=ags & gf it
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Summary of comparlsons between t {mifepristone
and misoprostol) and the o
| etfical Process

Frogedurs
High success rate, but lowsr than a {up | High sucvess rate {over 59%)

to 98% - World Mealth grganizafion, 2003)
May bs used in sarly pregnancy up to nine | May be used In early pregnaney: up ‘.to 12

weeks since LVP weeks since LMP .

Usually avoids Instrumentation | Instruments tnserted info the uferus
Requires at least two eentre visiis Can be completed in one centre visk
Medications causé a process similar to & it e
miscatriage _ A glinician perfams the procedurs
Abortich usually occurs within 24 hours of The procedurs s completed n & - 10

the second medication being taken [ minutes L

The process wil cocur In your own home .| Procadurs performed.at a

Oral pain medication can be used - - | Locel snaesthetic or ntravenous sedation

4. Contraception & sexual health scréening

Contraceptive optibns and ép,pmpriate sexusi Healfh seresning must ba offered fo
all cllents undergoing a ' -

Saresning for Chlamydia {(PCR urine) s offéred at the time of consultation. {Refar
Chlamydia Soresning Polieyy ‘ |

A contraceptive methdd may be started %mmadiately after ths_“. -i'nser-"tiea of
an IUD/MUIS should be deferred il the 2 weelk check or st the next petiod. -
(Refer discharge Instructions-and, fiation of Conlraceptive Mefhods Poficy)

8. . The medical abortion

51 ?ﬁifemistone

= blocks the acfion of progesterone and thershy: ,
- stops the pregnancy growing and causes detachimbent
- scftens and dilates the cervix
- makes the Uerus more likely to contract

= rapidly absarbad éfaffy in 15 minufes. § the client vormits more than 15
minutes after taking i, the dose does not need repeating
= suppied in 200mitligram tablets, stored af room teraperature-

5.2 - Misoprostol
* a prostaglandin flcensed in Australia to prevent gastric ulceration caused by
NSAIDs such as ibuprofen, naprosyn; and others :
* makes the uterus confract, causing cramps and bleeding
'-  may cause short-ived nauses, vomiting, diarrhoea, fever or chills
*  supplied in 200 microgram tablets, storad at roor temperahre

Yicia B oof 18
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5.3 The NP rogimen

« Initial visit day 1: in e NI the cient takes 200mg of mifepristone
orally. The client is glven 800 mog of Misoprostol (4 tablats) to take home with -
clear instructions on thelr administration, {The dispensing of medications must
be recorded in the Client Record and Mifepristone Registar,)

¥ 24 - 48 hours after faking rifeprlstone the cllemt takes 800mogm of
misoprostol buccally at home, placing tha 4 tablets betwesn the chesk and
gum for at least 30. minutes, Any undissofvad tablet residue femaining after

- this time oan then be swallowed. .

* If nio bleading has ooourred within 24 hours after the first dose of m‘isapmstoi_;
e client should return to the cenire and be given a second dose of B00mog
misoprostol . :

=_lis not necessary to inspect for products of conception

= Approximately 2 weeks after her inftial vistt, the clisnt retums @ the centre for

an evaluation (ses Follow-up Appointment below)
= Antibiotics are nof given roufinely

®  For Rh hegative women, Ri imiune globulin (2501U) should be admiristated
wittdn 72 hours of 4w administrations of mifepristons, {Refer Rbesus
Deterrnination and Admivistration.of Anti-D Policy) S

5.4 Bleeding and cramping

The onset of klseding and crampifng - is usually within four hours of taking .
misoprostol; maariy_aﬁ ciienits will have expariahaeﬁi.the onsel withity 24 hours,

Somelimes bleeding can occur after teking mifeprisione but before . taking
Rrisoprostol. Misoprostol should still be taken as directed at the recommentad
C lime, .

Bleeding occurs in almost all casies, however, this is not in any way proof of
complete expulsion. A follow-up appoiniment is absolulely necessary fo confirm
that the pregnancy has been ierrninatec%.: ‘

- Cramping can range from mild fo BEVEre,

Bleading and. cramping: usually exceeds the typical levels of mensirual blsading
and eramping,

Bleeding and cramping should diminish once ihe p_régnancy is expellsd,
Significant cramping does not usually last longer than 24 hours.
Miid blseding can continue for 30 days or more,

Probiem bieeding:

: Pate 4 . 13
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* I a client saturates two {or more) sanfiary pads per hour for two
coffssctitive haurs ihen this is designated "probisn bleading’. As part of her
discharge Instructions the client miust be glven instructions about whom i
contant if sha experiencss this type of bleeding. '

Pain management: A
* Counseling and reassuranca are criclal to mahagihg pain.

* Cllents should be advised o rest, use hot packs on the sbdomen and iake
pain refief medication as required,

* Analgesics such as garacateﬂmf, ibuprofen, naprosyn and codeing may be
benafiial taken shorfly before the misoprostol and as required, at the
recommanded dase, NSAIDs gan be taken with raisoprostol.

5.5 Other side effocts-
These are generally short lived and may include:
" rausea :
*  vomiting
*  digrchoea
= fever and chills

8. ' Discharge fns’trucﬁéns

The client mﬁst teceive verbal and written discharge nsiryctions in a fanguage
she tan understand. : . :

These instructions should cover the following:
% how and when the mifepristone and misoprostol are fo be admnistersd
* Wha to contact with any queries (including a 24 hour oantact number}

= the normal range of symptoms and side-sffects that a client can expect
affer {aking these two Torms of madication

*  theuss of pain refief madication

* the nesd for the client o have pelvic rest for one wesk (no sex or vaginal
“doushing, no tampons, no bathing or swimtning) '

* the importance of keeping the follow up appoiré-*zni.ent in 2 weeks {pleass
see below). Vaginal blgeding oceurs it almost all cases and s not in any
way proof of complete expulsion ‘

- ® famiy plenning methods should be started as soon as possible (as
ferliity can refum In less than 2 weeks afler @ medical abortion).
Qral confracepiives, vaginal rings, injectables and contraceptive implanis
can be commenced orice bleeding has commenced following
administration of misoprostal, or at the fime of SN I more practical,
UD/IUS may be inserted once abortion is confirmed o ba complete or at
the next-period. All methods may be commenced at time of foliow-up, if
the possibility of repeat pregnancy can be confidently excluded (&gq.

Fage T of 11
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abstinence) and with appropridts advice glven regarding ‘the tims o
sffeciivenass. Refer Initiation of Coniraceptive. Meihoa’s Pofmy

Warning signs and symptoms of possible complications:

The cllent should immediately }rafum to the centre or seek Immediate medical -

attsrtion if she experiences:

“  heavy m-glnai bleading (saakzng Wo or more samtary pads per howur for
fwa consecitive hours or large fist-size ol lots)

* prolenged heavy bleeding or savers oramping
T sevars. crampmg which 18 not reheved by pain rellef medication

withaué g fever iHe-or-Miglals !as‘ting six or more hours or @c:cumng
more tharn 24 hours aftet miaopros tol

* any abrormal vaginal discharge
= sevgle abdominal pain of nausea,

| 7. Faﬂz}w-arp appoinimen

The r.:iient may ot for a follow-up messsas fom
following_ingestion of mrfﬁ‘ Qtane i reting tkmm mg&ams thet ara af‘

- gbnehrm i _lre!aﬁfanin_i' action, inoor tion and Heran 'ﬁefa gre and of
Follow-up appolitment .
The cllent must refurn for a- fm!iaw-ug; appoihtment approximately two wesks after
Baving ‘

At this appointment the provider should take a history of evenis since the
previous visit (see (P Gliont Feedback Survey for much-of this information).
Complet:on of the abortion process may be confirmed by a corrbination of:

*  history of evenis

*  signs and sympioms .

*  abdominal ulfrasound examination

®  urine pregnancy test {may b positive up ta 30 days after 'a-)

= falling serum BhCG levels (zt‘ done} ’
The provider should assess for s presence of:

" a coniinuing pragnancy

*  retained products of conception

= persistent heavy blesding ' e

®  gigns of infection
if the SN is complate the provider should:

*  aniswer any final questions the client may have

.*  review her contraceptive options

FPace 8 of U1
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x pmvfde information about additional health services as appropriate

= document eompletion of the process In the client. record, noting any
adverse events or complications

8 Complications and their treatment

&1 Continuing pregnancy
Cocirs i 1 — 2 % of ali casas ‘
Confimed by an increase in gestetional sge, a8 measured on wirasound

examination, and In most cases a detectable fostal heartbeat, (A non-viabis,
ron-progressing gestation is can,sfeﬂ-ered. tatained products - ses helow.)

Continuing pregnancy requires 2 Sl (aspiiation abortion),

8.2 Retained products or “incomplete abortion”
Oceurs in 12 % of afl cases :
If clinically suspectsd or evident on ultrasound only, without significant
symptoms, such as heavy bleeding or crarhping; ‘

= give explanafion that #issue may be expefled during subssquent vatinal
bleeding or with naxt menstrusl paticd OR - :

* gve misoprosiol, sither 400meg buccally or BOOMog orally a5 a single
- dose ORF .

= cayry out <ol (it Is the cllent's preference)
Persistent heavy bleeding or cramping requires o (.
8.3 Exaessivs bleeding o .
' The clierd shouid contact the E;emtra‘ or seek medical assessment If she saturates.

two (or more) sanitary pads per hour for two consscuilve hours or expariences
large, fistsize clots. _ - :

Excessive blesding may require an Yl for clinlcally significant hasmmorhags

orif it is the client's preferance,

A clinically significant haemorrhags is defined as:
*  adrop in haemoglobin / hasmatosrit
*  hypovolaemia
* othostatic hypotension

Ergometrine (0.2mg M) can be administered up to three Gmes, 5 — 10 minues

apart,
Hasmorrhage requiring a transfusion oceurs in 0.1 - 0.2%- of all cases

8.4 Infection

Infections are rare in medical ahortion {(~0.3%).

Symptoms and slgns of Infection may include:
*  persistent psivie pain '

S Y ob T
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»  sustalred fever over 38° C ‘
*  faver more than 24 hows after taking misoprostol

) atypmaf presentation can ecour without fever, severe abdominal pain,
or pelvic tendermess, but with significant leukoeyiosis, tachycardia, or
haemoconcentration ‘

For mild infections, oral antibiotics ére presorfbed:

. Boxyeyeline 100mg bd for 10 ciays OR azzthramycmg 18, repseted il week later -

PLUS
- Amexdilin/elavulanate 875/125mg bd OR mefronidazole 400mb bd for 10 days

If severs infection or sepsis Is suspected, the client should be hospitalized far
freatment, _

8.5 Summary of situations necess;tating surgic:ai snt&wenhan

* continulng pregnancy

*  moomplete abortion or refained pmd-ucts of cangeption associated with heavy
bleeding or cramping

» arthostatic hypotension associzied with haamor?hage or haavy bleading

*  anaemia, especially with an-going blood less,

* client unable fo refurn to the cénire or has no access to emergency ssrvices
. itis the client's preference
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Documents Refating fo this Procedure

. Infermad congent poficy
Ultrasound Scanning procedure
Eerly Pregrancy and Suspected Eclopic polly
Rhesus Determination and Administration of Anti-D policy
Chiamydia Scresning policy
Initiation of Contraceptive Methods Policy

Records Relating fo this Procedure

W A cmission Notes

Medical Abortion: Mifepristone & Misoprostot inforfation Shegt

Medical Abartion: Mifepristone & Miscprostol Risk | nformation Sheat
Corisent fo the Use of Mifaptistona and Misoprestol for Medicsl Abortion
Medical Abortion Aftsrcara booklsi _ o
Mifepristons Drug Registar

References to this Procedure

Terminaticn of pregnancy - A resource for Realin profess onals, RANZCOG, 2005
The Cars of Women Requesting Induced Abortion - Evidence-based Clinical Guidslines

Number 7, RGOG, 201108 ‘ ‘
Frequently asked clinlzal questions about medical abertion, WHOG, 2006
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First Trimester Medical lntérruptipn of Pregnancy Using Mifepristone

and Misoprostol

This protocol outlines the process to be followed when using mifepristone and
misoprostol for medical interruption of pregnancy at gestations <13 weeks.

Indications
indications for mifepristone. and misoprostol pregnaney interruption at <13

weeks gestation;: - _ N _ )
1. Infrauterine fetal demise in women in whom anaesthesia is potentially

risky (eg. -maternal cardiac or puimonary diseass) or surgical

-evacuation potentially difficuit (eg. prior Ashermann's’ Syndrome,
previous difficult-or failed mechanical dilatation) -
- 2. Severe fetal anomaly in which pathology assessment of the intact fetus
is required ' . S . B
3. Severe maternal iness where continuation of the prégnancy wouid

Y Py omym o sl Sy s il o | 3 1 IS
——rerigRRarize theife or well-beingof themather———— e —

Medicolegal requirements

In —_th-ere is specific legislation for pragnancy termination’ |
. and at &ll times the requirements of this legistation are to be met. '

It is a statutory requirsment that all regnancy terminations (non-fetal demise) _
are fo be notified o the _ . o

All women are to be counseled regarding the risks and potential complications

of medical termination and written consent obtained prior o commencement

of the procedure, This counseling information Is to be documented in the‘ '

hospital medical record chart.

Counselling and consent process

Appropriate counselina and legal requirements must be met in accordance
win o I——— " " "

Prior to hospital admission the foliowing must ochir:_

1. Paﬁen‘c Information Booklet for medical first trimester termination be
provided to the woman. ' S
2. Completion of a consent form for medical termination of pregnancy and

evacuation of retained placental tissue .
= Notation of thé potential complications and side-effects
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" Potential for surgical evacuation . of retained placenta /
fragments (approximately 5% of women ‘Will require this
procedure) ' P

Medical abortion procedure
* Medical termination of pregnancy will odcur in two stages

o Mifepristone 200mg orally (1 tablet) taken at home in the evening

o Misoprostol vaginally as per the protocol below. Misoprostol is to be
administered in hospital commencing in the morning 36 hours after
the mifepristone was taken :

» Mifepristone 200mg oral tablet is to ba rescribed by a TGA-authorized
prescriber and dispensed by the The woman is to be
instructed to take it by mouth in the evening 36 hours before her planned
admission for m isoprostol administration. .

»  Misoprostol is to be charted 'on'ad'mission as:-

© Miéoprosfol 800ug (4 tablets) VAGINALLY followed 3 h'ours later if -

“passage of the preghancy has not occurred, by

,- &S

~==hisoprostot =

maximun of two doses. “These doses may bé given ORALLY iF
there is vaginal bleeding. . :

. The majority of womeh will expel the pregnancy within 4 hours of the vaginal .

misoprostol dose. If abortion has not occurred 4 hours after the final charted .
misoprostol dose the woman is reviewed by a doctor A specuium is passed
and pregnancy tissué removed if it Is visualized in the cervical canal. If o
tissue is seen a pelvic ultrasotind exarnination performed and a surgical

© evacuation proceeded to if the pregnancy is withih the uterine cavity.

' The median abortibn interval from first misoprostol administration Is 5 hours

and the madian number of doses of misoprostol is two.

. 94-95% of women will have a complete abortion with this protocol. 5-6% ‘will

require surgical-evacuation of the uterus.

Following the Passage of the pregnancy women are to be observed on the
ward for 4 hours. . ' '

Following the administration of misoprostol, pu!se; blood pressure, |
~ temperature and systemic symptoms are monitared houly. '

Potential risks with medical termination of pregnancy

Major. compiicaﬁons from first trimester medical termination of pregnancy are

rare but include; _ _
* Haemorrhage requiring blood transfusion (0.2%)

ULy 2 ahiets ) Y AGINAL LY avely =3 s



s Infection

- Lesser side-effects of the procedure used include:

¢ Prostaglandin side-effects: nausea, vomiting, diarrhea, fever
* Abdominal pain - ' :
* Bleading

Contraindications fo mifepristone/misoprostol medical termination

Known allergies to mifepristone or misoprostol

Severe asthma requiring corticosteroids

‘Suspected ectopic pregnancy

IUCD in situ (removed before treatment) -

Chronic or acute adrenai or hepatic faiiure

Inherlted porphyria ‘
Bleeding disorders or concurrent anticoagulation therapy

Medical procedural requirements
* A Procedure Consent form must be signed by the woman and witnessed

by the medical practitioner providing the counseling. This form must be
completed prior to the mifepristone administration.

N

'+ The fallowing medications ars also fo be charted of admission:-
: Misoprostol (see next section) . '
- Diclofenac 50mg orally tds pm .
Maxolon-10 mg IV / IM 6-hourly prn
Morphine 5 — 10 mg SC 3-hourly priy
o Anti-D 825IU IM if the woman is Rhesus negative
‘Anxiolytic such as Lorazepam 1 - 2 mg orally 6-hourly prn. _

G O0.C o0
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Midtrimester Medical Termination of Pregnancy Using Mifepristone and ]
Misoprostol ' -

This protocol outlines the prdcess to be followed when using mifepristone and
misoprostol for medical interruption of pregnancy. :

“When preghancy interruption is required at gestations betwsen 13 — 28
weeks, medical methods of evacuating the uterus are considered the optimal
in terms of matemal safety’, Surgical evacuation of the uterus may be
employed but requires specific training and an ongoing case-load {0 maintain
: this skill, a siftiation which is not available at
‘“)‘ In addition, when examination of the fefus Is indicated for medical diagnosis or
: the parents wish to view thair fetus, medical tarmination is indicated.

There may be specific circumstances where a medical termination of
pregnancy in the first trimester is the safest option for the health of the mother ‘

(eg. severe maternal cardiovascular disease).
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T Indications

indications for mifepristone and misoprostol‘ prégnancy interruption (1 3-28 .
weeks gestation): : : :

. Intrauterine fetal demise.

- Severe fetal anomaly , : Co

. Severs maternal iliness where continuation of the pregnancy would
jeopardize the life or well-being of the mother _

N . Previable’ preterm  prelabour rupture  of  membranes  with
) ‘oligohydramnios

LN
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- Medicolegal requirements

there is specific legislation for pregnancy ‘rar'mina’tion2
quirements of this legislation are fo be met.

In ,
and at all times the re

At gestations beyond 20 weeks, pregnancy termination (regardless of

indication when the fetus is alive) specifically involves permission from the
- No termination procedure will be commenced

greater than 20 weeks until permission has .

at gestations

been obtained.

It is a statutory requirement that all pregnancy terminations (non-fatai demise) .
areto ba otfied 1o trc
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Al women are to be counssiled regarding the risks and potential
complications of medical termination and written consent obtained prior to.
commencement of the procedure. This counselling information is to be
documented in the hospital medical record chart.

Particular circumstances requiring individualisation of care
1. Prior yterine surgery S 4 ¥

The presence of a uterine scar should he noted! Wﬁlst the risk of uterine
rupture in women with prior uterine surgery is low (<1%) during termination
procedures using prostaglandins alone or in combination with mifepristons, it
s @ potential adverse event and must be discussed with the woman. Clear
documentation of this discussion must be made in the medical record chart. It
must also be recognized that uierine rupture is a complication of any method
of mid-trimester Pregnancy termination, regardless of the presence of
absence of prior uterine surgery. ' '

On . occasions, medical termination methods may not be appropriate for

women with prior uterine surgery and treatment optlons must be
individualized. ' '

2. Third trimester | , S IR e

B
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"MISGPIGSTST SRoUIG Fot be Geed i The Third Tmastor T e dases employed In
the second trimester, At present, consideration for the use of mifepristone and
a low dose misoprostol regimen could only be made in the context of a
scientific trial,_appropriately reviewed and approved by the regulatory
authorities at : _

In second trimester pregnancles with a fetal size greater than 28-30 weeks,
pregnancy interruption options should be individualized. :

Counselling and consent process

Apprapriate co‘unséilin and legal requirements must be met in accordance
with the S

Prior to hospital admission the following must occur:

14 The Patient#formation Booklet for medical midtrimester termination is
discussed and given to the woman. ' :

2. Completion of a;coriggnt form for medical termination of pregnancy and

evacuation of retained placental tissus Y | g ,
* Notation of the potential complications-and idg_— ffects
®  Hotential fer surgical evacuation of ‘tetainet placenta or
fragments (approximately 10-20% of women will require this

procedure)

3. Inform the woman that the termination procedurs will involve the use of ‘
oral mifepristone, a progesterone receptor blocker prior to.the vaginal -

‘administration of the prostaglandin misoprostol.  There have bee.n
‘many sclentific. studies clearly demonstrating the efficacy of "EhIS
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sequential medication regimsn with the primary medical benefits being

‘& reduction in duration of hospital stay, a reduction in plagental
retention rates and a reduction in_procedure-related pain compared
with misoprostol administration alons,

Mifepristone is not generally available in Australia for pregnanecy
interruption although it is licensed for this purpose in many countries
(eg United Kingdom, France, USA, New Zealand). Multiple scientific
_ publications attest to the safety and efficacy of mifepristone when used
to prime the uterine response to prostaglandins such as misoprostol..
The Therapeutic Goods Administration (TGA) and the
have given approval for some
to prescribe

S mifepristonie for this purposs.

Misoprostol is the principal prostaglandin used at

to induce medical termination of pregnancy in the
mid-trimester of pregnancy. In Australia misoprostol is licensed for the
treatment of stomach ulceration but not for use in pregnancy. As with
mifepristone, thers are many sclentific studies, including several clinical
trials conducted atH which clearly
demonstrate the sffectivene

ss and satisfactory safety profile of

e

‘ miennrostal———egmpafed—mh—%@-::ﬁ?%
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storage, cost and routes. of administration. Misoprostol is used “off
label” in obstetrics and gynaecology as the current sole manufacturer
does not wish to have it licensed for pregnancy use. The “off-label” use
of medication is not uncommon, particularly in obstetrics and paediatric
medicing. As_the efficacy and safety of misoprostol is medically
accepted, the

: ) gave approval for
misoprostol in pregnant women. -

Potential risks with medical termination of pregnancy
Very uncommonly serious complications may ocour during midtrimester

pregnancy ‘termination. These complications are not specific to the
process but rather are inherent complications of labour. In Australia,

“maternal death during pregnancy or fabour is rare, with an incidence of

approximately 1 per 10,000 women.
The most serious complications 'of fabour and birth include:
* Haemorrhage requiring blood transfusion (1-2%)
= Unplanned major abdominal surgery because of heavy
bleeding or rupture of the uterus or problems with the
placenta (0.5%) : -
* Unplanned emergency hysterectomy (0.2%) ‘
There have been a handful of reports internationally of a fatal toxic shock
type infection with Clostridium sordsliii associated with mifepristone use
(1/100,000 risk) : : '

rost
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{Cervagen).” Misoprostor Ras adva ages over gemeprost in terms of

ilf
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Minor side-effects of the medications used include:
' *  Mifepristone C
' * Nausea and vomiting 15 -20%
» Headache - 16-20%
* Occasional pelvic cramping before admisslon
*  Misoprosto! '

» Fever >37.5 degrees 50%
+ Nausea and vomiting 25-50%
* .Diarrhoea 5%

- The incidence of misoprostol side effects is related to the number of doses
given. When pre-treatment with mifepristone is utilised, significantly feywer
doses of misoprostol are needed than when used as a sole abortifacient
agent,

Termination procedure

‘) * Al midtrimester terminations of pregnancy must be overseen by a
" ; consultant ‘ ' , _
* Only in exceptional cireumstances should women undergo a midtrimester
termination of pregnancy- and surglcal sterilisation during the same
admission. The responsible consultant must personally review such

womern, . .

e s e Megieal e rminatio - pregRancy Wi OCOURIR NG SIS s e e

o Mifepristons 200mg orally (1 tablet) taken at home in the evening
o. Misoprostol as per the protocol below. Misoprostsl is to be
administered in hospital commencing in the morning 36 hours after .
the mifepristone was taken ' , o
*» “Mifepristone 200mg oral tablet is to be rescribed by a TGA-authorised
- prescriber and dispensed by the*_ The woman is to be
instructed to take it by mouth In the evening 36 hours before her planned
admission for misoprostol administration.
It the gestation is 13-19 weeks the woman is admitted to Ward 6
- (admissioh timing is prebooked with the nurse manager.on page.
._..)‘ :  prior any mifepristone prescription). ; : : _
: * If the gestation is >20 weeks gestation the woman is admitted to the
Labour Ward permission must be obtained prior to
booking). The timing must be arranged ‘with the Labour Ward prior to any
mifepristone prescription (telephone : :
* A Procedure Consent form must be signed by the woman and witnessad
by the medical practitioner providing the counselling. This form must be
completed prior to the mifeprisione administration. '
* FBC/group & hold are to be collected on admission.
* The following medications are also to be charted on admission:-
o Misoprostol (see next section)
Diclofenae 50mg orally tds prn
Maxolon 10 mg IV / 1M 6-hourly pro -
Morphine 5 - 10 mg SC 3-hourly prn
Cabergoline 1 my stat orally is to be offered after deliveries >. 18
weeks gestation for lactation suppression., " :

C 000
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o Anti-D 6251U IM if the woman is Rhesus negative
o Anxiolytic such as Lorazepam 1 - 2 mg orally 8-hourly prn
* Misoprostol is to be charted on admission as:- _ ' -
o Misoprostol 800ug (4 tabiets) VAGINALLY followed 3 hours later by
o Misoprostol 400ug* (2 tablets) ORALLY or VAGINALLY every 3
- hours fo a maximum of four oral doses,

* . This regimen is only for pregnancies <22 weeks gestation.
Gestations >22 weeks gestation the misoprostol loading _
dose is omitted,

-* *Women with a dead fetus > 20 weeks gestation in the
presence of a uterine scar should receive 200ug (1 tablet)
rather than 400ug. ‘ _

o 87% of women will deliver with this regimen, most within 15 hours.
Undelivered women must be reviewed by a registrar or consultant
after which the following will generally be presctibed:

. * Mifepristone 200mg orally fo be given at midnight, followed
. the next morning by ' ' : S

* Misoprostol 800ug (4 tablets) VAGINALLY followed 3 hours

- - later by e ‘ . S

* Misoprostol 400ug* (2 tablets) ORALLY or VAGINALLY

-every 3 hours o a maximum of five total vaginal doses
including the 800ug dose. *200 ug for fetal demise with a -

DIBENRE G It M s S
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"o Women still undeliversd after fhis second couTss (ABOT 0. BY4) muet T
be reviewed by a consultant. . Subsequent management options
. Include: '
'*  Repeating above regimen
* Extra-amniotic PGF2qg -
* Amniotomy and syntocinon infusion -
* Surgical evacuation of the uterus- , _
The wornan is to remain on the bed for 60 minutes after any vaginal dose
of misoprostol fo optimize absorption. _ ‘
* Dosing can continue after the ‘membranes rupture if delivery is pot.{
. imminent. ‘ R
* Observations to be performed:- | . - '
o BP, pulse and temperature on admission and thereafter fourth-- -
- hourly unless required more frequently by the clinicai situation,
o A fluid-balance chart is usually not required. However, one
.should be’ used in women who are at risk of dehydration such as
those: _ - '
* having significant vomiting and diarrhoea
* who have not delivered in the first 24 hours and whose
~ oral intake is limited
. » having extra-amniotic PGF2¢
¢ Dist:- o ' .
o Clear fluids after onset of contractions (full dist until then)
o Fast once membranes have ruptured and remain fasting until
placenta delivered and declared complete



Placental management

* Oxytocin 10 1U is administered intramuscularly after expulsion fo the
fetus. o :

* Placental retention will occur in about 10-20% of women (under 20

wesks it will be higher)- and women should always be consented for

. Possible operative removal when being consented for pregnancy

termination. : : ' :

* I the placenta is not expelled within 60 minutes of delivery of the fetus

(earlier if bleeding is excessive), assisted removal is indicated.
Placental removal is generally conducted in the operating room.

* A broad-spectrum intravenous antibiotic should be administered 'if
manual removal of placenta is undertaken. '

" Lactation Suppression

. 'Cabergdline 1mg as a single oral dose, taken with food, is routinely
offered for lactation suppression in gestations terminated at 18 weeks'
or greater.' :

Paperwork and cremation/burial requirements

'+ These must be atiended as per exising Procedures Tor B

“management of stillbirths, neonatal deaths and fetal anomalies.

* The Notification of Termination (Form 1 must be completed and
. forwarded to the “following any pregnancy

termination. . ‘
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Mifepristone and misoprostol for medical abortion

~ Indications and regimens for prescription and use of the unapproved
Pproduct mifepristone, 200mg tablets at the

July 2009

Indications for use of mifepristone - :
Termination of pregnancy where medical abortion is assessed clinically as the most
appropriats method for the woman, including when surgical abortion is not available.
This would include: ' '
" women who have had a failed attempt at surgical abortion :
*  women for whom surgical abortion carries higher than usual risk ot Iikelihood of
failure or is contraindicated ' '
*  ‘women where on balance medical abortion is more appropriate than surgical abortion
© . for clinical reasons including anaesthetic risk or very early pregnancy _
* women having termination of pregnancy af an advanced gestation, when the ‘
. Women’s does not offer surgical abortion and the alternative is medical management
- with misoprostol alone (routine after 18 weeks and some cases at 14-18 weeks)
* fetal death in utero, including eatly miscarriage .
* women with & strong preference for medical abortion over surgical abortion

Gestational cansfdemtioris Co - K
After 28 weeks gestation mifepristone with misoprostol would only be used in the -

presence of fetal death in utero.

Site of préscription and use

Care will be provided at . Specifically the mifepristone and misoprostol will

be administered under direct supervision at It is anticipated that the vast
majority of women treated will proceed to complete the abortion on the premises. In
exceptional cases, if abortion does not occur or is not complete within a few hours of
misoprostol, outpatient follow up will be arranged, or transfer to another institution,
staffed and equipped to conduct pregnancy termination. ‘ ‘

. , uses the regimens recommended by the Royal College of Obstetricians and
Gynagcologists (RCOG), as also reported in several large case series. '

Up to 63 days gestation: : :

*  200mg mifepristone orally, swallowed under supervision 7

*  36-48 hours later 800ug misoprostol administered vaginalty :

* A further dose of 400 pg misoprostol administered orally or vaginally if products of
conception not passed within 4-6 hours,

63-91 days gestation: :

Indications and regimens (July 2009)
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* . 200mg mifepristorie orally, swallowed under supervision

*  36-48 hours later 800pg misoprostol administered vaginally

*  Further doses of 400 pg misoprostol administered orally or vaginally at 3 hourly
intervals up to a maximum of five doses if products of conception not passed. -

13-24 weeks gestation;

*  200mg mifepristone orally, swallowed under supervision

*  36-48 houry Jatei 800pg misoprostol administered vaginally o o

*  Further doses of 400 g misoprostol administered orally at 3 hourly intervals uptosa
maximum of four doses if products of conception not passed, -

*  Consideration of a repeat course of treatment if unsuccessful.

After 24 weeks gestation: ' ‘ :
* .Asfor 13-24 weeks gestation, but dosage of misoprostol may be reduced and

intervals increased as Judged appropriate by the clinician.

~ Since the previous application theré has been a growing body of evidence supporting the .
efficacy of sublinigual administration of miseprostol as an alternative route to oral or
vaginal administration. ‘ : ‘ : ' '

" Potential variations may be made according to clinical judgment in individual cases, or if

new evidence supports & change: © R - '

* Variation of the interval between mifepristone and misoprostol (evidence supports
this being 1-3 days) . ‘

* Variation of the misoprostol regimen, including route of administration, specifically
sublingual administration _

* . Substitution of gemieprost for misoprostol in'accordance with RCOG guidelines and
approved UK regimens : S

. ) has procedures in placs to ensure fhat informed consent is obtained and to
support delivery of care, provision, of information and appropriate follow up.

Referrals for thedical abortion N - :

l still does not propose to seek or accept referrals solely for the purpose of
. access o mifepristone. However already accepts patients at higher than
. ‘usual risk or who have had a failed surgical abortion elsewhere, as a-routine part of its
role as a teftiary referral centre.

- Failed medital aborfion 3 '
As with fajled surgical abortion, if medical abortion fails, there needs to be clinical
discussion about how best to proceed to complete the termination. Options might include
a further course of mifepristone and misoprostol, surgical abortion, intrauterine injection
with a rauge of agents or even, hysterotomy, depending on the particular clinical

circumstances,

Monitoring and reporting

hldicaﬁons and regimens (Fuly 2009)
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Audit will be undertaken of all cases where treatment with mifepristone is used, including

recording of dosage regimens, outcomes, adverse events and follow up. Reports will be
-made at least annually to the Hospital’s Quality and Safety Committee and to fJjfj
Suspected adverse events will be reported to the TGA, the_sponsor_aud

the

© Revisions to practice, information and cousent forms - o
New evidence may lead to changes in treatment regimens. Any necessary chanies will be

reviewed and approved prospectively by the Chief Medical Adviser,
and notified to the S

Indications and regimens (July 2009) g 3



: faken to complete abortion and pain experienced by worren undergoihg the procedure

(Rodger & Baird 1990).

Mifepristone is also indicated for adjunctive use in first and second trimester surgica)
abortion. While surgical abortion procedures present less risk to the pregnant woman than
continuing a pregnancy to term, there are some adverse outcomes, Surgeons conducting
such procedures are engaged in a continuing process of quality improvement as they seck

 to reduce the frequency of adverse outcomes, Mifepristone offers the prospect of

reducing-complication rates in surgical abortion by reducing the tequirement for
mechanical dilation of the cervix and the tirse taken to complete the surgical procedure.

The p‘rod‘uct - active ingredient

Mifepristone isa competitive antagonist of progesterone which binds to progesterone

receptors and glucocorticoid receptors (Ashok & Wagaarachchi 2002). By preventing the
effects of progesterone in the uterus, it interferes with implantation and placental
development, resulting in foetal inviability. The mechanism of dction is essentially to
mimic the syndrome of tuteal insufficiency, in which there is insufficient secretion of
progesterone from the corpus luteum. This syndrome is a common cause of early
spontaneous abortion. Inhibition of progestogenic effects is also a very logical approach
to post-coital contraception. : - :

Mifepristone was first tested for induction of abortion in 1982 and licensed for use in
inducing early medical abortion (in combination with a prostaglandin analogue) in France
in 1988, in the United Kingdom in 1991 and in the USA in 2000. Millions of women
have now been treated with mifepristone worldwide, - ‘ ' ,

Trade hame, dose form, supplier

Cipla India 200mg mifepristone tablets for oral administration.

Danco USA “Mifeprex” 20 Omg mifepristone tablets for oral administration,
Exelgyn France (per IDIS UK)“Mifegyne” 200mg mifepristone tablets for oral
administration.

Indication: second trimester medical abortion

Clinical justification

In some circumstances, pregnancy may constitue both a life threatening and a serious
condition, therefore treatments which reduce the risk to the pregnant woman by

terminating a pregnancy meet the requirements of Regulation 12B(2) of the Therapeutic
Goods Act. ;
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Justification fbr use of mifepristone in preference to other

- approved {reatments

‘Over 100 second trimester medical terminations of pregnancy are conducted each year at

. The currently available methods for termination
of prégnancy in the second trimester are surgical {dilation and evacuation) or medical
(misoprosto! only induction). '

' Surgery is offered for gestations up to 16 weeks and entails pretreatment with misoprotol

followed by dilation of the cervix and svacuation of the utering contents.

A medical method is used in the management of pregnancies over 16 weeks gestation
with admission and induction of labour using misoprostol.

Both of these methods entail “off label” use of misoprostol, which is registered on the
Australian Register of Therapeutic Goods for other indications. While the current

- medical and surgical methads for second trimester abortion pose less risk to some

pregnant woman than continuing her pregnancy to-term, rare but  serious adverse

outcomes are associated with these procedures and attention is directed to reducing risks.

such as hasmorrhage requiring transfusion (for medical procedures) or uterine artery

~ laceration requiring hysterectomy (for surgical procedures), The addition of mitepristone

offers the prospect of reducing risks to women undertaking second trimester abortion.

“Jurisdictions in which Mifepristone is approved for this

indication

United Kingdom

, Efﬁcacy and safety of mifepristone in second trimester abortion ‘

- Both medical and surgical approaches are highly effective in terminating second trimester

pregnancies. Fewer abortions are carried out in the second trimester than in the first
trimester and consequently trials and case series involve smaller numbers than those
reporting on the efficacy and safety of first trimester abortion methods.

The effectiveness of second medical trimester abortion procedures is high. Mazouni et al
(2006) reported a failure rate of 1/202 (0.5%) following second trimester medical
abortions using misoprostol only between 15 and 24 weeks. In Australia Dickenson
(1998) reported a series of 1001 second trimester medical abortions (using misoprostol
only) in which 39.(3.9%) did not deliver within 48 hours. A recent Danish series of 127

abortions conducted at 13 to 24 weeks reported that abortien took place within 24 hours .

in 98% (Nilas et al 2007). For surgical approaches effectiveness approaches 100% and
abortion failure rates are not reported in the second trimester series: .
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Safety of second trimester surgical abortion in comparison to
medical abortion

In series of 1064 surgical abortions using osmotic dilators and surgical evacuation at 14
to 22 weeks gestation has Schnieder, Bukovsky & Caspi (1994) reported that 8/1064 had

- disseminated intravascular coagulation and 2/1064 significant haemorrhage. In a series of
1867 surgical abortions at 13 to 20 weeks conducted in South Australia, Pridmore and
Chambers (1999) 6 uterine perforations were observed. Surgical injuries are avoided by
medical fermination procedures. There is a small risk of uterine injury arising from -
sutgical approaches to second {rimester abortion and a similarly small risk of uterine
rupture arising from medical approaches (see below).

Safety of second trimester medical abortion with mifapﬁstone and
misoprostol in comparison to current practice using misoprostol only

The main differences between second trimester medical abortion using misoprosto] alone
and using mifepristone pre treatment ptrior to misoprostol are -
1} areduction in the time elapsing between induction to abortion, with consequent
reductions in pain and analgesic requirements. |
2) A reduction in retained placenta, often associated with haemorrhage and need for
transfusion, and requiring surgery to evacuate the uterus.
. 3) A potential reduction in the risk of uterine rupture associated with the use of
misoprosto] in women with previous uterine scar, through a reduction in the
amount of misprostal required to effect delivery and time to.delivery.

Placental retention and transfusion

Daskalakis (2005) reported other serious outcomes after misoprostol-only abortions, such
as significant haemorrhage in 0.9% and retained placenta (requiring surgical intervention)
in 52.5%, In Australia in a series of 1001 congecutive second trimester medical abortions
conducted in Western Australia using misoprostol only, 315/1001 (31%) had retained
placental tissue dnd 21/1001 ( 2%) required transfusion (Dickenson 2007).

Induction to delivery time

Rodger & Baird (1990) demonstrated that pretreatment with mifepristone reduces interval
between prostaglandin administration and expulsion in second trimester abortion nearly
two decades ago. In their randomised trial involving 100 women pre-treatment resulted in
a median induction to abortion inferval of 6.8 hours which was significantly less than
15.8 hours in the centrol group (misoprostol only). Since then, the adoption of
mifepristone pre treatment prior to misoprostol induction of second trimester abortion has
produced such a marked drop in the length of time required for most medical abortions
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- Western Australia (Dickinson 2007).

that it has become possible to manage many second trimester abortions as day cases in
countries where it is available (Lalitkumar 2007:46).

Ashok & Kidd (2004) administered the same combination of mifepristone and
misoprostol that is proposed for use in Brisbane to 500 women with gestations of 13 o 21
weeks producing a median time from induction te abc_ujtion of 6.5 hours.

In Australia Dickenson (1998), in a comparison of gemeprost and misoprostol used in

 induction of second trimester abortions at 17 to 22 weeks, found that the average

induction to delivery time was 16.9 hours amongst the 53 given misoprostol only. In
contrast Hamoda et al (2005a) reported median induction to delivery times of less than 8
hours in each of three arms of a trial involving 76 women given three different
misoprostol regimens following 200mg of mifepristone. The difference in the time taken
to abort is.clearly illustrated by Lalitkumar et al(20006:table 42-44) in their review of 21

 trials of second trimester medical abortion regimes where all of the misoprostol only

regimens resulted in longer procedures than any of those involving pre treatment with
mifepristone. oo

Pain

Medical abortion in the second trimester commonly involves pain. Reporting on a seties
of 99 patients having induction of labour using mifepristone and misoprosto! for either
foetal death or as an abortion procedure, Verhulsdonk {2007) found that 28% required
epidural anacsthesia and a further 24% were given intramuscular pethidine during the
procedure. In the original study which demonstrated shorter induction to delivery time
when mifepristone was used (Rodger & Baird 1990) there were also significantly fewer
analgestic injections given to 49 women in the mifepristone group (ave 1.1) than in the
group of 50 using misoprostol only for induction of second trimester abortion (ave 1.5,
P<0.05). : : :

Uterine rupture

There are case reports of uterine rupture during second trimester abortion with
misoprostol (Nayki et al 2005). One such event was seen in a series of 324 second
irimester abortions conducted using misoprostol between 17 and 24 weeks gestation by
Daskalakis et al (2005) and one was reported amongst 297 women having misoprosfnol
only second trimester abortions reported by Auiry. et al (2002), however none were
observed in a recent series of 1001 second trimester abortions using misoprostol only in

Other side effects 6f treatment

In their series of 53 second trimester abdrtions with misoprostol ouly, Dickenson,
Godfrey & Evans (1998) observed nausea in 18/53 (34%), diarrhoea in 1/53 (2%), fever
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over 37.5 C in 18/53 (34%)and a pain score greater than 5 in 24/53. All of these side
effects are associated with misoprostol and are not expected to diminish with a
mifepristone and misoprostol regimen except to the extent that shorter induction to
delivery times will result in fewer doses of misoprosto] being required. One trial

- comparing different routs of administration of misoprostol following mifepristone found

fewer gastrointestinal side effects amongst 20 women given the misoprostol vaginally
than amongst the 29 who were given oral misoprostol doses (Fairley et al 2004).

In summary, the current practice of using misoprostol only for medical abortion in the

-second trimester infrequently results in uterine tupture. Transfusion is required following

1 -2% of procedures and the rate at which surgery is required to remove placental tissue
varies from less than 10% to over 50%. Mifepristone has the advantage of reducing both
the duration of the process and the dose of misoprostol requived, the rate of placental
retention and need for associated surgery.

Administration regime; Proposed protocol for second trimester
medical abortion o :

Following appropriate counselling, and where medical abortion can be offered, those

- ‘women with pregnancies over 13 weeks gestation will have mifepristone 200mg oral

administered as outpatients, Women will be admitted 24-36 hours later for induction of
labour using 400 micrograms of misoprostol po and 400 micrograms of misoprostol pv
and further doses of 400 micrograms every 6 hours, Immediate access to surgical
tacilities are available if needed. )

Monitoring
Every woman choosing medical abortion with mifepristone will be invited to consent to a

review of her medical records within 12 months following treatment. A review of the
paper medical record will be undertaken to allow an andit of any adverse outcomes. The

majority of women are reviewed 6 weeks following the procedure and follow up arranged

if there arc any issues in regards to persitant bleeding or infection. Women not followed
up in the treating hospital will be telephoned by the nursing case manager to identify and
record any post-treatment advetse events (with consent). -

Indication: Cervical priming prior to surgical abortion in
the first and second trimesters

Safety and efficacy of cervical priming with mifepristone
The rate at which serious adverse events occur in surgical second trimester abortions is

well documented. Most serious outcomes are consequent to trauma caused by
instrumentation. Uterine perforation is diagnosed following fewer than1:1000 aboftions.

‘These injuries may result in serigus haemorrhage and may require emergency

hysterectomy when they occur in the second trimester. In a South Australian series of

al
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13907 surgical abortions the Iﬁerfofaﬁon rate was 0.9%, This rate fell to 0.5% following
modification of cervical priming regimens with reduction in mechanical dilation of the
cervix at surgery (Mulligan 2006). '

- Research concerning the effectiveness of cervical priming with mifepristone prior to

surgery has studied proxy measures of surgical travima; the baseline cervical d_ilation
achieved by priming (obviating the need for surgical instriumentation {o achieve this
dilation) and the force required of the surgeon to pass further dilators through the cervical
canal (equating greater force {0 greater risk of traumatic injury). Ashok, Wagaarachchi et
al (2002:9) have reviewed 4 clinical trials involving 340 women who received
mifepristone, misoprostol or gemeprost prior to surgery. The baseline cervical dilation
achieved was greater with mifepristone than gemeprost, particularly following a delay of
48 hours from treatment, and the force required for further dilation was less following
priming with mifepristone priming in compatison to either misoprostol or gemeprost. '

Carbonell et a] (2007) have fepbrted on a randomised trial which compared misoprostol

-only (sublingual, vaginal or oral routes) with mifepristone plus misoprostol (sublingual or

vaginal) prior to 900 surgical abortion procedures conducted at 12 to 20 weeks. The
average cervical dilation achieved with mifepristone priming was 12.5mm ~+/-2.8mm
(95%CI 12.3 — 12.8) while this was significantly less in the misoprostol only groups
averaging 8.5mm +/- 3. 2mm (95%CT 8.2 — 8.8). The average length of the procedure (a

Proxy measure of surgical difficulty) was less in the mifepristone treatment groups
- although this difference did not reach statistical significance.

Administration route dosage duration

Following appropriate counselling, medical and anaesthefic assessment where surgical
abortion is offered mifepristone 200mg oral will be administered 12-24 hours priior to
admission for surgery. Pre operative cervical ripening will also be undertaken using

- misoprostol 400 micrograms po.

Monitoring

Every woman offered cervical priming with mifepristone prior to surgical abortion will
also be invited to consent to a review of her medical records within 12 months following
treatment. Where any encounter diagnosis suggests a post treatment complication, a
review of the paper medical record will be undertaken to allow an audit of any adverse

© outcomes treated in public hospitals.

a0
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Indication; Medical termination of pregnancy in the first
trimester | -

‘Cliriical justification

In some women pregnancies are both serious and potentially life threatening, and
therefore treatments which reduce the risk to the pregnant woman by tern:n'naf:ing 8
pregnancy meet the requirements of Regulation 12B(2) of the Therapeutic Goods Act

Regulations.

Justification for use of Mifepristone in preference fo othér
approved treatments : :

Internationally, there are two major approaches to first trimester abortion: surgical and

~medical. Although both of these approaches are currenily used in Australia, surgical

methods are by Tar the most commonly employed because of the lack of a key component
(mifepristone) of the most appropriate drug regimen for induction of first trimester
abortion (mifepristone and misoprostol). '

The most commonly available method for termination of pregnancy in Australia in the
first trimester is surgical dilation of the cervix followed by suction evacuation of the

" uterine conterits. Cervical ptiming with the prostaglandin analogue misoprostol (200 to

800 micrograms po), is often undertaken prior to surgery.

Women present a myriad of differing clinical circumstances which may prompt a treating
practitioner to recommend one or the other method as the safer or more acceptable option
in the individual circumstances.

A Cochrane systematic review of trials comparing medical and surgical abortion methods

. has concluded that there is little difference in their efficacy (Say 2002:1). No significant

difference in the rates of treatment failure (ongoing pregnancy) following treatment with
medical and surgical methods was detected in the meta-analysis of trials included in this
systematic review, Most of the trials involved small numbers of women, and since
Ongoing pregnancy is an infrequent outeome it cannot be meaningfully quantified by
small trials. ' :

A comparison can be made between the reported rates in case series. In one large series
of surgical abortion, that included 33,090 procedures arate of unrecognised failed _
abortion of 2.3 per 1000 was reported in an early series (Kaunitz et al 1985). A similar
rate of failure (32/ 23,000 or 1.8 per 1000} was observed in Turkey (Zorlu et al 1996). In
comparison, a series of 95,163 medical abortions conducted in the United States using
mifepristone and misoprostol reported 330 continuing pregnancies or 3.5 per 1000
(Henderson et al 2005:176) and in a report from the United Kingdom on 4123 medical
abortions using mifepristone and misoprestol there were 13 ongoing pregnancies, or 3 per

10
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1000 (Ashok, Kidd et al 2002). These were not comparative frials, however obse,rvec.i '
1ates of ongoing pregnancy were similatly low following medical and surgical abortion in
these large series. - . .

A more recent Cochrane systematic review of medical methods for first trimester
abortion (Kulier et al 2004) reviewed 39 trials comparing different regimens and
concluded that a combination of mifepristone with a prostaglandin (the regimen proposed
for South Australia) was more effective than any single agent in terms of the indiction of
complete abortion, but does not report on the rate of continuing pregnancy.

Provider preference

The treating medical practitioner may recommend medical methods for women who have
higher anaesthetic or surgical risk factors especially where surgery would be more
difficult due to unusual apatomy. For example, Zorhu et al (1996) identified 9 patients
with unusual uterine anatomy amongst 33 cases where an attempt at surgical abortion in

the first trimester had failed. Both providers and patients would benefit from the
availability of an alternative, non surgical method. :

Jurisdjctions in which Mifepristone is approved for this
indication : A '

France 1988, China 1988, United Kingdom 1991, Swede_in 1992, USA 2000

- Administration régime

It is proposed to continue established pre procedure protocols for the management of
wamen seeking first trimester pregnancy termination. Two medical practioners assess the
patient and confitm that termination is lawful under the ”Crﬁnjnal Code and
olicy. Where medical abortion can be offered and 1s the safer or preferred
option, the proposed procedure for mifepristone based abortion would vary depending on
gestation, ‘ ‘ :

Medical abortion up to 63 days from last menstruation

+ Where medical abortion can be offered, those women with pregnancies of 9 completed -
weeks gestation or less who choose this option would have mifepristone 200mg oral and
misoprostol 800 micrograms per vagina administered in the clinic and be discharged to
home with a further 400micrograms of miisoprostol to be taken orally or vaginally next
day if the products of conception do not pass (a highly effective regimen researched by
Ashok, Kidd et al 2002 and supported by Kulier 2004). In addition women would receive
written and verbal instructions concerning when and how to access further medical

11



assistance after hours, what pain relief to take and routine follow up instructions to return:
to the clinic ih 7 days time for ulirasound or quantitative beta HCG testing to confirm
completed abortion. Those with a continuing pregnancy at follow up (expected rate 3-
4:1000) will be offered a choice of repeat medical treatment or a surgical procedure.
Those who have retained products of conception visible on ultrasound at follow up
(expected rate 1 or 2:100) will be offered misoprostol 200 or 400 micrograms tds for 2
days as a first line treatment followed by surgical evacuation if the retained products of
conception do not pass. ' '

Medical abortion at 10 to 13 weeks gestation

- Where medical abortion can be offered, those women with pregnaucieé of 10 to 13 weeks

completed gestation would have 200 mg mifepristone administered in the clinic aJ:'ld -
arrangements made for admission 1-3 days later to a clinical area where anti ei'net:lcs a.nd
analgesics may be administered according fo a nurse initiated protocol as required during

- the abortion. Blood will be taken for group and hold and misoprosto! micrograms per

vagina or sublingually administered followed by up to 2 further doses of misoprostol 400
micrograms at three hour intervals (as required) until bleeding and contractions are
initiated. Women will remain fasting in the clinical area until products of conception have
passed and ultrasound has demonstrated that there 18 no significant amount of tissue
remaining in the uterus. Those who have not passed the pregnancy sac within 6 -8 hours
(expected rate 1: 20 as observed amongst 4036 women given this drug combination _
Ashok, Kidd et al 2002:10) will be managed according to their clinical situation and
personal preferences. Those with heavy bleeding ot significant pain will be offered
immediate surgical evacuation. Those with lesser degrees of bleeding or pain may be
offered overnight admission followed by a second attempt at medical abortion next day.
Those with no bleeding may be discharged to home with arrangements for readmission
for medical or surgical abortion at a later date. Where the sac has passed but ultrasound
demonstrates retained products of conception in the uterine cavity, women who are not
bleeding heavily may be discharged to home with 6 x 200 microgram misoprostol tablets
to be taken with meals tds and instructed to rafugn to:afoliow up clinic for ultrasound | -
confirmation of completed abortion in 7 days time.

Monitoring

Every woman choosing medical abortion with mifepristone will be invited to consent to a |

review of her medical records within 12 months following treatment. Where any
encounter diagnosis suggests a post treatment complication, a review of the paper
medical record will be undertaken to allow an audit of any adverse outcomes treated in
public hospitals. ‘ :

12
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PROTOCOL FOR EARLY MEDICAL ABORTION USING MIFEPRISTONE

o  All patients must be referred with a letter from the referring doctor including
name, address and provider number and a statement of why the woman is

being referred for abortion.

e An initial consultahon will estabhsh why the woman is requesting abortion
and that the grounds for abortion fall within those defined for legal abortion in

— If farther counselling about abortion or aliernatives-

seems appropriate this will be provided or arranged.

An appropriate medical history will be taken; discussion of future

contraception and of Pap smear screening will be offered. Gestation of the
| pregnancy and the fact that the pregnancy is intra-uterine will be confirmed by

ulirasound. Haemoglobin Iefel, FBC and blood group will be determined.

. * The options of medical and surgical sbortion will be discussed with the

. ‘woman. Medical abortion is only possible if the pregnancy is. of nine weeks’
duration or less i.e. 63days from the date of the last menstrual penod Medical
~abortion with mlfeprnstone/mlsoprostol will only be offered to women
suffering from life-threatening or atherwise serious illnesses or

conditions, where continuing the pregnancy poses greater risks to the
women’s I:fe or health than does induced abortion. The intended

populatmn Iu terms of medical conditions is as follows:

* Hypertensive disorders including essentlal and secondary hypertensmn,
hxstory of severe pre-eclampsin  or eclainpsia in  previons
pregnancy/pregnhncies

o Chronic renal disease .
s Diabetes both Type 1 and Type 2 requiring medication
* Cardiac disease mc]udmg congenital, rheumatic and coronary artery

disease
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Auto-—nnmune disorders including but not hmlted to systemic lupus, anti~
cardiolipin anﬂbodles, thyroiditis, ITP etc |

Breast cancer; other cancers where major surgery and/or chemotherapy
or radxotherapy Is indicated

Previous hlstory of thrombo-embolism

Epﬂepsy especially where multiple anti-convulsant therapy is required
Severe neurological disorders

Severe psychiatric disorders including but not limited to previousl

- puerperal psychosis, depression or history of depression, suicidal

tendency
Severe liver disease

Other serious medical conditions not included within this list which in the

~ opinion of the practitioners constitute a threat to the life or a serious

threat to the health of the woman

-This restriction is consistent with subregulaﬁon: 12B (2) of the Therapeutic

Goods Regulations 1990,

In some cases it will be appropriate for the woman to have both mifepristone
and misoprostol administered iu the hospital and for the woman to Temain in
the hospital until the abortion process is complete In others it may be bath,
possible and approprzatc for the medical abortion process to ocour at home. In
the latter situation it is essential that a designated support person stays with the
woman unil the abortion process is complete and that the support person is

able to bring the woman back to the hospltal if emergency care is required.

If & woman expresses interest in medical abortion the procedure will be fully
explamed to her including the risks. Where a woman is planning to undergo
the abortion process at home the need to stay in W untl the abortion
process is complete and the fact that she will require an adult support person to

be with her du;mg the process will be explained. Bvery woman will be givena -

patient information leaflet. Discussion with the doctor will then determine

55



whether medical abortion is the most appropriate option for the particular

 woman,
The woman must read and sign & consent form for medical abortion.

Subsequenitly the woman will be supplied with 200 mg mifepristone and will
take the medication in direct view of — She will also be
prescribed 1 gram metronidazole and one gram azithromycin or other

antibiotic if vaginal swab results indicate this to be appropriate.

48 hours latér she will again attend at —a'nd will have 800

ng misoprostol inserted vaginally. If it is intended that the abortion process
take place in hospital she- will remain in the hospital until that is complete. If it
has been decided that the abortién process will take place at home she will be
free to leave after misoprostol insertion but must undertake to stay iri-
with her support person until the process is complete, For most women the
process will ocour within 4-6 hours. Where this is not the case further vagmal
insertion of 400 g mlsoprostol will be performed.

Women will be supplied with a prescription for suitable analgesia. Rhesus

negative women will be given anti-D.

Women undergoing the abortion process at home will be informed that they
~ can contact or return to the hospital at any time should heavy bleeding, fever

or any other problem or concern arise. - : % iy

A foIlow-up.appoinﬁ:aent will be arranged within two weeks post-abortion at
which ultrasound will be used to confirm that the abortion is complete and

. future contraception will be discussed.

Appropriate medical records will be mainfaived at all tmes. Outcomnes, side

effects and any adverse events will be noted and results audited at intervals of

$ix months,
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PROTOCOL FOR MEDICAL ABORTION USING MIFEPRISTONE IN 2\°
AND 3*° TRIMESTERS

& An initial consultation with — will establish Why the

woman is requesting. abortion and that. the grounds for abortion fall within

thiose defined for legal abortion in (NN 1f forther

counselling about abortion or alternatives seems appropriate this will be

provided or arranged.

* An appropriate medical history will be taken. Haemoglobin jevel, FBC and

blood group will be determined if this has not already been done .

* The abortion process will be discussed in detail with the woman and written
information provided. The woman will be informed that retained placenta
sometimes occurs following medical abortion in the 2“CI and 3™ trimesters and
that if this happens then removal under general anaesthesia may be required.
Medical abortion with mifepristone/misoprostol will only be offered to
women suffering from life-threatening or otherwise serious illnesses or
conditions, where continuing the pregnancy poses greater risks to the
women’s life or health than does induced abortion. The intended

‘population in terms of medical conditions is as folaws:

s Hypertenswe disorders mcludmg essentlal and secondary hypertension,

history: of severe pre-eclampsia or eclampma in previous

pregnancy/pregnancies
- e Chronic renal disease

* Diabetes both Type 1 and Type 2 requiring medication

s Cardiac disease including congenital, rheumatic and- coronary artery

disease

¢ Auto-immune disorders inclading but not limited to syétemic lupus, anti- .

cardiolipin antibodies, thyroiditis, ITP etc

* Breast cancer; other cancers where major surgery and/or chemotherapy

or radlotherapy is indicated

0
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Previous history of thrombo-embolism

Epilepsy especially where multiple anti-convulsant therapy is required
Severe neurological disgrders | |

Severe psychiatric disorders including but not limited to previous
pherperal' psychosis, depression or history of depression, suicidal
tendency | |

Severe liver disease

Othér serious medical conditions not inclnded within this list which in the
opinion of the practitioners constitute a threat to the life or a serious

threat to the health of the woman

This restriction is consistent with subregulatmn 12B (2) of the Therapeutxc
Goods Regulations 1990,

The woman must read and sign a consent form for medical abortion.

The woman will have mifeptistone 200mg administered orally under the direct

vision of — Following this, unless there are mediéal contra-
indications requiting that the woman remain as an m—patlent in hospital, she

may go home or to stay elsewhere 'in -prowded she has the means to
return immediately to the hospital if coricerns atise. At a mutually arranged

© time 24-48 _hoﬁrs following ingestion of the mifepristone dose the woman will

refurn to — for ‘admission as an in-patient in the

gynaecology ward. She will then have 800pgm misoprostol administered
vaginally, either by-or by another suitable accredited member of

the staff of the (I NNGNARRNY. s:o il be closcly

monitored and supported by nursing staff, She will be reviewed by a member
of the medical staff 4-6 hours folIowing administration of misoprostol, If
uterine contractions are not well established then a further 400pgm
misoprostol may be administered vaginally. This may be repeated up to a total
of five doSes of 400pugm misoprostol if needed. In general it is expected that

the abortion process will oécur within 8 hours of the first dose of misoprostol.



The woman will be prescribed 1 gram metronidazole and one graim
azithroinyoﬁl'or other antibiotic if vaginal swab resulis indicate this to be

appropriate.

Women will be offered’ suitable- analgesia including narcotics during the

abortion process. Rhesus negative women will be given anti-D,

A follow-up appointment should be a,i'ranged two to six weeks post-abortion at
- which the woman’s experience will be reviewed and any information e.g,
findings of autopsy results for the fetus discussed with herself and her partner.

Appropriate medical records will be maintained at all times. Outcomes, side
effects and any adverse events will be noted and resulis audited at intervals of

six inonths.



Adfactment 2¢

-have been au!!or!se! to prescribe mifeprsitone for the following

indications:

* Medical abortion in the first trimester

* Medical abortion in the second trimester , :
* Cervical priming prior to surgical abortion in the first and second trimesters |

We each seek to renew authorisation to presciibe and to vary the protocols for
administration of misoprostol, allowing greater flexibility in the interval between
mifepristone and misoprosto] administration in the three non surgical protocols.

- Qur arrangements for pre abortion counseliing, contraceptive education, after
hours suppott and follow up remain unchanged. We have removed reference. to
these from the following protocols for administration of madicines.

Medical abortlon up to 63 days from iast menstruation

Mifepristone 200mg oral stat and misoprostol 800 micrograms per vagina,
sublingual or huccal administered in the clinic between 0 and 72 howrs
after mifepristone. Discharge to home with a further 8 x 200micrograms
misoprostol tablets. These are to he taken orally 200 micrograms three
times per day on the subsequent 2 days if there are symptoms of
incomplete abortion (heavy bleeding per vaginasand/or cramping pelvic

pain).

Misoprostol may be administered at @ range of timeé following mifepristone

administration. The protocol which we initially submitied and which was approved

for our use required 200 mg mifeprsitone fo be administered at the same time as

800 micrograms of misoprostol (0 Hours delay). This method has been
demonstrated fo produce complete abortion in 95% of cases (Creinin et al 2007).

In there was 1 treatment failure following 178 early medical

abortflons conducted using this regimen.

The more recent protocol for administration which was approved for our use is
thfa one endorsed by the RCOG (2004). This protocol includes administration of
misoprostol 24 to 48 hours after mifepristone administration. There were no
treatment failures amongst 323 early medical aborfions conducted il using

this regimen.

Misoprostol administration may also be delayed up fo 72 hours after mifepristone
administration. Schaff et al (2000) reported a 96% completed abortion rate
amongst 772 women who had mifepristone followed by 400 micrograms of
vaginal misoprosto] at 72 hours, this did not diﬂ’gr from the completed abortion
rate in two comparison groups where misoprostol was administered at 24 .or 48
hours. More recently Heikinheimo, Leminen & Suhonen (2007) have presented a
serles generated when a Swedish clinic offered a choice of regimens with
misoprostol given at 24, 48 or 72 hours. Amoangst the 260 women who selected
the 7; hour delay from mifepristone to misoprostol treatment, the compieted
abortion rate was 93.1% and this did not differ significantly from the completed
abortion rate following mifepristone to misoprostol delays of 24 or 48 hours,



Because mefipristone 200 mg may be folfowed by misoprostol 800 micrograms
at 0 to 72 hours and still be highly effective in interrupting pregnancy, we believe
that it is appropriate to allow this flexibility when planning care. Women need to
plan to set asids a day to stay at home following misoprosto! administration and

they appraciate the opportunity to select which day this will be. .

We also seek to vary the regimen for early treatment of retained products of
conception with additional doses of misoprostol on days subsequent to the initial
dose of 400 micrograms. Our currently approved protocol includes further doses
“of 400 micrograms of misoprostol daily on the 3 days after the initiat dose of
risoprostol. We prefer to administer the same fotal dose of misoprostol (6 x 200
microgram tablets oral) as one tablet three times per day for two days. This is the

treatment for retained products of conception following surgical abortion which is
widely used in *and it is familiarto the wide range of clinicians
who may be consulted by & woman during the days after her medical abortion
(Chambers & Mulligan 2008). ,

Medical abortion up 13 weeks gestation

Mifepristone 200mg administered in the elinic and arrangements made for
admission within the following 72 hours to a clinical-area where
misoprostol 400 micrograms per vagina or sublingually will be
administered, followed by misoprostol 400 micragrams at three hour ‘
Intervals (up to 2 further doses as required) until bleeding and confractions

‘are initiated.
Medical abortion over 13 weeks gééfation

Mifepristone 200mg oral administered followed by admission wit!'nin the
next 72 hours for induction of labour using 800 micrograms of misoprostol
per vagina and further doses of 400 micrograms every 3 hours to a

maximum of four doses.

This protocol has been varied to allow induction of labour 'wit‘h misoprostol to
begin at any time within 72 hours of mifepristone administration (rather than at 6 -

72 hours). This misoprostol regimen is standard for misoprostol only induction of
labour abortion inhteaching hospitals. |
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~ Cervical ripening prior to surgical abortion

Mifepristone 200mg oral administered hours or days prior to admission for
surgical dilation and curettage (first trimester abortion) or dilation and
evacuation of the uterus (second trimester abortlon). Pre operative cervical
ripening will also be undertaken using misoprostol according to '

establlshed protocols.

Thls protocol remains unchanged since we were first approved to use-itin
October 2008.

Please find attached:

* HREC support letters for each medical practitioner
Agreement to treatment directions signed by each medical practitioner

» Research svidence supporting changes to the protocols for timing of
Misoprostol administration ‘

Thank you for attending to our applications
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Abortion: Medical - Policy and Procedure Manual Page 1 of 7 271

fiome | our organisation | policies and procedires manual | consumer care | maternity | abortion: medical
abortion: medical

offers only medicai termination of preghnancy.

1. Purpose _
When termination of iregnancy is the agreed course of action beyond 18 weeks gestation, -

The following guidelines apply fo all patients admitted for tarmination of pregnancy after 18 weeks gestation,
including induction of labour for fetal death in utero’ (FDIL) and sume cases from 14-18 weeks gestation.

2. Definitions
FRIU: Fetal death in uterg

Medical abortion: Procadure using a combination of ihe drugs mifepristoné and misoprostol to induce expulsion _
of a pregnancy y

3. Responsibilities e
Birth Suites midwifery/medical team: management of the procedure on the day(s) of induction mclqdmg

administration of misoprastol . )
YRR ciinicians: documentation including obtaining consent before carrying out clinical procedures
ead of Unit; primary responsibility for use of mifepristone thhinH contact for problems refated to use

of mifepristens, oversee data collection .
Cbordinator: follow procedure for administration of mifeptistone and coordinates booking and follow-up of

woman
Midwifery Team Lsader: lielson with multidisciptinary team

4, Procedure

Assessment of need o
In the event of medical termination of pregnancy far fetal anomaly, women will ba seen and referred by the Njiip

tearn following appropriate assessment within current Sl guidelines.

The assessmeant of need is to he undertaken by the treating medical practitioner in consultation with the wormar
alter appropriate testing and counselirig has occurred and results/reporis provided to the attending practitioner.
The attending practitioner may need to consult further with other relevant speclalists as part of the assessment.

Indications for use of mifepristone :

» Women having termination of pregnancy atan advanced gestation ( between 18 and 28 weeks. and some
casas from 14-18 weeks gestation), when daes not offer surgical abortion and the current .
alternative is medical managerment with misoprostol alone. -

e Fetal death it utero at any gestation

in addition women need to-
® currently reside within 1 hour traveling time of the NN
* have access to fransport (car) '
e have acoess to a telephone
~ % mifépristone and misoprostol will be administered under direct supervision on site af Y-

Conftra-indications

Absciute contra-indications to medical abortion .

* suspected eciopic pregnancy

» haemorrhagic disordsr or current anticoagutant therapy

s known sensitivity fo prostaglandins, mifapristone or ary component of the prodircts
L}

porphytia '

e 28072010
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chronic adrenal fajiure ..
severe asthma not controlled by therapy
epilepsy

any woman who does not want a termination
no vaild consent

* o v 8 @

Relative contra-indications to medical ahortion: requires consultation
* use of oral corticosteroids - long terrm or current treatment

s Forwomen with asthma using inhaled corticosteroid therapy. it is recommended that the steroid dose be
doubled during the 48 hours preceding the administration of mifepristone and continued for one week
post TOP. .

" Hb < 100 grams per decllitre
CHUCD in sity
history of cardiac disease
women over 35 years of aga who also smoke >10 cigarettes per day
multiple uterine scars (>2 caesarean sécﬂons_ or nﬁyomemomy)
In the absence of specific studies:

» Breastfesding: Although it is not known whether misoprostol is excreted In human milk, misoprostol
should not be administered to nursing mothers because the potential excretion of misoprostol acid could
cause diarrioea In nursing Infants, As a precaution, breastfseding women should avoid treatment or
discharge the breast milk for 2-3 days,

s renal failure, liver failure or malnutrition

* & & ® » o

Absolute soclal contra-indications : v
* unable to give informed consent due to persistent indecision about having an abortion '
unwillingness to proceed fo dppropriate alternative forms of madical TOP if necessary

* persistent and significant psychio— social fssuss

s credible evidence of threats or coercion in making her decision

Risks and precautions

Medical risks

» retained placenta

haemorrhage

uterine rupture )

disseminated intravascular coagulation (DIC)

infection

drug reaction )
fetal abnormality may oceur after misoprostol has been administered if pregnancy not aborted |
hystersctomy

® & 2 9 ¢ » @

Sociallemotional and cultural risks

» social as well as cultural risks to the woman may exist whether she elects to terminate her preghancy orto
continue ‘ ) n

* possible disapproval for her decision within her immediate support systems, physical and cuttural
communities . ’

s fear of disapprovat resufting in isolation from friends and family

s lack of direct telephone access

- & transportation problems

PRE PROCEDURE: PRIOR TO DAY ONE

Patient infformation/Consent o o
Written consent is to be obtained by the treating medical practitioner before a pregnancy fermination is )
performed. The clinician will ensurs that the woman is fully informed about the procedure; including who wili
perform it and possible adverse effects. | : ’

Note: Current procedures apply with the addition of consent for medical abortion.

Documentation

. -?fetal abnormality proforma
s TOP proforma

L e 280772010
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e . consent form

» prescription for mifeprisfone .
® patient Information “Mifepristone and Misoprosto for Madicat Temmination of Pregnancy explained and given

DOSAGE(medications are prescribed fully)
Establish the woman’s allergy status, bload group and rhesus status.

Gestation . | Medication
13"24;‘"95{“5 ® 200mg mifepristone orally, swallowad under supervision
gestation: * 36-48 hours later 800 micrograms misoprostol administered vaginally

¢ Further doses of 400 micrograms misoprostol administered orally at 3 hourly
intervals up to & maximum of four doses if products of conception not passed.

» Consideration of a rapeat course of treatment i unsuccessful,

After 24 weeks * Asfor 13-24 weeks gestation, but dosage of misoprostol may be reduced and
gestation: intervals increased as judged appropriate by the dlinician, :

Bookings (two appointments) . ’ .
Ensure that the woman receives appointment times that are scheduled according to her needs which will be

accommodated as much as practically possible,

1. Appointment with FMU Coordinator for mifepristone administration .

‘& This appointment will be made by the consultant in direct consultation with . The
Bereavement Care worker (contact Pastoral Care & Spiriluality Services: page of phone ) to be informed
of date and time of appointment for adminisirafion of mifepristone. :

2, Appointment for admission to birth sujte for administration of misoprostol
All terminations are to be booked by the in consuitation with the

who will ensure the refevant pre-admission procedures have been compiated and will arrange bed
allocation, . .

Documentation o ‘
» Woman is given contact detaflz for and instructed fo report to the recaption desk ir

when presenting for mifepristons (and ask the clerk to pags .

s Wornan is given documentation (step by step guide) with the details of ai| appointments.

Mifepristone administered ‘ Admtssipn fo birth suite for misoprostol at 07.00 hours
Monday ' : Wednes;day
Tuesday ' . Thursday
Wednesday ' ' Friday
DAY ONE

to collect mifepristone from pharmacy on the day (—Is bookad for administration of
mifepristone). : ' o _

Administration of mifepristone . . '
Woman presents to bwho will explain the procedure and check that:
* the woman is prepared to go ahead with the termination '
the consent forin has been sighed

all medications have been prescribed in full

the woman's admission date is arranged

the bereavement care worker is available and informed

baseline observations: puise, temperature, blood pressura taken

. Medication administration: mifepristdne 200mg orally is administered by the FMU Coordinator

0 ensure that:
» documentation is complete and located in the woman's medical record

L — 28072010
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¢

e the written instruction sheet has been provided and discussed with the woman

& the woman is discharged home after recefving her mifipristone and is aware that she must return in 36-48
hours for Day 3 administration of migoprostol g .

s following administration of mifepristone the woman may lsave the hospital

» during this time sha may wish to speak to the bereavement care worker

& if remaining in the area a suitable guiet space should be allocated for her to wait

© DAY TWO
"Woman remains at home with clear instructions when to contact the hospital.

DAY THREE : ; : -
Birth sulte medical staff Informad woman is booked for medical abortion by _

Admission _
The woman attends the hospital Admissions desk at 07.00, Is admitted to birth suite (this equates with 48hours

post administration of mifepristona).

If the woman has any symptoms (prior to the armanged re-admission date and time) (as per consumer )
information) she attends the hospital Emergency Department triage desk and will then be admitted to birth suite,

Care of the Woman ‘
As per management plan, ' \
Note: 50% of wornen are expected to abart within 15 hours of commancement of prostagtandin.

Medication administration , : ‘ ' TN
Analgesia may be administersd as prascribed by the medical practitioner, 15 minutes pricr to the adrinistration

of the first dose of misoprostol.

A vaginal exam is performed and the following prescribed medication administerad:
& migoprosiol 800 micrograms administered vaginally (PV)

¢ further doses of 400 micrograms misoprostel are administered crally' af 3 hourly intervals up to a maximum of
four doses if products of cohception are not passed.

Note: Concurrent use of antiemetics ma v reduce gastrointestinal side effects. Afternatively the woman may elect
to receive the treatiment (misoprostol) vaginally if preferrad, to reduce side-effacts.. ‘ -

If the treatment Fegime is unsuccessful, consideration should be given to a repeat course of treatment (discuss
with medical practifioner and woman). Refer to section: Day Four, ' ‘

Analgesia i .
Apart from the initiat dose of analgesia given priar to the first dose of misoprostol, the regime will vary accoerding

to the individus! needs of the woman,

Antiemetics . : - S - R
Antiemetics should be prescribed by the medical pracitionsr to include for sxample: mefoclopramide 10

milligrams IV, iM or PO, 6 hourly PRN and other artiemetics as appropriate.

Dosumentation '
Complete all necessary documentation including thé Mifepristone data form

Post defivery / birth

" If there is compieta delivery of fetus and placenta 3rd stage management will be the same as for a normal

vaginal birth. : ‘
o vitat signs, fundallevel and PV bleeding are checked after the delivery of the placenta and
» the woman is given an epportunity to shower end offered something to eat and drink
e ifrequirad: ct maternal blobd for maternal fetal haemorrhage test (FMH) and administer anti-D according
to PG: Rh D Immunogiobulin in Obstetrics ‘ :
* The woman may or may not wish fo see her fetus / baby (her terminology is used) at or after delivery / birth,
» Ifthe fetus weighs > 400gm or post 20 waeks gestation, as determined by the first cerlifier, the Birth / Death
Registration forms must to be completed by a medical practiticner. .
¢ Midwife caring for the woman discusses disposal of fetus and enstures this happens with the woman's wishas
and in accordance with -procedure: Tissue: Disposal of human tigsus not for pathological
examination. ‘ -

. Contraceptioh is recommended durlng the next menstrual cycle following fetal expulsion to decrease
potential exposure of g subsequent pregrancy to mifepristone. ' .
e Midwife ensures the woman is prescribed her chosen contraception method and understands the method

2810712010
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s Midwife ensures all documentation has been completed including: Bereavement Cars Plan, observation chart

and reqyired- data form.

* The midwife / medicaf practitioner caring for the woman has access to debrief/supervision sessjdn

within 24 hours of delivery as requested.

Follow-up Appointments
& Follow-up appointments will be arranged as required In consultation with the

* Ensure the woman is givén the name and contact details of a hospital support person (midwife, social worker,

Pastoral Care and Spirituality Services worker, genétic counsellor, medical practitioner) to contact if required

prior io the next appointment.

Exceptions to the above procedures

Wornen with >2 lower uterine segment caesaraan section (LUSCS) or myomectomy scars need to ba individually

discussad with the consultant priorto administration of mifepristone / misaprostol,

iure to ver on da

The nurse/midwife will contact the. registrar if the fatus and/or placenta have not been delivered within 15

hours. A madicat review is required.

If the fetus has not delivered within 15 hours, the following procedure should be followed:
» A vaginal examination will be performed by the: attending midwife to determine cervical dilatation and the

Registrar will be aterted as to the status of the woman,

* An additional dose of 200mg mifeptistone orally is administered 15 hours after the first dose of misoprostol,

DAY FOUR

e Following medical review, the woman will be administered misoprostol 800 micrograms vaginally followad by

400 micrograms every three hours for a meximum of three doses (total).

¢ i the fetus is undelivered by the 3rd dose, a vaginal examination will be performed By the attending midwife,

followed by medicai review.

® The recommendation may be fo continue according to the regima in Appendix 1: Day 4, OR fo progress to -
extra-amniotic infusion. Each case / woman will be managed by medical staff following Individua

assessment,

Retained placenta: The Registrar must be notified within 30 minutes post delivery of the fetus if the
placenta has not delivered (AND the woman is kaemodynamically stable AND not actively bleeding).

The management for retained placenta with regard to mid trimester abortion is as follows:
o One dose misoprostol 400 micrograms oraily

* Syntocinon 40units in 1 lire normal saline administered intra\‘renouslly ata rate of 25milli1it_resfhour via pump

is commenced if there Is excessive bleeding.

' Worman is nil orally, commenced at the delivery/birth of the fatus and continues until the placenta has been

delivered and blood loss is within rrormal limits,

e Ifthe placenta is retained, the woman will require 3 manual removal of pladenta, sither under general

anaesthetic in theatre or under regional anzesthetic.
* Record fluid balance including vaginal loss.

5. Appendices
Appendix 1: Summary of mifepristone / misoprostol administration
DAY 1 '
Drug Dose Route Timing

mifepristone 200 milligrams . Qrally (PO) once énly
DAY 2 (woman remains at home)
DAY 3 (36-48 hours after Day 1)

Drug : Dose Route © . Timing
misoprostol (1st dose) 800 micrograms PV Initial dosa
28/07/2010
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rnigoprostol (2nd dose) 400 micrograms PO 3 hours after initlal dose
‘ misoprostol (3rd dose) 400 micrograms PO 6 hours after initial dose:
‘s misoprostol (4th dose) '} 400 micrograms PO 9 hours after initial dose
misoprastol (5th dése) 400 wicrograms PO 12 hours after initial dose -

. Followingr madical review the following medication is to be administered B

Drug Dose Route Timing
mifepristone éOO milligrams Orally (PQ) . 15 hours post initial misoprostol dose_
DAY 4 (f dalivery / birth has not occurred)
Drug Dose Route Timing
misoprostol {1st dose) 800 micrograms PV . Initial dose -
misoprostot (2nd dose) 400 micrograms PO 3 hours after initial dose
- misoprostol (3rd dose) 400 micrograms RO 8 hours after initial dose -

R

misoprostof (4th dose)

Hold remaining doses and contact Registrar for further instruction
‘ 400 micrograms PO 9 hours aﬂerlinitial dose © .

misoprostol (5th dose)

400 micrograms

PO

| 12 hours after initial dose

If the fetus is not delivered after 18 hours:

- » The Registrar is contacted
» A medical review is recuired

Appendix 2: Quick Guride for Mifepristone/ Misoprostol Regimens at

Gestation | Up to 83 days (<0 | 63-91 days (8-13 13- 24 weeks > 24 weeks
———————— weeks} weeks) .
S
Protocol
Mifepristone 200my orally 200mgy orally 200mg orally 200mg orally
{taken under - ,
supervision) _
™y | iterval 36-48 hours 36-48 hours 36-48 hours 36-48 hours
o (1-3 days acceptabie) | (1-3 days acceptable) | (1-3 days accaptable) | (1-3 days
) : ‘ acoeptable)
1st Dose of 800 micrograms 800 micrograms 800 micrograms 800 micrbgr:ams‘
misoprostof orally or vaginally orally or vaginally orally or vaginally 1 orally or vaginafly
interval 4-8 hours 3 hourly 3 hourly 3-6 hourly at
: discration of
clinician
Repeatdoses | One dose only - 400 Up to 5 doses of 400 | Up to 4 doses of Dose may be |
of misoprostol | micrograms microgram misoprostol 400 reduced at
. . misoprostol vaginally | misoprostel vaginglly | microgram vaginally if | clinician's
if products not passed “If products not passed | products not pagsed = | discrafion
Further : Consider repeat Consult with
treatment course of treatment senior medical
practitioner

Appendix 3: Absclute and relative contraindications

Contraindications

Relative Contraindications

28/07/2010
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*

* . chronic adrenal insufficiency, * use of oral corticostercids
e severe uncontrolled asthma, » Hb < 100 grams per dedilitre
| » porphyria, e IUCD in situ
¢ suspected actopic pregnancy ¢ history of cardiac disease ,
s hemorrhagic disorder or clirrent anticoagulant tharapy‘ ¢ > 35 years of age & »10 cigarettes per day.
¢ known sensitivity to prostaglandins, mifepristene orany | « multiple uterine scars {>2 caesaraan
. component of the products, : sections or myomectomy) .
e epilepsy ¢ renal failure, liver fallure ar matnutrition

Appendix 4: Procedure summary

Use of mifepristone for termination of pregnancy. procedura summaryn@ {30kb pdf

6. Perfbrmance Indicators

7. Related polices, proceduras and documentation
Policies and Procedures

Reproductive Loss; Stillbirth 20 weeks and over
Reproductive Loss Pre 15 weeks and 15-20 wesks
Reproductive Loss: Pra 20 weelstillbirfh/nechatat death/infant death
Tissue: Disposaf of human tissug nat for pathological examination

Clinical Practice Guidelines {CPG)
Termination Review Process {Intrangt only)

. Documents and forms

Fetal Abnormality Proforma

Termination of Pregnancy Proforma

Consent form ~ Medical Termination with Mifapristone

TGA authorization for use of Mifepristone

Labour and Delivery Plan (Fetal Abnormality)

Mifepristone data form

Bereavement Care Plan (MR/90400) o

Frequent Observation and Fluid Balance Chart (MR/43066) ,

refer to: R'eproductiva Loss Resources - cantains link to revised Bereavement Response Manual,

lo-unnon'ee

- Reéference Documents ‘ :
Lund K, Shand C. Second trimester medical abortion: Level J Procedure, Capital & Coast District Health
Board New Zealand Guideline Manual 2007

°*

* Royal College of Obstetricians and Gynaecologists. The Care of Women Requesting Induced Abarfion,
Evidence-based Clinical Guidsline Number 7 September 2004

“ | N o 28/07/2010
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_._mm oﬁ g_*m_u:mﬁo:m for Termination of Pregnancy — lBPathway
Procedure Summary

Day 0

Day 1

Um< 3

Discharge

Woman requests and agrees to TOP

Clinician
Doncgmz.;.ﬂoz .
fetal abhormality proforma
= TOP proforma
s conhsent for: -
« mifeprisione and misoprostol
» labour and delivery/birth plan
= §_ﬂmﬁ:wﬁozm Database <<9.wm3mmﬂ

mDDEZO
= liaise with l
bookings for:
1. mifepristone administration
2. admission to birth suite for Bnmov..omﬁo_

CHART gmU_Ob.._._Dzm

» mifepristone, misoprostol
=  analgesia .

» aniiemetic

PATIENT INFORMATION
=  Give and discuss information ~Medical
termination of pregnancy

_nEQ Coordinator
book appointments

= complete appointment information in Em
patient information and give to patient

= notify bereavement workar of
appointment times

and asks for

N --o-

arrange collection of mifepristone
from pharmacy

administer Bamnzmﬂo:m mooSm

~ orally

complete mifepristone Qmﬁmommm
worksheet

reinforce consumer instructions /

appointment information including:

« oral anaigesia
» ~when to contact the hospital

contact Bereavement worker

discharge woman

Patient-admitted to birth suite at
7.00 am

Midwife and Doctor
= misoprostol 800ug PV stat

»  3/24 400micrograms orally or
PV x4 doses

« usual care

if not delivered after 4 doses
repeat above protocol once

If not delivered after 2™ course |

Review by Registrar

Consider:

» further misoprostol
= intra-amniotic PG
= a catheter

Death +/- Birth ~
Certificate to be
sompieted by staff on
shift of patient delivery

. complete mifepristone

database worksheat

woman to be seen by

+ Bereavement
worker

s Medical

autopsy consent
analgesia
nosqmom.nmo:
anti D |

follow-up appointment

22 January 2008
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Description: Medical Abortion using Mifepristone and Misoprostol

Target Audience: Sexual Health Nursing and Medical Staff

Related Policy/Procedure:

1.
2

Patients can be referred with a {etter from fhe referring clinician, or can self-refer.

An initial consultation will establish why the woman is requesting abortion and that the
grounds for abortion fall within those defined for legal abortion in the oy
— If further counselling about abostion or alternatives seems appropriate this

will be provided or arranged.

- An appropriate medical history will be taken, and discussion’ of future contracepﬁon

and of Pap smear sereening will be offered. Sexually transmitted infection testing will
also be offered and should be encouraged. Gestation of the prognancy and the fact that

. the prégnancy is intra-uterine will be confirmed by ultrasound. Haemoglobin level and

blood group will be determined. - o
The options of medical and surgical abortion will be discussed with the woman.

" Medical abortion is only possible if the pregnancy i of 9 weeks’ duration or less, ie.

63 days from the first day of the last menstrual period.
If & woman expresses interest in medical abortion the procedure will be fully explained
to her including the risks, the need to be able to-access medical care until the‘aﬁoﬂion

process is complete, and the fact that she will require 4 adult support person. She will——

be given a patient information leaflet. Discussion with the doctor will then determine

whether medical abortion is the most appropriate option for the particular woratL.

Only women 16 years of age and over will be considered for medical abortior,

Two doctors must agree that medical abortion is indicated for the woman.

The woman must read and sign a consent form for medical abortion. ‘
The wornan should be offered further clinical support from a member of the nursing
staff. | ' | '
Day 1@ At a mutually convenient time the woman will be supplied with 200mg
mifepristone and will take the medication in direct view of the docfoi. Tn rare situations

it may be appropriate for the women to self-administer this oral dose of mifepristone at

her home.



10. Day 2-3: The woman will have 800pg misoprostoi inserted vaginally, either by the
| doctor or by herself. She must undertaké to remain within easy access of medical care
uniil the abortion process is complete. For most women the abortion will-occur within
four hours, Whers this is not the case the woman will contact the service for advice
regarding possible veginal insertion of a further 400 pg misoprostol.
11, Day 2-5: Anti D hﬁmunoglobulin (25 OIU] will ba. given to Rhesus negative women via
. 'inframuscular injection. ‘ o ' '
12. Women will be supplied with a prescription for suitable analgesia.
13. Women will be supplied with a telephone number for 24 hour emergency contact, to be
used should heavy bleeding, fever, or any other problem or concern arise at any time.
14, Apprbximately four weels post vaginal bleeding, assess for conipletion of abortion
using urine B-HCG. If this is négative the abortion is taken to be complete. If positive,
a quantitative serum B-HCG measurement should be performed, and if high or
increasing from baseline an ultrasound examination shotild be arranged.
15. If the ultrasound reveals an iﬁcomplete' abortion, surgical abortion should be offered.
16. Appropriate medical records will be maintained at all times. Outcomes, side effects,
and any adverse events will be noted and results audited at intervals of 12 months.
17. Members of the — staff who bave ethical, moral, or
A religious objections to abortion should not be compelled to take part in performing tho

“medical abortion, but are expected to treat the woman 1in a professional and non-

judgemental manner.

Evaluation Method:
Activity(ies) that will be used to assess for effectiveness/efficiency
Evaluation will be done as per next review date or when changes ocour

Developed By: (I ~  l:stRoview Date: 29/09/2010
Authorised By: [SNEMMMNNNNNENE Next Review Date: 01//07/2011

Effective Dafe:
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Re: Five medical practitioners iracticini at the_
covered by the
seek fo renew authorisation to prescribe .
mifeprsitone for a further 24 months. . :

‘ ) Phava been authorised to
prescribe mifeprsitone for the following indications;

Medical abortion in the first trimester

Medical abortion in the second trimester ‘ ‘ '
* Cervical priming prior to surgical abortion In the first and second trimesters

We each seek to fenew authorisation to prescribe and to vary the protocols for
administration of misoprostol, allowing greater flexibility in the interval between
mifepristone and misoprostol administration in the three non surgical protocols.

Our arrangements for pre abortion‘ counseliing, contraceptive education, after
hours support and follow up remain unchanged. We have removed reference to
these from the following protocols for administration of medicines.

Medical abortion up to 63 days from last menstruation

Mifepristone 200mg oral stat and misoprostol 800 micrograms per vagina,
sublingual or buceal administsred in the clinic between 0 and 72 hours after
mifepristone. Discharge to home with a further 6 x 400micrograms misoprostol
tablets. These are to ba taken oraily 200 micrograms three times per day on the
subsequent 2 days if there are symptoms of incomplete abortion (heavy bleeding

per vagina and/or cramping pelvic pain}).

Medical abortion up 13 weeks gestation

Mifepristorie 200mg administered in the clinic and arrangements made for

- admission within the following 72 hours to a clinical areg where misoprosto! 400
micrograms per vaging or sublingually will be administered, followed by |
misoprostol 400 micrograms at three hour intervals (up to 2 further doses as
required) until bleeding and contractions are initiated.



N

Medical abortion over 13 weeks gestation

Mifepristone 200mg oral administered followed by admission within the next 72
hours for induction of labour using 800 micrograms of misoprostol per vagina and
further doses of 400 micrograms every 3 hours to a maximum of four doses,

Cervical ripéning prior to surgical abortion

M'ifepristone 200mg oral administered hours or days prior to admission for _
surgical dilation and curettage (first trimester abortion} or dilation and evacuation

of the uterus (second trimester abortion). Pre operative cervical ripening will also
be undertaken using misoprostol according to established protocols, -

These protocols have been reviewed and their use is now supported by the
Oy et

Please find enclo
1)

2) Agreementto T

practitioners.

separately as soon as practicable.

éupport letters for each' of 5 medical practit_io_hers
[eatment Directions forms signed by 4 medical
s currently on leave. Her form will be forwarded

Thank you for considering our applications
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Mifepristone and misoprostol for medical termination of
pregnancy in the first and mid trimesters of pregnancy

Indications and regimens for prescription and use of the inapproved
. product mifepristone, 200mg tablets at the (ﬂ
. | . 2/05/11 |

Indications for use of mifepristone

Termination of pregnancy whers medical abortion is assessed clinically as the most
appropriate method for the womman, including when surgical abortion is not
advisable. Thése medications will be used when continuation of the 'pregnancy

- constitutes a risk to the mother’s life — as perMaw and will include first
and mid trimester termination pregnancies- lcted by severe congenital fetal
abnormalities incompatible with long term fetal survival. Terminations will be

carried out according to the

Stte of preseription and use :
Care wiil be provided at Specifically the mifepristone and misoprostol will be
administered under direct supervision at . T is.
anticipated that the vast majority of women treated will proceed to complete the abortion on
the premises. In exceptional cases, if abortion does not oceur or is not complete within a
fow hours of misoprostol, outpatient follow up will be arranged, or transfer to another
institution, staffed and equipped to conduct pregnarncy termination.

Regimens to be used
The following regimens will be used, as recommended by the Royal College of
Obstetricians and Gynaecologists (RCOG), as also reported ini several large case series.

Up to 63 days gestation: :

* 200mg mifepristone orally, swallowed under supervision

* 36-48 hours later 800pg misoprostol administered vaginally .

* A further dose of 400 ug nﬁsop’rost‘ol administered orally or vaginally if products of
conception not passed within 4-6 hours. ,

63-91 days gestation:

* 200mg mifepristone orally, swallowsd under supervision

* 36-48 hours later 800pg misoprostol administered vaginally

*» Further doses of 400 pg misoprostol administered orally or vaginally at 3 hourly.

intervals up to a maximum of five doses if products of conception not passed.

13-24 weeks gestation: :
¢ 200mg mifepristone orally, swallowed under supervision



36-48 hours later 800pg misoptostol administered vaginally S

*  Further doses of 400 pg misoprosto! administered orally at 3 hourly intervals up to &
maximum of four doses if products of conception not passed,

* Consideration of a repeat course of treatment if unsuccessful.

After 24 weeks gestation: : |
* Asfor13-24 weeks gestation, but dosage of misoprostol may be reduced and intervals
increased as judged appropriate by the clinician. '

Since this protocol was published fhete has been a growing body of evidence supporting thg
efficacy.of sublingual administration of misoprostol as an alternative route to oral or
vaginal administration, ' '

Potential variations may be made according to clinical judgment in individual cases, or if

new evidence supports a change: _

e Variation of the interval between mifepristone and misoprostol (evidence supports this
being 1-3 days) : : '

* Variation of the misdprostol regimen, including route of administration, specifically
sublingual administration . .

* Substitution of gemeprost for misoprostol in accordance with RCOG guidslines and
approved UK regimens - '

-'has procedures in place to ensure that informed consent is obtained and to support :
delivery of care, provision of information and appropriate follow up.

Failed medical abortion ‘

* As with failed surgical abortion, if medical aboition fails, thete needs to be chinjcal
discussion about how best to proceed to complete the termination. Options might include 8
forther course of mifepristone and-misoprostol, surgical abortion, intrauterine injection with
arange of agents or even hysterotomy, depending on the particul'a:r clinical circumstances.

Monitoring and reporting ' - ‘
Audit will be undertaken of all cases where treatment with mifepristone is used, including
recording of dosage regimens, outcomes, 2 verse events and follow up. Reports will be
made six monthly to the - Suspected adverse events will be

reported to the TGA, the sponsor and the Ethics comrmittes,

Revisions to practice, information and consent forms

Néw evidence may lead to changes in treatment regimens. Any necessary changes will be

reviewed and approved prospectively by the treating doctor and notified to the Ethics
commmittee. ' -

D
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PURPOSE N _ )
This Procedure describes tha process to be followed when conducting medical termination of preghancy using

mifepristone and misoprostol between 13 - 28 weeks for fetal abnhormaiity, matemal illness or death in
utero (FDIU). It can also be used for extremely premature prelabour rupture of the membranes {PPROM).

This Procedure does not cover the ! selling aspects of pregnancy termination which are already
comprehensively addressed in
Procedure For The Management Of A Woman Un, ergoing Termination regnancy.

SPECIAL CASES

Pragnancies with a utetine scar must be discussed with the responsible consultant as care may need to be
individuaiised.

Misoprosol Is not to be used in the third trimester. In addition, second trimester pregnancies with a fetal
slze greater than 28.30 weeks must be discussed with tha responsible consultant as the most appropriste
induction method or dose may vary from that desctibed here. : '

CONSENT PROCESS

Appropriate counseliing and tegal requirements must be met as per Procedure For The Management Of A
Woman Undsrgoing Termination OF Fragnanoy. i

At the time of booking the procedure (l.e. prigr to admisslon), the consultant or registrar caring for the
woman must:- ' ‘

o Carefully explain (using an interpreter where necessary) the information contained in the
Consent for Medical Midrimester Termination of Pregnancy using Mifepristone and Misoprostol in
particular noting :

* The special preseribing information regarding mifepristone and misaprostol

* The possible complications and side-effects of the termination process

* That the woman and her family should be certain about her decision before commencing
the process. Should she change her mind about termination after the mifepristone is
given, serious injury to the fetus Is possible _

o Prescribe Mifepristane 200mg PO on an outpatient prescription (for inpatients or when outpatient -
pharmacy Is closed, see next section) L :

o Insfruct the patient to take the Mifepristone at about 8pm, just under 36 hours prior to her
admission to hospitai for misoprostol (NOTE: new research is suggesting a shorter mifepristone-
misoprostof interval may work just as well — even down to 8 hours - so consultants have discration

~ here but the bulk of studies have Involved a 24-36 hour'interval). Mifepristone should be taken at
least TWO hours after eating and the woman should not eat for a further TWO hours after taking
© . '
o  Ensure that the; .
:®  White copy of the signed Consent is carefully filed in the medical record
* Pink copy of the signed Consent is taken by patient to the outpatients pharmacy with her
prescription, "
* Information Section of the Consent papers is given to the woman to take home.

PROCEDURE

All midtrimester terminations of pregnancy must be overseen by an obstetrie consultant

Only in eéxceptional circumstancas should women undergo a mildirimester termination of pregnancy and
surgical stetilisation during the same admission. The responsible consuftant must parsonally review such
woman, ‘ :

Mifepristone is contraindicated in wormah with chronic adrehal failure, -

Women with bleeding disorders or taking warfarin.nesd careful review before termination.

Medical termination of pregnancy will occur in two stages '

o Mifepristone 200mg PO x 1 tablet taken at homs at approximately 9 pm (taken 2 or more hours
after food with no further eating for another 2 hours |.e. empty stomach),

o Misoprostol given vaginally and crally as psr the protocol below. Misoprostol is to be administered in
hospital commencing in the morming approximately 36 hours {this may change to 24 houyrs or less
depending on new research) after the mifepristons was taken I.e.admission by 0800 and first dosage
by 0700 where possible, with first dose Ideally administered by the night registrar not the day team.

"TOF‘ Mifepristcne and Misoprostol 'V 1.1 )
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I . ~
* Prescribing, Dispensing And Storing Mifepristone:
o Mifepristone 200my PO tablet x 1 is to be prescribed ONLY by a TGA~authotized prescrlbe(.
o ltisto be dispensed by the Clinic {Outpatient) Pharmacy with the woman instructed to take it at
home as above, o
o Inthe event that the Pharmacy is closed and the worrian Is currently a patient within the hospltal,‘ '
the following procedurs will take place: ‘ . .

= At the discretion of the medical officer (authorized TGA prascribar) the mifepristene will
alther be ' .

+ Written on'an inpatient chart whereby & member of the nursing staff will
administer the dose to the patient .

*  Written on an individual discharge of outpatient script and the on-call phatmacist
wlil dispense the prescription '

* To safeguard the accountability of the mifepristone, the drug wili be stored in a locked
safe In the antenatal ward, separate from other drugs, and made accountable. A
separate drug reglster will be used for this purpose. .

o Should a second dose of mifepristone be racuired (see below) the patient will ramain an Inpatient
and the dose prescribed on an inpatient chart and adminlstered by a member of the nursing staff.
¢ Admission Practice " : ‘ .
o A bed must be pre-booked on the antenatal warg via L
o A Recommendation For Admission Form must completed by the doctor arranging the
procedure. The form must be taken by the woman to the admissions desk in the hospital foyer on
or before the day of admission i.e. before she goes up to the antenatal ward. e
o Whenever possible, the woman Is to be admitted to the antenatal ward on Monday to Friday at
0800 hours so that tha first dose of misoprostol may be administered by the night reglstrar at
0700 hours : )
o FBC/group & hold are to be coilected on admission,
* The following medications are to be charted on admission (CHECK FOR PATIENT ALLERGIES):-
o Misoprostol (see next section) ' ‘ '
Diclofenac 50mg PO tds prn. NOTE: Analgesia should be given liberally. See Educ Notes
Metoclopramide 10 mg IV / IM g4h prn '
Morphine 5 ~ 10 mg SC q3h pm - , '
Cabergoline 1 mg stat PO is to be offered after deliveries » 18 weeks as per Procadure For |
Lactation Suppression Using Cabergoline. Peatient Information Shest should be given.
o RhD Ig 8251U IM if woman Rh negative '
o Anxiolytic such as Lorazepam 1 - 2 mg g8h prn .
*  Misoprostel is fo be charted on admission ag:~ :
o Misoprostol 80C microgram (4 tablets) VAGINALLY followed 3 hours later by
o  Misoprostol 400 microgram * (2 tablets) ORALLY every 3 hours to a maximum of four orat doses,
= "Women with an FDIU fetus 5 20 weeks in tha presence of a utetine scar should receive
200 microgram (1 tablef) rather than 400 mictogram.

*  This misoprostol.regimen Is taken from RCOG 2004 Guideline, with the lower dose for
FDIU and scarred uterus being adapted from the previous NI Hospital Propedure.

*  Oral misoprostol should ideally be given: with food but this may not always be possible.

o 97% of women will deliver with this regimen, most within 15 hours.
o Undelivered women (2 - 3%) must be reviewed by a registrar or consultant after which the -
following will generally be prescribed: o _

»  Mifepristone 200mgP0 to be given at midnight {timing will need to be adjusted
appropriately if the first misoprostol dose was givan later than 8am) followed the next
merning by

" Misoprostol 800 miciogram (4 tablets) VAGINALLY followed 3 hours later by '

*  Misoprostol 400 micregram * (2 tablets) VAGINALLY avery 3 hours to a maxirmum of five
tatal vaginal doses Including the 800 tnicrogram dose.

*200 microgram (1 tablet) for FDRU > 20weeks with uterine scar, .
o Women still undelivered after this sséond courss (about 0.3%) must be reviewed by a
consultant. Subsequent management options include: '

* . Repeating above regimen

*  Extra-amniotic PGF2a

* ARM and syntocinon .

*  Surglcal evacuation of the uterus

« Thefirst dose of misoprostol (800 microgram vaginaily) is to be administered by a registrar, ideally the
- night registrar at about 0700 am on a normal working day. The subsequent otal doses ars to be
administered by the midwifery/nursing staff. '
» The woman Is to remain on the bed for 30 minutes after any vaginal dose,
¢ Dosing can continue after the membranes rupture If delivary is not Imminent.
T OF Mifepristons and Misoprastol V 1.1
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-,

*  Observations to be performed:- : ‘ .
o BP, pulse and temperature on admission and thereafter fourth-hourly uniess required morg
frequently by the clinical situation. Once labour is established, observations are to hé
recorded hourly. , ' : :
o Afluid-balance chart is usually not required. However, one should be used in women who are
at risk of dehydration such as those:
* Having significant vomiting and diarrhoes :
* Who have not delivered in the first 24 hours and whose oral Intake is Iimited
» Having extra-amniotic PGF2a

s Diet;- |

o Clearilulds after onsat of contractions (full diet untii then) _

o Fast ence membranes have ruptured and remiain fasting until placenta delivered and declared
complete .

RETAINED PLACENTA / PLACENTAL FRA GMENT.

*»  This will oceur in one-third to one-half of cases.

+ Ifthe placenta is not expelled within 30 minutes of delivery of the fetus (eartier if bleeding is
excessive), assisted removai is Indicated, Recent studies show that the placenta is frequently in or
just above the cervix where it can-easily be ramoved using a bivalve speculum and sponge forceps In
the Procedure Room on the antenatal ward (Tang 2001). If this is not successful the woman will need
to go to the operating theatre for evacuation of the uterus. :

*  Oxytocin may be infused while awalting transfer to the operating theatre. Commence at 40unltsina
1000mL flask of Hartmanns run at 250 mL par hour, '

* Aprophylactic dose of cefzzolin 1g stat intravencusly (or clindamycin 600mg IV for immediate
peniciliin sensitive patients) should be administersd if either sponge forceps or manual removal of
placenta s undertaken. : g :

LACTATION SUPPRESSION WITH CABERGOLINE 1mg sta : :
* Cabergoline 1mg as a single oraf dose, taken with food, is-routinely offered for lactation suppression
‘ in gestations terminated at 18 waeks of greater (see Lactation Suppression With Cabargoline
Procedure) . L

PAPERWORK AND BURIAL/CREMATION REQUIRMENTS '
+» These must be attended as per existing Procedures for the management of stillbirths, neonatal deaths

1“ and fetal anomalies,
w}&.

iy

POSSIBLE COMPLICATIONS AND SIDE-EFFECTS FROM TERMINA TION PROCESS

‘o Rare but serious complications of labour-and delivery can oceur in the midtrimester as they do at term
and the woman must be informed about them, _ '
o Overallin Western countries 1 per 10,000 women die in preghancy or childbirth,
©  The most serious complications of labour and birth, whether at term or in the midtrimester, include:
* Haemorrhage heavy enough to.require blood transfusion: 10 - 20 per 1000
*  Unplanned major abdominal surgery because of heavy bleeding or rupture of the uterus or
problems with tha placenta: . < & per 1000
*  Unplanrned emergency hysterectomy for the above problems: 1.2 per 1000
* Inaddition there is a1 per 100,000 risk of fatal infection from clostridium sordelli, a bowel
commensal, that appears to be refated to the use of mifepristone
o The lesser sids-effects of the medications are:
v Mifepristone
"+ Nausea and vomiting 15 -20%
» Headache - 15-20%
+ Occasional palvic cramping before admission
*  Misoprastol
* Fever = 37.5degreas 50%
* Nausea and vomiting  25-50%
* Diarrhoea ‘ 5% ‘ '
NOTE: The incidences of misoprostol side effects is related to the number of doses given.
When pre-treatment with mifepristone is utilised, significantly fewer dosas of
misoprosiol are needed. - . :

) TOP leepristohe and Misoprostol V1.1
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EDUCATIONAL NOTES

—

» Mifepristone is a reversible synthetic progesterona receptor blocker first synthesized from
- norethisterone in 1980, It also has anti-glucocorticoid action.

* Progesterone keeps the uterine muscle quist during preghancy by inhibiting the production and actio
of prostaglandins. Reversal of the dominant influsnce of progesterone is the key to initlating labour., -
Blocking the pregesterone raceptar with mifepristons Increases the synthesis of natursl
prostaglandins five-fold (Swahn 1988). |n addition it potentiates the action of administered
prostaglandins. Originai research suggssted that a 24-38 hour pause between mifepristone and
prostaglandins was necessary to optimize the effect but more recent research suggests that such a
time delay might not be necessary (Creinin 2004), :

e Other medical uses of mifepristone:

o Q&G . .
v Infertility .
* Contraception — emergency and lohgterm
*  Fibroids and Endometriosis
*, Breast Cancer .

o Non-0O&G ‘
*  Brain tumours such as meningiomas

: *  Cushing's Syndroms

» Mifepristone has been used for first and second trimester pregnancy termination by many millions of
women around the werld. 1t was licensed in France in 1988 and subsaquently in cther countrias
including UK, USA and New Zealand. As there is hot yet a drug company supplying the medication. in
Australia, mifapristone is listed by the Therapeutic Goods Administration as an unapproved product, It
is expected that a supplier wilf shortly become available. Until then we will be impotting the
medication from overseas. Each prescriber requires individual TGA approval. )

* Many large studies using prostaglandins (PG) alone or in conjunction with mifeprizstone have shown
the following benefits of mifepristone in second trimester termination: '

K Mifeptistone + PG PG Alone
Median Delivery Time 7 hours 16 hours
Median PG Doses ) 3 5
Undelivered 24 hours 2% 20%
Undeliverad 48 hours 0.3% B ) 10%

¢ In additlan, the shorter dalivery time and reduced number of PG doses reduces the pain of the
procedure without being associated with any increase in riske. : ‘

» There is no evidence misoprostol alone has any advantages over the combination of mifepristone and
misoprostal, o : : '

*  Mifepristone side-effects are minor (see page 2) but might increase with the time delay before
misoprostal fs given. if more research validates this finding, the interval between the two could reduce
from the current 24-36 hours down to 8 hours or less.

»  While the recommended dose for mifepristone was initielly 600mg {3 tablets), a number of trlals have
demonstrated that 200mg (1 tablet) has squivatent efficacy (Webster 1996). ,

» Mifepristone is contraindicated in women with chronic adrenal failure. In addition, women with

" bleeding disorders or taking warfarin need careful review béfore commencing termination.

» Misoprostol is a synthetic prostagiandin E1 analogue
» Compared to the other widely-ussd PG E1 analogus, gemeprost (Cervagem), misoprostol has
o equivalent efficacy
o asimilar rate of side-sffects (misoprostol more fever, gemeprost more GI upset).
s However misoprostol has a number of advantages over gemeprost;
o canh be given by mouth :
o about 100 x cheaper .
¢ stable at room temperature. Unlike gemeprost, It therefore does not need to be
v Kept frozen ‘
*  Thawed for 30 minutes before usage -
x  Used soon after thawing because of rapid detericration in efficacy after 40 minutes at

- room temperature

TOP Mifepristone and Misoprostol 'V 1.1
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Vaglnal misoprostol Is more effective and has fewer $ide-affects than oral misoprostol but women
prafer the oral route. The Aberdeen Group, whose published administration regimen we have _
adopted, has found that one large vaginal dose gives sufficient direct cervical effect that subsequent
smaller doses can be given oraily without loss of efficacy (El-Rafaey 1995). Their median dalivery
time with this regimen is 5.5 hours where there has been a previous live birth and 6.8 hours where

there has not (Ashok 2004)
Misoprostol is contraindicated in woman with allergy to other prostaglandins,
Misoprosto! is not a bronchoconstrictor and is not contraindicated in asthmatic women,

Managing Pain
o ltis important to minimize the woman's pain as much as possible,
o Painis increased by .
*  Nulliparity
* Increasing gestation
»  Duration of process
*  Number of prostaglandin doses required
‘ (Hamoda 2004, Ashok 2004)
o Pain is reduced by
~  Pre-treatment with mifepristone
* Liberal use of NSAIDs
* Women given diclofenac 100mg at the commencement of the induction required
sighificantly less morphine than women given paracetemol 1000mg and
. dihydrocodeine 20mg (Flala 2005),
v+ NSAIDs interrupt the synthesis of naiural PGs. Thay do not reduce the efficacy of
administered PGs and do not profong the labour procass.

Complications / risks of midtrimester medical termination of pregnancy using mifepristone and-

. misoprosto! are approximately:

3

o Retained placenia ) 30%

o Live Biith . ) 8%

o Infection C 2%

e Haemorrhage requiring blood transfusion . 1%

o Ulerine rupture : : 0.5%

o Undelivered at 48 hours . 0.3%
o Death . - 0.002%

Retained placerita rates are inversely proportional to gestation, being about 35% before 20 weeks
and 12% after 20 weeks when large numbers of studies are averaged. However, several major
reperts have now shown that in most cases the placenta is in or just above the cervix and can be
managed on the ward using a speculum and sponge forceps rather than transferring the woman to
theaire. The highly respected Edinburgh group has reduced the nesd for evacuation of POC in OT
from 33% in 1993 to 11% in 2001 by making this adjustment; (Thong 1993; Tang 2001} The
Aberdeen group has reduced its rate to 7%, Vindicating that this approach seldom leaves placental
tissue behind, the rate of curettage for RPOC after discharge in Aberdeen is only 0.7% (Ashok 2004).

Live birth is seldom mentioned in roports and where it is, the agents used were not ,
mifepristone/misoprostol. Avaiiable data suggests the rate is about 5-10% (Stroh 1976, Owen 1996),
Beyond 22 weeks it is common to instill agents into the amniotic sac or fetat heart prior to IOL in order
to prevent this occurrence. At earlier gestations, parents should be wamet of the possibility of a pre-
viabie Infant being alive for a short time.  Staff need to provide comort and support to both the infant

and the parents.

Infection rates are diflicult to ascertain since infection is often a presumptive diagnosis gliven, for
example, to heavy or prolonged bleeding in the absence of other features such as fever or .
tenderness. It is a diagnosis far more often allocated in the UK than other countries (Shannon 2004).
The rate is <1% for all medical termination and is probably 1- 2% for cases in the second trimester.
Speclal mention must be made of very rare (1 per 100,000} deaths frorm clostridium sordellif toxic

+ shock apparently atiributable to mifepristone. It is thought that the drug’s antiglucocorticoid and anti-

?TOP Mifepristona and Misaprostol V 1.1
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cylokine actions might be responsible.  The symptoms and signs are very subtle and practitionsrs 7
must be alert to the possible diagnosis in the unwall woman after termination.

+ Haemorrhage requiring blood transfusion occurred in 0.1% (1 out of 956) women in the Edir}byrqh
study (Tang 2001) and 0.7% (7 out of 989) women in the Aberdean study (Ashok 2004). This is little -
differsnt from typlcal rates of blood transfusion at term. A low-lying placenta in one study was
associated with significant hasmorrhage In 2 single patlent {Thong 1992); however It [s rarely
reported. Placenta accreta can result in hysterectomy as it can at term (Dickinson 2002). It should be
especially anticipated in wormen with a low-lying placenta and previous caesarean births.

¢ Uterine rupture is an uncommon svant mostly occurring in women with a previous caesarean birth,
Howaver, it is also more common with grand muliiparity, increasing size of the uterus, number of
prostaglandin doses given and the use of oxytocin, Women with prolonged labours must be watched
closely ard great care must be taken with the use of oxytocin. In the Edinburgh study the
hysteractomy rate for uterina rupture was 0.1% (1 out of 956) while in the Aberdeen study of 999
women, no hysterectomies occurted. Reasonable figures for counselling patlents are a risk of rupture .
of less than 0.5%, broken down to 1% in wormen with previous CS and 0.2% in women without a scar
on their uterus (Norman 1995, Chapman 1998, Ashok 2004, Dickinsaon 2005). A few of these women
will require hystersctomy whils in the majority the tear will be repairabla, The risk of uterine rupture Is
not reduced by using mifzpristene. Whils it significantly reduces the number of prostaglandin doses
required, |t aleo sensitizes the uterus to the prostaglandin,

Abbraviations .
ARM Artificial Rupture Of Mambranes

BP Blood Pressure

FDIl Fetal Death In Utero

Gi Gastrointestinal

IM Intramuscutar

1oL Induction Cf Labour

I\ [ntravenous

KCL _Potassium Chloride

NSAIDs ) Non-steroldal anti-inflammatory drugs
Q&G . Obstetrics and Gynaecology

oT Operating Theatre '

PG . Prostaglandins .

PGF2a Prostaglandin F 2a

PO : Per Cral {by mouth)

POC "~ Products of Conception

PPROM Preterm Prelabour Rupturs of the Membranes
RCOG Royal College OF Obstetricians and Gynaecologists
RPOC Retained Products of Conceptioh

8sC Subcutaneous

V.

TGA ' Therapautic Goods Adminlstration
TOP : Termination of Pregnancy
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APPENDIX 1 :

' _Paﬁent Information Sheet and Consent

Medical termination of pregnancy in the second frimester (13 — 28 weeks) using oral mifeptistone
' prior to vaginal and oral misoprostol

What Is mifepristons? : _
Mifepristone Is a man-made hormona, similar in structure to the naturaf female hormone, progesterone,

Because of the similarity, mifepristone can block the actions of progesterane. Since progesterone keeps the
uterine mustles relaxed and the preghancy going, mifepristons acts to prepare the uterus to contract and
begin the labour process. : :

Mifepristone has been licensed for pregnancy termination in France since 1988, the UK since 1990, USA
since 2000 and NZ sincs 2001. in 2008 became licensed in Australia but at the moment its use is restricted
to individuat doctors who must be approved by the government body known as The Therapeutic Goods
Administration (TGA), : ' ' ‘

Mifepristone is available as a 200mg tablet. You take It by mouth at home some hours {currently 24-38 hours,
but shorter times may be just as effective) before you come into hospital. :

Your consent is required to receive this medication.

What is misoprostol? )
Misoprosto! is a man-made prostaglandin, similar to naturally occurring substances found in most body cells.

its most common use is to prevent stomach ulcers in patients taking arihritis medication, However, it is.atso
very effactive in making the uterus contract, As & result, misoprostol and other man-made prostaglandins
have been used to induce Isbour and reduce hieading afier childbirth for many years, They are also used for

termination of pregnancy.

Misoprostol is a very safe medication, even if taken every day for years to prevent stomach ulcers. Despite
this, the manufacturer has said that it will never saek to have misoprostol licensed for use in pregnant women,
This is not unusual. Many medicine manufacturers don't want the respongibility of having their medications
used by pregnant wormnen, even when shown to be safe. Such medications can still be prescribed by doctors

but are said to be ‘off licenss' in usage,

Misoprostol is approved for termination of pregnancy by the Colleges of Obststricians in Australia, New
Zealand, the United States and the Unlted Kingdom among many others. Misoprosto! has been approved by - _
the P Drug Committse for pregnancy termination at \GEIENEN Hospital for a

number of years.

Misoprostol is a tablet. It is administered in hospital, generally at around 8am. The first dose (4 tablets of 200
micrograms i.e. 800 migrograms total) is inserted into your vagina. The next doses {2 tablets of 200

mictograms i.e. 400 micrograms total) are given by mouth every three hours.up to a maximum of four doses
by mouth, : ‘

Your consent is required to receive this medication,

Extremely Important Note _
Should a woman decide to conlinue with her pregnancy after taking mifepristone (with or without misoprostal)

there is a high possibility of giving birth to & baby with abnormalities or ather evidence of damage. Soyou
need to be certain of your decision from the start.

TOP Mifepristons and Misoprostol V1,1
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What Is the benefit to you of taking mifepristone some hours before misoprostol?
Taking a mifepristone tablet by mouth some hours prior to misoprostol makes the labour protess faster and
less painful for you, o

Mifepristone + Misoprostol Alone
. Misoprostol '
Average Time in Labour 7 hours 16 hours
Usuial number of misoprostol doses needed 3 5
Still not delivered after 24 hours in labour 2% of women 20% of women
Stilt not delivered after 48 hours in labour 0.3% of women - 10% of women

About 97-98 % of women will deliver with the first course of mifepristone / misoprostol L.e. within 15 hours,

Those who are not defivered or nearly delivered by midnight (timing may be adjusted if the first misoprostol

dose s given later than 8am) will have a further course of treatment consisting of;

e Another tablet of mifepristone 200mg by mouth at midnight, followed at Bam next morning by

¢ Fourtablets of misoprostol {800meg) put into tha vagina followed after 3 hours by -

»- Two tablets of misaprostol (400meg) put into the vagina and repeated every 3 hours up fo a total of fiv
vaginal doses including the initial 800meg dose

How Safe Is Termination Using Mifepristone and Misoprostol?

Mifepristone and misoprostol are the most commonly used medications for termination of pregnaney around
the world. They have been taken by hundreds of thousands of women and their safety is well astablished..
However, when discussing safety it is impartant to remember that just being pregnant and giving birth carries
a small risk. Deaths of women from pregnancy and giving birth {including miscarriage) occur-at a rate of 1
death per 10,000 pregnancies in the developed world. Thers is little difference in risk to you hetwesh giving
birth at full term or having a termination in the middle of pregnancy. - ‘ ’

Serious complications of labour and delivery whather at full term or in the middie of pregnancy

include : ' : ‘

*» ' Bleeding heavy enough to reguire bload transfusion (about 10 -20 women per 1000)

» Unplapned major abdominal surgery because of heavy bleeding or problems with the placenta or
tearing of the uterus (about & women per 1000). ‘

* Loss of the uterus (hysterectomy) as a result of this is {about 1 - 2 woman per 1000)

* Death due to infection with clostridiurh sordellii occurs in about 1 per 100,000 women when
mifepristone is used. Clostridium sordellii is & bacterium which fives in our bowels. It is usually
completely harmiless but can occasionally make us very sick. :

Less serious complications of termination in the middle of pregnancy:

* Sometimes all or part of the placenta (afterbirth) does not come away at the time of birth. This
happens about 35% of the time before 20 weeks and 12% after 20 weeks. Usually, & brief general
anaesthetic in the operating theatre to remove the placenta Is required.’

+ Low-level infection requiring antibiotics ocours in a small percentage of women.

.Occasionally the baby is alive for & shott while after birth. Staff wil provide it with warmth and
«comfort. Depending on how far along your pregnancy is, the treating doctor will sometimes -
recommend measurgs prior to termination to avoid this happening.

Side effects of mifepristone: .
¢ Vomiting and/or headache can each oceur in 15-20% of womern.

¢ Asmall percentage of women will also gat perlod-ike cramping.

» Medications are available to manage these side-sffects

Bide effects of misoprostol: ,

» Vomiting, diarrhoea and fever each ocour in 25 -50% of patients.
*  Allwomen will have cramping from the labour process.

* Medications are avajlable to manage these side-effects

OF Mifepristone and Misoprosiol V1.1
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Consent For .

Medical Midtrimester Termination Of 'Pregnancy
Using Mifepristone and Misoprostol

I (Insert patient name) acknowledge that | have
received a copy of the Patient Information Sheet and Consent conceming medical midtrimester
termination of pregnancy using mifepristone and misoprostol, | acknowledge that | have read
the document or had read to me, and that | have understood it ‘

In addition ! have had the risks of the pracedure explained and my questions answered to my
satisfaction by Dr \ . {insert name of medical officer).

I acknowledge that if | change my mind about termiriation after the medications have
been commenced, serious complications to my baby could result,

P agree to termination of pregnanay utilising oral mifepristone and oral and vaginai .
misoprosto!, | acknowiedge that both medications to be used in my pregnancy
t_ermination, while considered the best available, have restrictions:

Mifepristone (Brand name: Mifegyne ®, Exelgyn) is not yet supplied in Australia by a drug
company and is therefore considered an ‘unapproved’ medication at the moment. It is however
approved for use in by prescribers who have obtained
authorization from the Australian Government Therapeutic Goods Administration, |
acknowledge that it is an approved medication for pregnhancy termination in‘many countries.and
Is considered safe and effective. ‘ : : »

Misoprosto! (Cytotec ®, Searle) is not licensed for use in pregnancy (manufacturar's -
commercial decision) but has heen used by many millions of pregnant women around the world

to induce labour both at term and in the second trimester. It is approved for preghancy
termination by - (R

Patient Name
poB
Address
Patient Signatfure

Medical Officer Name
Medical Officer Signature

Witness Name

Witness sighature

%TOP Mifepristene and Misoprostol V 1.1 7
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1) INDICATION FOR THE USE OF-MIFEPRISTQNE

For the Masagement of Bregnancy Loss and Medical Termination of Pregnancy

e s ST Y i -

We ate applying for the access fo Mifepristone for the management of pregnancy loss
and the medical termination of pregnancy aw

Lhe use of Mifeptistone for the management of pregnancy loss will include any fetal
death inutero in the 2 and 3™ trimestar. Mifeptistone will e used to prime the cetvix
ptior to the commencement of the induction of lahous., Barly pregnancy loss-(includes
missed 2nd silent miscattiages only)in the 1* trimester will also be managed with
mifepristone and misoptostol to improve the cutrent efficiency of our cusrent medical
management regime (tisoprostol alone), :

 The use of Mifepsistone for the medical termination of pregnancy will include |
termination-deemed approptiate by the Maternal Fetal Medicine multidisciplinary team
(involving at least two MEM consultants, psychiztty, social wotker, neonatologists and
widwifery with often involvement of the ethics corpimittee) for three main indications as
follows. Firstly, setious fetal anomalies and genietic syndromes such as trisomy
18/21/13. Secondly, pregnancies with poot proghosis including very preterm, prolonged
rupture of membranes and severe eatly onset intrauterine growth restriction. Lastly, for
medical disorders in pregnaticy such as severe cardiac disease that may threaten the fife’

-0t 'worsen the prognosis for the mother. ' o

Mifepristone will NOT be used for non-medical or social reasons for the termination .of
Tegn and will NOT be affiliated with ot used in any comimunity sbottion clinics in
O surrounding aress. _ :

* The specific clinical indications for the use of Mifepristone inchade:

a) Eaty pregnancy loss with an intact gestational sac inclnding missed and silent
nuiscardages and excluding incomplete miscartiages ' :

b) Management of fetal anomalies in the first trimester :

¢} Management of fetal anomalies in the second trimester (over 16 weeks)

d) Induction of labour for fetal death in tero in the 2* and 3% tritmester

e



2) CLINICAL JUSTIFICATION

Setiousness of conidition 4
The management of pregnancy loss is a very emotional and traumatic time for wotnen ,
and theit families. Lo ' ‘

Incorpotates misoprostol zlone
(400meg-600meg; 4 to 6 houtly, per orally of vaginally), which can take between 24 and
48 hours for some women, We have had one distressing case this year that took over 3
days and was dssociated with frusteation and distress for the woman, het family and the
staff of the maternity unit, This contributes to considerable psychological stress for the
woman and midwifery staff cating for them. The procedure will invelve 3 ot more
nuzsing shift changes along with the requitement to be in Delivery svite over that time
with the distress of hearing other women: labouting and babies crying. :

The current prbtocol fo

Thete is a need to improve our moanagerment of pregnancy loss and medical termination
of ptegnancy throush the use of mifepristone in conjunction with miscprostol. There is
strong evidence that the use of mifepristone wil improve the. efficacy and shorten the -
dutation of the labout along with reducing psychological stress fot womer, theit families.
and the staff involved in theit care,

Justification for the use of the u.nap‘proved product

There ate clear advantages in the literature when using the combination of Mifepistone
and Misoprostol including improved efficacy, satisfaction and positive expetiences from
the international community and mote recently in New Zealand (WHO 2003; RCOG

2003). .

There is widesptead intetnational evidence from the World Health Ozganisation (WHO)
and systematic teviews from the Royal College of Obstetricians and Gynaecologists .
(RCOG) have shown that the cormbination of mifeptistone followed by misoprostol is
the most effective and safe way for the induction of labout in 1% and 2% trimesters,
Evidence has shown that mifeptistone results in the successful expulsion of the products
of conception foi: 95% of woinen, up to 9 weeks gestation (RANZCOG, 2009).

In the UK, the national guidelines state that ‘single agent regimens are not considered to
have a role whete toifepristone is teadily available, and ate not considered futther in this
guideling’ RCOG, 2003). A review article by Vasgas and Diedrich in 2009 showed that
misoprostol only protocols repotted more side effects, required higher doses with an
increase in the duration when compared to mifepristone-misoptostol combinations.

A Cochrane review by Kuliet and associates in 2004 showed that mifepristone alone ds
Jess effective when compated to the combined regtmen mifeptistone / misoprostol ®RR
3.76 [2.30 to 6.15]). Thete were five trials comparing misoprostol alone to the
combination of mifepristone and mis oprostol. Four trials showed higher effectiveness
with the combined regimen with the reported relative tisk of failute with fnisoptostol

alone ranging between 1.4 to 3.8,

A Western Australian study by Dickinson and colleagues in 2010 studied the use of

| mifepristone and misoprostol for second tritnester terminations for fetal anomalies. This
cohort study of 388 women showed there Wis'a significant reduction in the dutation of



aboztion (8.6 hzs vessus 15.5 his) and hospitalisation (27.2 hrs versus 31.5 hts) with

- combined therapy versus misoprostol only. Complications such as fever, blood loss and
the requirement for a blood ttansfusion was reduced in the Mifeptistone and
Misoprostol group compated with the misoprastol alone, although this was not

* statistically significant. T : '

A sandomised controlled teial of 64 women undetgoing 2™ trimester tetmination of
pregnancy by Kapp and associates found the median duration of the lzbour was reduced
in the Mifepristone group (10 houts) compared with the misoprostol alone gtoup (18
houts). There was reduction in the number of placental retention (3.1% compared with
0.3%, p = 0.61), length of hospitialisation and analgesic requitetrients compating
Mifepristone to Misoptostol alone. The tate of side effects teported was sitnilar acrass
the two groups. : : : :

There is obvious ecc;aomic benefit to the combinaton of mife.pﬂ;stone and misoprostol
. in the management of preghaney loss and medical termination of pregnancy. The
miniraum cost of oge delivery suite bed pet day is approximately $1,000 and the

maxitum cost is §2549 per bed per day. Mifepristone could significantly reduce the cost

by teducing the length of stay in hospital (fiom 2 days to one day) and length of time
tequiting a delivery suite bed (which relates to a cost saving between $500-1000 for each
_woman), . ‘ ‘ : - ‘

Most importantly, the efficiency of the medication in.acEievigg successful expulsion of
" the products of conception will result in Jess psychological sttess and frustration for the
- woman and her family, : -

3) EFFICACY AND SAFETY DATA

There was a latge population study i’ the United States developed to assess the safety
and efficacy of mifepristone from, the latgest providet, the Planned Parenthood
Fedetation of Ametica, Between 2001 and 2004, 95163 mifepristone abortions were
provided to women. Heavy bleeding was the most common complication, occutting at
the tate of 2.2 per 1000 women (95% CI 1.9 «2.5). Thete was one death reported in this

Pc?ﬁod from septic shock [1.1 per 100,000 (95% CI 0.3 —5.9].

Side effects (Livetpool Women’s NES Foundation Trust 2008, product information
and Tyengat et al., 2008) '

Common side effects for mifeptistone include: ‘

* Bronchoconstriction, worsened if the woman had recently smoked a cigarette pos
to ingestion - :

*  Cramping (light to modetate)

*  Nausea, vomiting and diagthoea

*  Infection following abortion {<5%)

g

Uncommon side effects incude hypotension (0.25%), septic shock (Clostridinm sordellii

endometritis), skin rashes (0.2%), headaches, malaise and vagal symptoms (hot flushes, ©

dizziness and chills). -
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4) PRODUCT DETAILS

Genetic name is Mifepristone

Trade name is Mifepyne® and is also known as RU 486 :
Supplier — Exelgyn (in France - this is the company that New Zealand use) ot Danco
Labotatories (in United States of America)

5) ADMINISTRATION AND MONITORING PROTOCOL

Dosage: 200mg orally, 36-48 houts priot to the commiencement of the pregnancy loss
procedure. ' -

Route of administration: ORALLY '

Dutation of treatment: ONCE ONLY and then toisoprosto] administration as per the
following the table :

Details of Administration and Monitoring :

Bach woman is given wiitten information and copsént for both Mifepristone and
Misoprostol to be signed prios to comimeéncement. Mifepristone needs to be
administered orally on Heensed pretmises and dispensed from the hospital pharmacy by
Aindividual presctiption. The patient should be obsetved taking medication and should
tetmain on the ward for one hour after ingestion. The couple can then retirn home.

Artangements should be made for the couple to teturn 36-48 Lours after ingestion fox

the next stage of the induction.

After 48 hours, the couple returns to Delivety Suite. The first dose of misoptostol is
administered per vaginally. WHO recommends 800mcg pet vaginally for the first dose.
Thete are corrected doses of misoprostol dependent on gestation, previous uterine scar
and. on whether the induction is for feta] abnotmality or inteanterine fetal death.

Table 1: Misoprbstol PDosage Re rimens when used in Coniunction with
Mifepristone 4dpid o A RED

T

o

ERHE O

veeks 200mcg PV/6 hourly | 100mcg/6 hourly
‘ . : 4 doses then review - 4 doses thent teview
Lm-zs“weeks _ 100mcg PV/6 hourly. | 50mcg PV/6 hourly

50tacg PV/6 hously 25meg PV/6 houtly

i

PV then T ﬁé(}mcg

' en
| 400mcg PO 3 houtly | 200meg PO 3 hourly
4 doses then review 4 doses then review
24-31"weeks : 400mcg PV then 200mcg PV then
| ( 200mcg PO 3 houtly 100meg PO 3 houdy
| 4 doses then review - 4 doses then review
] 32 weeks onwards | ] 50tmcg PV/ 6 houdy 25meg PV/ 6 houtly
- . | 4 doses then review 4 doses then review
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Procedures ptior to Dischatge

- *  Discussion about possible canses, investigations and follow up

*  BEmotional suppott with the assistance of Social work

* Inform local or community GP : :

" Ensute 2 follow up appointment is made priot to dis charge with the Consultant
Obstetrician cating for this woman , : '

®  Otganise additional follow up as requited (geneticist, paediattician, maternal-fetal
tmedicine follow up, social work etc) ‘

° Suppression of lactation with Dostinex (Cabergoline, 1mg stat dose, orally) -

* Basure Anti D is given if Rhesus negativé and Rubella status is checked ptios to

" discharge S

Follow up care ,

Upon discharge, the woman will be given written instructions about what to expect,
arrangements for follow up, accessing advice on 2 24-hour basis or help in an emergency.
'If Rhesus negative, ant-D should be given within 72 hours of the termination,

Follow up arrangements will encotmpass

* A clinical assessment by a medical officet will be undertaken, ONE week after the
- tetmination. and if required, serum BHCG of wlirasound measuremients.

*  Ongoing access and use of effective contraception should be addressed at the foliow .
. up visit : '

Reporting of Side effects ,

All suspected side effects from Mifepristone will be reported to the TGA via the form
titled the Report of Suspected Advetse Reaction to Druags and Vaccine” in the Access to
unapproved thetapeutic goods ~ Authorised prescrbers guidelines (page 44). In
addition, a recotd of all patients who undetwent management with Mifepristone and

their outcomes, any complications and teported side effects will be tecorded by-
[ |
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Protocol for the use of Mifepristone in 1% and 2% trimester of pregmancy,

As per the decision of il | d— .
of 25 May 2009,

_ Indication.

To decreass length of labour induction in cases of fefal anomalies, fetal death in utero or severe
matetnal illness in first and mid trimester of pregrancy.

Dogags,
Single tablet 200mg Mfepnstone

‘ Admxmstraung

Orally, 36 howrs before admission to-for -Cer\rag;em (Gemeprost) protocol.
Prescription. .

A prescription for Mifepristone 200mg w1th complete directions for use INCLUDING THE TIME IT
ﬁE TAKEN is to be given to the instructions that they are to get it filled at the

utpatient Pharmacy This prescription will be filled free
ge for the patient. The pharmacy is open 8:30am — 5:0 pm Mon-Fri (closed 1-2pm for lunch)

September 2009,




‘ Medical Abortion Protocol | : NN

The Medical Abortion Protocol

The medig ortio e adhered to by the medical practitioners of the“
who have been granted Autharised Prescriber status for Mifegyne® by the Therapsutic
Goods Administration (TGA). ‘ '

The protocol Is to be used as an alternative to surgical tefmination of an intra-uterine pregnancy where medical abortion is
clinically assessed as the most appropriate method for womer, Including when surgical abortion is not available.

'Pr.ecautians and Contraindications
The genaric name of Mife_gyne@ iz Mifepristone.
The generic name of Cytotec® I Misoprostol.
- Mifegyne® can only be prescribed by a medical practitioner who has gained Autherised Prescribsr status from the TGA.

Mifegyne® is only available fo patients who are under the direct care of the medical practitidner who is an Authorised
Prescriber. . _

Mifegyne® is not approved for general use in Australia and is st considered experimantal.

The medical practitioners need to.be awars of'the relative and absoluts contraindications to Mifegyne® and Cytotec®.

ﬁmedicai practitionsr need to report any suspected adverse reactions to the TGA'Ethics Committes and~

Regime
The regime endorsed in this Medical Abortfon Protocol is consistent with the rmost evidence-based research.
' Up fo B3 days gestation- the regime only:

1. One (1) tablet of 200mg Mifegyne@ taken orally under medical supervision
2. 36-48 hours later, four (4) tablets of 200mg Cytotec® taken orally or vaginally ‘
3. If a miscarriage does not commence within six {8) hours of taking the Cytotec®, further doses of Cytotec® will be

' ) | taken orally or vaginally - two (2) tablets of 200mg Cyiotec®

'Supfmrting 6Fganisationai documents
There are a number of organisaﬁona[ / quality documents that are mandatory to the medical abartion protocol and process:

0828 Having a Medical Abortion < patisnt information sheet
825 Medical Abortion Aftercare patient information sheet
8532 Medical History for & Medical Abortion internal quality document
0835 Medical Abortion Form _internal quality document
0830 Patient Instructions for a Medical Abortion . patient information shest / instructions
0824 Consent Form for Medical Abortion internal quality dodument

0215 Patient Rights and Responsibilities intérnal quality document
0203 Customer Complaints / Feedback pamphlet infernal quality document
0349 Privacy and Confidentiality Policy internal quality docurment
08a7 Medical Record internal quality decument

Date of lssue: 02/11/2071 : Authorised By: Medical Diretors
: Page 1 of 10



Madical Abortion Protocol

. ‘ . :
| Patlents will be admitte at the Front De'skq
o Their personal details e.g. Sumaims, Flrst Name, Daie

Information:Callection

Patient bookings will be made via telephone by either the
patient or their referring medical practitioner, A patient
Tequiring an interpreter service should be identified af this
point,

of Birth, Address, Postal Address, Homa Telephone Number,
Mabile Telaphone Number, Medicars Nurnber, Private Health
Number and Refarring Doctor detalls will ba collected onto

the Medical Record,

Patlents will be shown to the bathroom and provided with
insfructions on fo how callect 2 urine sample fora qualitative

Pathology sample must comply wiﬂj the sample coliection

"AII women raquesting an abortion should be offered an
asseasment appointmant within five days of referral,” (Ref 1,

"Ail women should undergo the abortion within seven days of
the desision to proceed baing agreed.” (Ref 1,2)

All information will be handled confidentially. Information from
petient’s record wil be made avaftable fo health professionals
involved in thelr care, but will not be releasad to others with.
pafient’s consent, unless legally required. AN our sarvices
must comply: with the relevant information and privacy
legislation. )

i

critari

| wailting fo see a melcal practitioner. Remembering some

 Patient Admiission - Patis

Pregraney-test—The-patient will-submit-the-sample-fo-the——
- collection centre of the laboratory and then refurn fo the
Waiting Room The laboratory wilf brocess and fest the
sample and finally issue a Laboratory Report, Attach
Laboratory Report to patient's Medical Racord,

Pafients will be offered itmportant. lterature fo read whilst

information fs also avaflable in other.community languages.
Patient Information Sheet - Having a Medical Abortion
- Medical History for Medical Abortion
Privacy and Confidentlality Policy
Patient Rights and Responsibilities
Complaints Management Policy

Record the Patlent Admission Session on the Madical .
Abottion Form and ensure attached to the Medical Record.

Pafient proceeds to the Medical Session

ieiifiers — SumameE, st T A e ot B e e
JRN Laboratory Approved Coflecton Manual for more
informatien on sample dolleciion profocols,

We see a pefient's heath care as a co-operafive and
coflaborative effort between patlent and sleff This Yiterature
outlings the pefient's rights and responsihiliies ie. what to
expect from the visit and what Is expected fiom the pefent. .
The pafient wil make a valuable contribution to thelr oara o )
treatment by informing us of their medical history, answeriny-
fuestions about their heatth honestly and attending follow-ip
appointments efe, Patients will be made aware that ars sniitied
to comment or complain about the treatment they recelve at

any fime. '

1&fe of lssue: 02112011
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Medical Abortion Protocol

All patients will be 'seen by a doctor to initiete the medical
consultation process. The session will involve taking a
comprehensive medical history and assessing efighbility of
‘patient for medical abortion with mifepristone and misoprostol,
* Medical history will be recorded.on the patient's Medical
Abortion Form.

Review completad petient form - Medical Histary for
Medical Abortion ~ to ensure there are no absolute or
relketive contraindications to the Mifepristone — Misoprosta;

Mifeprisloné must not be prescribed if the following conditions

Medical assessment will include pertinent medical and obstetric
history Including history of allergies and all current medicafions.
Doctor will also conduct perfinent physical examhation
including vital signs. Including:

Pregnancy test result - quafitative ard quantitative
Ultrasound findings - GRL

Esfimated gestaifonal ege

ABO Rh(D)

Sexually Transmitied Infections

ara known or suspected: -
» Patient's EGA is less than or squal to 63 days
= Chronic adranal fallure

= Haemorrhagic/leeding disorder

= |nheritad porphyrig

¥ Severe anasmia .

= Lony term anficoagulant therapy &.g. warfarin, heparin
= Corficosterold therapy e.g. pradnisons, cortigons

= Aflargy fo.mifepristone of tisoprostol

® |rritable bowel disease or uncorfrolled bowe! disease 8.

severs-diarrhoeae, Crohn's disease

Wedical Session - Assessment of Eligibility for Medical Abortion

") regime. Record on the Medical Abortion Form Fihe patiant
‘ has / has not absolute of relative contradictions,
Perform an unitrasound fo determine CRL and confirm EGA,
Document findings onte the patient's Medical Abortion
Form including -pregnancy test resulfs and STls.
)

' Discuss the other critical criteria that the patient must

- adhere to before having a madical abortion.

Continte Medical Session (next page)

v Sgrous systemic [iness e.g. 8&Vere Tiver diseass, foart |

disease, Kidney failure, uncontrolled seizure disordars
= Serlous pelvic infection (Ref 3)

A patlent will qualify for a medical abortion with mifpristone ¥
an Infrauterine pregnancy Is identifled with a yolk sac and/or
embryo, and the Estimated Gastational Age (EGA) is less than
or equal to 63 days, and the fetal Crown Rump Length (CRL) is
less than or equal fo 21mm (Ref 3), -

A patient will qualify for a medical aburtion with mifepristone if
they can demonsirate that they:

v Able fo give informed consent -
v" Be available io retum to the clinic for at leest 2
separate - vishs - last visit 10 -14 days after

. Misoprostol adminigiration .
v Live close to a hospital with emergency services and
_ heve refiable fransport io get there
¥" Have aland fine or moblie phane number — must be
contactable 48-72 hours after taking Misaprostol
v" Must consent to a surgical aborfion if the medical
abortion fails (Ref 3), '

Daie of issue; 02/11/2011
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Medical Abortion Protocol

Discuss what the medical abortion regimie Involves and
ensure patfent understands the process including that
Mifagyre® s not approved for general use in Australla and is
still considered exparimental. Explain that you are authorised
to prescribe Mifegyne®.

| Patient proceeds to the Counselling Sesslon

a)
b)
%)
d)

&)

a)
b)

c)

Stép 1 « Mifegyna®

Btep 2~ Pain relief

One (1) tablet of 200y Mifegyne® taken orally undar
medical supervision

Patient is preparad for discharging

Patlent fo eat Bghtly; drink plenty of water and rest

One (1) tablet of t10mg Mexolon taken orally if there Is
nausea but no more ihan threa (3) tablets in one (1) day
Wait 38 howrs but no more than 48 hours before |
procaeding to Step 2

Twa (2) teblefs of 200mg |buprofan teken orally

Additionat pain relief - take two (2) tablets of 500mg
Paracstamol faken orally .
Wait on (1) hour before procaeding to Stap 3

Stap 3 - Cytotec@
Selfact Option 1 or Cption 2 but NOT both

Option 1« at glinic:
Wat four {4) tablets of 200mg of Cvtotec® with o fewdrops |

L

e Medical Abortion'Regime

Medical Session - Explanation of:

Ifa mlscarnaga doas not commence within six (8) hours of Step
3, patient must ring cfinic for more Gylotec®.

Btep 4 - Assessment of tha effectiveness of fhe regime

“of waterandpleceas-high- m'the-vagmmposs;ble“ e

Option 2 - af home:
Teke four (4) tablets of 200mg of Cylolec® and piac:e .
hetween cheeks and mouth [wo tablefs to each side];
Allow to dissalve slowly. Swallow any remaining reslde

after 30 minutes.

Additional Cytofec®:
Further doses of 400mg Cytotec® administered orally “

vagmalfy as two (2} tableds of 200mg of Cyloiec® i

Part A - felephone call follow-up
48 -72 hours after Step 3 s taken, a nurse vl follow-up
patients fo exclude infections, incomplets abortion or
medication failure,

Pari B ~ clinic appointment.
10-14 days after Step 3 the patient must return o the cinic
fo check that the pragnancy has ended and that all flssus
has besn expelled from the uterus.

Date of Issue: 02/44/2011

Page 4 of 10
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Medical Aboriion Protocol

Review completed patlent form Medical History for Medical
Abortion to ensure patient meets criteria for medica) abortion
as an alfernative o surgical abortion. Doctor should have
ruled out contraindications in the medical session,

- Discuss pregnancy options to ensure that tha decislon to
have an abortion Is informed, voluntary and non-coercad and
the patlent understands the possible effacts on her.of the
decision she reaches,

I

Discuss the advantages of early medical aboition, Use the
patient information sheet Having a Medical Abortion fo
guide your session, Provide information about the
advantages of early surgical abortion.

Review sida effects of medical abortion, Use the patient
information shest Having a Medical Abortion.

 circumstances, and offers referal for available options (Ref 4).

Mifepristone must-not he prescribed if there are absolute or
relafive confraindications fo the mifepristone-misoprostol
regime. Refer to Medical Session — Assessment of Eligibility for
Medleal Abortion, - ' :

Every woman who has an implénnecl and/or unwanted
pregnancy requiras access to counseling which is cenfideniial,
is responsive to her soclal, emofional cand  culiural

Advantagas of early medical shorlon e.g. o

= Non-invaslvs, it avoids surgicel and anaasthatic sisk
© % More natural, aliows brivacy and control '
Advantages of early surgleal sbotfion e.g.

®  Veryhigh-syccess rafe

®  Progadurs completed with 5-10 mins

= QOne visli fo dlinic

Side sffacts of medical abortlon;
= Bleeding

L

Counseﬁiglg Session — Suppart in Decision Making -

!

Review risks and-gomplications of medical abortion, Use the
patient information sheet Having a Medical Abortion.

l

Explain that the process involves at leest two visits tothe
clinic and the importance of patient compiiance with the
sgime.

{

Provide information about the drugs used and that they are
not licensed for the purpose of terminating a pregnancy in
Australia,

!

Discuss contracsption options and provide information.’
Document type of confraception recommendad on patient's
Medical Record.

l

Patient refurms to the dostor to complete the
Medical Session

Date of Issue: 02/11/2011

" Headache, nausea and vomiting

Risks and complications of medical abortion: .
Excassive hieading

Infection.

Incomplata aborfion

Continuing pragnancy

Ectopic pregnarncy

Foetal sbnormalifies

Future fertility

Other complicaiions

g2 = m K ®R B ¥ n

Use your Counsellor Resources Folder to supplement the
- informetion on contraception options. ‘

Page 5 of 10
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Medical Abortion Protocol

Al patients will be sesn by 4 dbcto; after the Counseliing
Sesslon. The purposs of this session Js to facilitate the
fnformed consent process for a medical abortion,

l

. Review the Consent Form Medical Abortion with the -
patient,

Ask the patient if they have received sufficisnt information for
the proposed {reatment including the nature and probable
affects and rlsks. =~

Ensure patient signs the Consent Form for Madical -
Abortion. Doctor must also sign this consent form and aitach
to the patient's Medical Record, The process also neads to

be recordad on the Medical Abortion Form.

{

It is important thet there is effective consent to medical
ahortion. Consent to health care must have at least thres |,
slemants:

Checklist for giving information for patient dedision-making
(respecting patients personality, beliefs, faars, values and
cultural background); -

v It must be valintary and fresly given
v ltmust be specific
v Itmust coma from a compatent person (Ref 5)

There should be no coerclon, paflents should be
encouraged o be frank, ask questions and make up
their own minds. Repeat Information if required, and |
look for-respansas that indicate that information h
not been understood. -
Ensure pafient understands the nature of the
procedurs - g.¢. how painful, how feng it will toke,
~ how they will fost bafore, during and aftar it _

Ensure pattent understands effects and possibls risks
of the procedure )

Tha g

Medical Session — Informei Consent Process

Order pathology testing - serum BHCG (first base-line), blood
group and anfibody screeh and STI - by filling out 2 JEERP
Laboratory Request Siip.

F’rescribe 200mg Mifagyne® and 800 Hg Cytofec®

‘ | o |
Patient proceeds to Laboratory with 2SPs Laboratory
. Requiest Slip for pathology festing

Patient proceeds to Nursing Cara Session

BBV THOrmAREN BHGUt e

Pra-abortion: managemsnt: ‘ .
1, All pafierts should be typed for ABO and RhD as garly as
possible during each pregnancy (Ref 6). It is Important to
idenfify RhD negative paflents who may require the
adminisirafion of prophylactic RhiD:g, 1 ls also impartant
fo identify patienis with clinically significant alloantibodi |
o red celf antigens (Ref 6). ‘
Monitoring of serum BHCG levels will be important in
verifying the effecivenass of the ehortion procedure {Ref
7 .

Scraening of jower genital tract crganisms for sexually
. Transmisaible infecfions (ST!) is important for the wetibeing
of patients and has the potential for improving public
- health and reducing the spread of §Tls in the communify
{Ref 8). ‘

Consult the Medical Sclendsts / Pathologist for spacific
speciten collection requirements or the Approved Collection
Cenfre Precedures Manuat for collection criteria, :

ate of Issus: 02/11/2011
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Medical Abertion Protocol

Review Laboratory Report with doctor - check RhD status,
and antibody screen resuls, Attach Laboratory Report to
patient’s Madical Record and record these checks on the

Medical Abortion Form.

RD negative patients should be pravided with information
ahout prophylactic RhD Immunoglobulin to facilitate the
informed consent process for the immunoglobifin, Ensurs
patient signs RhD immunoglobulin Pafisnt information
and Consent,

!

| Review patient information sheet Complications of Medical
Abortion with patient.

It is important that there Is effective consent fo prophylactic
RhD Immunoglobulin, Consant to heelth care must have at’
least thres alements:

V" i must be voiuntary and freely given

v it must be specific

v ltmust come from a competent person (Raf 5)

Risks and complications of madical abortion e.g.
Excessive bleading

Infaction

Incornplete abordon

Conftinuing pregnancy

Ectopic pregnancy

Fostal abnormalifles

Future fertliity

Other complisations

' % W B B W oE ®

! .
Review pafient information shest M‘edical Abortion
: Aftercare with patient.

!

Medical Abortion hefore administrating medications.

)

Nursing Gar;e Se_ssion - Adminiégraﬁaﬂ‘ﬁerifegyne@

document the dosage, date and time on the Medical

Review patient information shest Patient Instructions for a

Administer the one (1) tablet of 200mg Mifegyne® and

Important aftsrcare considerations e.g.
*  DONOT use tampons - use sanitary pads instead, -
* DO NOT use a bath, spa or go swimming - shower or
spoenge down only. '
*  DONOT have vaginal infercourse - you could
* hecome pregnant agsin. You should avold pragnancy
for-at least 3 months after a medical abortion.
= DO NOT partake In any strenuous exercise such ag
hotsa riding, weight fraining ts.

Ensure patient understands each what s involved with sach
step and knows what Information should be recorded on the
sheet - dosage, date and fime madicines taken. :

Reporting adverse drug reactions to the TGA: _ '
* In fhe event a pallent experiences an adverse drug
reecfion fo Mifsgyne®, the blue ADRAC card must

Abortfon Form and the Patient Instructions for a Medical

Abortlon. Patient must remain under supervision fo ensure

there Is no reaction to the medicing for a minimum of 30 min
ta 1 hour.

!

_ Patient proceeds to Nursiﬁg Care Session - Administration

be filed out and sent o the TGA. Altematively, |
reportitig, of an adverse event can be dome | .

- electronically through the TGA's eBusiness Services
{ttps:/fwww.ehs.tge.gov.au/ebs/ADR S/ADRSRepon
sf?OpenDatabase). ‘

*  The event should also be reported on the Medical
Abortion Form and an incident Form and submitted

to the Clinical Govemance Commitles for immediate

review,

Jatte of ssue: 0211112014

of Cytotec® - Option 1 or Option 2
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Medical Abortion Protogcol

OFTION1 . .
Misoprostol Administration at Home Importent discharge information that should be given to the

Provide patiant four (4) tablets of 200mg Cytotec® and pain | pafient - - , -
medication (usually ihoprofen). Ensure patient understands -1, Paiidnt must contact the clinle if th‘?)’ experience ;ny
when to take the pain relief medication (Step 2) and the of the following symptoms or signs after teking

Cytotéc® (Step 3) Including recording the dosage, date, time gg’;?;‘;@;ndmzrzrfsgnlc";ﬁ?zm?;m?e symptoms
and route these were taken,

a)  Severe pain arid confinuous abdominal pain

or cramps o
' by Raised emparature, fesl unwall or feverish
Prepare patient to bs discharged and ensure she has all ¢) Dizziness and confusion _
wiritten instructions and knows the date and fime of her : d)  Vaginal discharge singils, Is offansive or a
follow-up telephone calt and appointment. Record thesa different colour, » N ‘
dates and fimes on the Patient Instructions for a Medical 2. 1f a miscarrlage does not commence within six (B)

ion : ] : hours of taking the four (4) tablets of 200m~.
Abortlon a1t Wadlcal Avortlon Fonn. ‘ Cytolec®, it may be neceseary to use addiion.

Cytotec®. If this occurs, further doses of Cytotac®
Wi nead offered orally or vaginaily as two (2) teblets

. QPTION 2 : ‘ ‘ Cytotec® [see next page — Ouicome 1
Misoprastol Administraion at Clinic 3 %ﬁgteé?ﬁergon-mejicaﬂon siEatggies they can Jse to |
Prepare paffent to be discharged after one (1) hour after the manege thelr pain &t home |
Mifegyne® administration. Ensure she has all writien 4. They must use sanilary pads (no tampons) to ses
nstructions-and-knows-the-dafes for-wher—— O TG NERing ey have — -
o ' 5. They must not have sex for two weeks after the
1. She has to return for the Cytotec® to be administered procadura . .
by the doctor that should be 36-48 hours later 8. They must not have a bath, swim or use tampans for
2. The date and time of follow-up telephone call and 2 weeks after the procedure

appointmént, Record these dates and times on the
Patient Instructions for a Medical Abortion and
the Medical Abortion Farm,

Patient must return 36-48 hours for the four (4) tablats of
200mg Cytotec®. Review and assess if patient experisnced : ]
any side effects and complications after taking the 200mg : o
Mifegyhe®.and document on the Medical Abortion Form. S

"Nursing Care .Sesgion — Administration of Cyiotec®

!
Administer two (2) tablets of 200mg louprofen and wait for
one (1} hour before administering the four (4) tablets of
200mg Cytotec® orally or vaginally. Document the dosage,
date and time on the Medical Abortion Form and: the
Patient Instructions for a Medical Abortion.

Prepare patient fo be discharged and ensure she has all

. wiitien insfructions and knows the date of her follow-up
elephone call and appointment. Record these dates and
times on the Patient Instructions for a Medical Abortion ‘
and the Medical Abortion Form, :

ats of Issug; 02/1 112011 Atthorised By, Medical Directors -
‘ Page 8of 10



: Medical Abortion Protocol

R

. QUTCOME 1 | ,
Miscairlage doesn’t commence within 8 hours of taking | Reporting adverss drug reactions to the TGA;

- Cytotec® : _ _ * in the event a patient experiences an adverse dng
' reaction fo Mifegyne®, the blue ADRAC eard must

Provide patient addifional doses of Cytotec® and pain be fiit!‘ed ouft and ssnt o thee;GA. Alt?}mati&fsly,
medication (usually Iboprofen). The further doses of Cytotec® | . foporting of an adverse gvari can be done
will need offered orally or vaginally as fwo (2) tablsts of slacfroeally through the TGA's eBusiness Senices

' (hﬁps:ﬂwww.ebs.tga.gov.aulebszDRS!ADRSRepq.n

200mg Cyfotec® _ sf?OpenDatabase), ,
' The event should also be reported on the. Medical Ahortion
Form and an Incldent Form and submitied to the Clinicai

<£2 "
< | witfen instructions and knows the date and time of her follow- | Governance Commities for immediats raview.

- | up telephone call and appointment, Record these dates and
times on the Patient Instructions for a Medical Abortion

&
02

i o _

Q Prepare patient to be discharged and ensure she has all
]

4

]

P! Prepareto discharge patient if medical aborfion successful or | NEVe oause fostal abnormeliies.

2 and the Medical Aboriion Form.
™ =
o Hem T
g QUTCOME 2 :
: g | Wiscarriage commences after taking Cytotec®
5 Review patiert fo assess if she experienced any slde effects
2 | and complicafions after taking the medications document on
.3:3'.‘ : IiTP 1R ... [01SS.
-1 I
= ‘ _
L Perform an ulfrasound to assess. if medical aboriion
&, successful. Document findings on the patient's Medical , .
S Abortion Form, . If the ulirasound shows a viable infrautering pragnancy then
0 . : refer for surgical abortion, The medications may have caused
7] fostal abnormalities. '
'&3 | Order pathology tesfing — serum fHCG - to compare with .
{ baseline valug. Attach Laboratory Report fo patient’s Medical
i " : : Serum BHCG levels at two wesks after an abortion of loss than
Re a 2 _
o cord &nd document f‘“g(')“ﬁ on the Medical Abortion | WL (or lose an agie s ot & & level) indicets 2
] 2 : S successiul abortion (Ref 7). If-serum BHCG. levels are greater
) . m, | than 20% or kigher, then refer for surgical abortion ~ there Is a
% viable pregnancy or remalning tiesue. The medications may
g refer for a medical abortion if there is a viable pregnancy or
= there is remaining tissus. Ensure aff sections of the Madieai
g Abortion Form have been completiad. '

Ag.’rhe comptetion of a patient episode, the patient's Medical
ecord shou| i ew. | '
dbegiven o the Qualty Manager for review The Qualty Manager wil audit all patient casss where ,
' freatment with mifepristone and misoproste! Is used including
recording dosage regimes, butcomes, adverse events and
follow up. Reports will be prepared shx-monthly to-the ‘
Clinkal Govemance Committes, Ethics Commitiee ang (8

TGA.

Authorised By. Medical Direstors

ate of lssus: 02/11/2071 :
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‘ Medical Abortion Protocol : | '
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Administration regime for

It is proposed td contihue established pre procedure protobois for the
management of women seeking first trimester pregnancy termination. Patlants
attending will have initial assassment,. including a pelvic ultrasound

- comprehensive information regarding the procedure is given arid counseling
- offered. If the patient decndes to proceed with a medical abortion, blood group

is determined, HCG level, Hb and urine or vagmal swab is collected for
chlamydia testing if appropriate. Information is given on pap smears and
: contraception Is discussed and prescribed when required. ‘

A

Where medical abomon Is chosen, those women with pregnanoles in the first

trimester (up to 63 days LMP) would be freated with mifepristone 200mg orally

in the ciinic (day 1) and then be discharged home with Misoprostol 800meg
which the patient will take 24- 48 hours Iater (day 2-3). They are given a
further 800 micrograms of misoprostol to be taken (day 4) if the products of
conception do not pass (a highly effective regimen researched by Ashok, Kidd
et ai 2002 and supported by Kulier 2004). All patients will be telephoned by
appropnate staff member on day 4 to ascertain if there has been blesding,
and check there are no complications. If there has been no bleeding they will

be advised fo take the second dose of misoprostol 800 meg. Patients would o

receive instructions concerning when and how to access after hours

assistance from

~ and recommended pain relief. Patients would be required to return

to the clinic in"14 days time for ultrasound and requested to have a HCG
bIood test a few days before the follow up appointment.

Those w;th a continuing pregnancy at follow up (expected rate 3-4:1000) Wl"

_ be offered a surglca! procedure. Those who hava retained produc:ts of

Wk



Fage 18 of 21 . . .

.concepﬁon visible on ultrasound at follow up (expected rate 1 or 2:100) will be
offered mlsoprostol 200 or 400 micrograms tds for 2 days as a first line
treatment followed by surgical evacuation if the retained products of
conception do not pass. ‘

Ultrasound

Ultrasound is performad on all patients before they have a TOP, surgical or
medical. In medical patients their gestatlon cahnot be over 63 days LMP.

Pathology

Haemog}obm level is checked on the first visit. A pa’uen’: with fow haemoglobin.
‘will be reviewed early if she has heavy and sustained bleeding.

An Inmai HCG level i obtalned on the first visit. If the patlent does not return
for her check in two weeks then the second HCG level taken at a pathology
collecting centre can be used o confirm a successful medical aborhon Ina
successful termination, we expect that the level will have halved All efforts will
be made to ensure the patient returns for her checkup; however, recalcitrant
patients can be monitored by a second blood test fo ensure a successfu!

procedure

Monitoring . o

has a spetial form “Medical Abortlon Form"”

that wm need to be completed and signed off after completion. The Practlce
manager will be i I control of these forms fron"l-

All compncatlcns will be momtored and recordsd on the patient's medical
‘record and through the clinic's adverse event form. Serious adverse evenis
will be immediately reported to the HREC and the TGA as a “Serious Adverse
Event” Immediate comphcations will be recorded and documented by the
medical practitioner at the clinic. Delayed complications may be encountered

“iirgither during the follow-up consultation, as a resuft of telephone contact with

the patient, or.via feedback from the patient's GP.




L

After hours telephone advice

All patients are provided with a discharge letter and instructed to contact the

clinic if they have health concerns. After hours, patients can access
emergancy contact by ringing the clini ¢ numbers which are diverted to our

after hours personnel or by nngmg~on-moblle phnne

directly.

Tertiary teaching hospitals have an Emergency Department, a 24 hour/day on
site obstetric registrar and after hours on call consultant. Women havmg
abortlon procedures are prowded with a discharge leftér and instructed to
contact the ciinic or to attend an appropriate Emergency Department if they
expenence problems after discharge

Follow up

Patients are told to ‘make an appointment for routine follow up care with the .

clinic two weeks after the procedure. For medical abortion patients it is

mandatory that they be followed up at 2 weeks post procedure to be sure that,
the Pregnancy tissue has passed and that there i is no retained tissue. They
will need to return to the clinic for a repeat ultrasound. Patients will be
advised that follow up is VERY IMPORTANT, that their agreement to attend
for a folfow Up appointment is a precondition for mifepristone freatment and
that fallure fo engage in follow up will result in their doctor making ef‘forts to

' contact them by telephone: The follow up appointment will be arranged at the

time of the initial consultation

(]
%]
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QUALITY
PROCEDURE

Number:

QP:

* Patient calls and request medical-receptionist

checks gestational age <9 weeks

Process discussed and patient aware of need for
follow up appointment. .

Patient advised to read website for basrc information
on
Usual booking information e.g. needs photo i.d, bring
referral, Medicare card.

Obtain patient phone numbers and email

Discuss confidentiality issues and how to
communicate with patient

Screen patient if any medical i [ssues adwse to see GP
if so

If lactating to express 2 botles for day of treatment.

—

HPWH to ogganisé

PRELIMINARY TESTS

1. Blood group if unknown
2. Pregnancy test

3. Urine Chlamydia

4. FBE/EUC

(To be organised by us, or local GP if possible, 2 days before appointment)

Please email request to patient.
1. Patient can also collect from
~ nurse at clinic.

- 2. Al results to be faxed

Local Doctors to see patient and
- organise tests

ALL RESULTS TO BE FAXED TO
US ON @il

- URGENTLY to clinic _

:ﬁ:;mmwmmw

26!

Change: Version 1
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QUALITY
PROCEDURE

QP:

‘Number:

RECEPTIONIST DUTIES:

Enter patient details into computer. Please obtain Email address and note
any confidentiality issues on file.

Photocopy patient 1.D and obtain Medicare card.

Does the patient have a referral? Obtain the results of tests performed to
date. Please place in patlent file. :

Provide paperwork to be filled out by patient,

Provide paperwork to be read by patient.

Give patient specimen jar and ask to provide specimen of urine.

Discuss follow up appointment. Co

Discuss financial consent / method of payment,

—t

CONOOA W

PATIENT WILL THEN:

Provide a lrine sample to confirm pregnancy status.
Fill out frii! gage Admission form and Medical History.

Fill ou dmission fi , '
Patient needs to read patient information’.
Patient needs to read "Who can or cannct have adical
Patient needs to read ‘Comparison of surgical&vers’us
infermaﬁon sheef',

RS N RE N

NURSE WILL COLLECT
FILE AND SEE PATIENT

DL

Crange: Version 1

Date of Issue; - Dec 2011 ‘ Pages:- 2
Next Review: - Dec 2012 :
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QUALITY
PROCEDURE

Number:

QP:

NURSE WILL TAKE HISTORY

1.
2.

3.
4.

Admission paperwork

s this woman certain of her
decision? :

|s this woman suitable for 3
Abdeminal uftrasound to
exciude gestations > 9
weeks, ‘

Please inform Doctor if > 8
weeks, ‘

NURSE TO CHECK
PATHOLOGY

Urine BHCG
Results to date.
Order pathology
Including HVS

LN~

NURSE TO DISCUSS

1. Process of (i

2. Follow up call

3. Followup
Appointment

- 4, Complications and

when to be
concerned.
5. Answer questions

] Change: Version 1

|

Dats of Issue: - Dec 2011
Next Review: - Dec 2012

Pages:- 2
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QUALITY

PROCEDURE

QP:

Number:

Doctor consultation and History

Assaess History :
Checks informed consenﬂanswer questions
Signs Consents

Discusses patient plan is ok with patient

Doctor examination ahd tests

Chest Ausculation? Murmers.

Abdominal exam? Masses / tenderness

PV Examination? Uterine size/pelvic tenderness

HVS and ultrasound to confirm intrauterine gestation <9
weeks

Bloods taken for quant bheg, blood group, FBE EUC if not
done

Epiclone to assess rhesus status if required

PTO

‘Change: Version 1

Ut

Date of Issue:- Aug 2010 Pages:- 2

Next Review: K|
[ HET Review ‘%zmﬁ
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QUALITY

PROCEDURE

Number:

QP: %’5 ‘

ANTI-D
Give Anti D if
required 2501U
IML. '
625 1U for twin
gestation.

‘Patient must

sign consent for
Anti D first,

Chlamydia Pos
Azithromycin
1gm orally stat
(Ok if breast
feeding)
Patient to take
in presence of
Doctor, Day 1

CHLAMYDIA

Chlamydia
status unknown
provide script for
Azithromycin
1gm PO stat.
Clinic to call
patient on day 4
to advise if this .

CHLAMYDIA

Treat partner "needs to be
Follow up in 5 taken. (Earlier if
weeks .| results are
Lavailab!e_
ROUTINE ANTBIOTICS -

iy

Kefiex 500mg orally 1 tablet tds 7
days commence Day 1.
Fasign 2 gms orally given day 2.

{To avoid nausea

PATIENT PLAN
Day 1

- Mifepristone 200 mg taken

orally in precence of Doctor(+/-
Azithromycin) ' .
Commence Keflex 500 mg PO ‘
tds in afternoon.

Day 2

Fasign 2gm s orally, continue
Keflex for rest of week,

Day 3 -

0800 breakfast and then

| anzalgesia pre Misoprostol

Naprosyn 740 mg slow release
0800 Misoprostol 4 tablets
sublingually. :

Day 4 -

Foilow up call

At 2 weeks

2 week biood test

2 weeks follow up

Patient follow up Day 4.

Discuss results tests (Needs azithromycin?)

Check on bleeding, abdominal pain, fevers.
Has the patient passed the pregnancy?

}' Change: Version 1

Date of Issue:- Aug 2010
Next Review: - Aug 2011

Pages:- 2




L

.

Attachmett 2

Protocols for use of Mifepristone in both Second .Trimesfer

and Cervical priming.

Medical abortion at 10 to 13 weeks gestation

Where medical abortion can be offered, those women with pregnancies of 10 to 13
weeks completed gestation would have 200 mg mifepristone administered in the

clinic and arrangements made for admission 1-3 days later to a clinical area where

anti emetics and analgesics may be administered according to a nurse initiated
protocol as required during the abortion. Blood will be taken for group and hold and
misoprostol micrograms per vagina or sublingually administered followed by up to 2
further doses of misoprostol 400 micrograms at three hour intervals (as required) until
bleeding and contractions are initiated, Women will remain fasting in the clinical area
until products of conception have passed and ultrasound has demonstrated that there is
no significant amount of tissue remaining in the uterus. Those who have not passed
the pregnancy sac within 6 -8 hours (expected rate 1: 20 as observed amongst 4036
women given this drug combination Ashok, Kidd et al 2002:1 0) will be managed
according to their clinical situation and personal preferences. Those with heavy
bleeding or significant pain will be offered immediate surgical evacuation, Those with
lesser degrees of bleeding or pain may be offered overnight admission followed by a
second attempt at medical abortion next day. Those with no bleeding may be
discharged to home with arrangements for readmission for medical or surgical
abortion at a later date. Where the sac has passed but ultrasound demonstrates
retained products of conception in the uterine cavity, women who are not bleeding
heavily may be discharged to home with 6 x 200 micrograrn misoprostol tablets t6 be
taken with meals tds and instructed to return to a follow up clinic for ultrasound
confirmation of completed abortion in 7 days time. : T

Administration regime; Proposed prbtocol‘ for second

trimester medical abortion

Following appropriate counselling, and where medical abortion can be offered, those
women with pregnancies over 13 weeks gestation will have mifepristone 200mg oral
administered as outpatients. Women will be admitted 6 - 48 hours Tater for induction

~of labour using 800 micrograms of misoprostol per vagina and further doses of 400

micrograms every 3 hours to a maximum of four doses: Immediate access to surgical

facilities will be required, Active management of the third stage with cord traction,

oxytotics and fundal massage may reduce the umber of women expected to require

- surgical removal of the placenta following delivery of the foetus.



Indication; Cervical priming prior to surgical abortion -
in the first and second trimesters |

Clinical justification

As demonstrated previously, pregnancy is both a life threatening and a serious
condition. All pregnancies. ate both serious and potentially life threatening, and
therefore treatments which reduce thé risk to the pregnant woman by terminating a
pregnancy meet the requirements of Regulation 128(2) of the Therapeutic Goods Act.

Safety and efficacy of cervical priming with mifepristone

The rate at which serious adverse events occur in surgical second trimester abortions
is well documented. Most serious outcomes are consequent to trauma caused by
instrumentation. Uterine perforation is diagnosed following fewer than1:1000
abortions (see discussion of ._saféty of first trimester surgical abortion above) and
associated uterine artery laceration has occurred in 6/40,000 cases al the S
S N AP (unpublished data). These infuries result in serious
haemorrhage and may require emergency hysterectomy when they occur in the
second trimester. In a South Australian geries of 13907 surgical abortions the
perforation rate was 0.9%. This rate fell to 0.5% following modification of cervical
priming regimens with reduction in mechanica] dilation of the cervix at surgery
{(Mulligan 2006). '

Research concerning the effectiveness of cervical priming with mifepristone prior to
surgery has studied proxy measures of surgical trauma; the baseline cervical dilation
achieved by priming (obviating the need for surgical instrumnentation to achieve this
dilation) and the force required of the surgeon to pass further dilators through the
cervical canal (equating greater force to greater tisk of traumatic injury). Ashok,

. Wagaarachchi et al (2002:9) have reviewed 4 clinical trials involving 340 women who
received mifepristone, misoprostol or gemeprost prior to surgery. The baseline
cervical dilation achieved was greater with mifepristone than gemeprost, particularly
following a delay of 48 hours from treatment, and the force required for further
dilation was less following priming with mifepristone priming in comparison to either

‘misoprostol or gemeprost. : '

Carbonell et al (2007) have reported on a randomised trial which compared
misoprostol only (sublingual, vaginal or oral routes) with mifepristone plus
misoprostol (sublingnal or vaginal) prior fo 900 surgical abortion procedures
conducted at 12 to 20 weeks. The average cervical dilation achieved with
mifepristone priming was 12.5mm -+/-2.8thm (959%C1 12.3 — 12.8) while this was
significantly less in the misoprostol only groups averaging 8.5mm +/-3.2mm (95%CI

H i
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8.2 — 8.8). Both the requirement for mechanical dilation. The average length of the

procedure (a proxy measure of surgical difficulty) was less in the mifepristone
treatment groups although this difference did not reach statistical significance.

Administration route dosage duration

Following appropriate counselling, medical and anaesthetic assessment where _
surgical abortion is offered mifepristone 200mg oral will be administered hours or
days prior to admission for surgery. Pre operative cervical ripening will also be
undertaken nsing misoprostol according to the established protocol.



Experimental Drugs Section

Drug Safety and Bvaluation Branch

Therapeutic Goods Administration

PO BOX 100 ‘

WODEN ACT 2606 : 2 Tuly 2009

Re; Mifeprisfone — 8 Authorised I’rescri‘bers at one sitg seck to vary the protocol to be wsed
in early first trimester abortion ' o '

renly toyour letter of 5 March 2009 addressed to“ Our group ol’ ‘
edical practitioners have beon granted authorise presortbet status to prescribe
mirepristone for three indications; first trimester medical gbortion, second trimester medical -

abortion and ervical priming prior to surgical abortion, We submitted four treatment protocols.
for approval; early first trimester medical abortion up to 63 days gestation, later first trimester

- medical abortion up to 13 weeks gestation, second trimester medical abortion over 13 weeks

gestation and cervical priming prior to surgical abortion at all gestationa.

The letters authorising us to presoribe mifepristone stipulated that we must use this drug exactly
according to the protocols submitted. - ' :

We now seek to vary only one of the four approved protocols,

With growing experience in the use of mifepristone for early first trimester medical abortion up to
63 days gestation it has become clear to us that it is not always appropriate to administer
mifepristone and misoprosto] at the same time, Instead we would prefer to adopt a more widely
used protocol in which there is a delay between mifepristone administration and misoprostol -
administration of 24-48 hours. ‘

The protocol which is currently approved for our use is as follows; .

- Medical abortion up to 63 days from last menstruation

Where medical abortion can be bffered,‘those women with pregnancies of 9 completed

weeks gestation or less who choose this option would have mifepristone 200mg oral and

misoprostol 800 micrograms per vagina administered in the clinic and be discharged to
home with a further 800micrograms of misoprostol to be taken orally or vaginally next
day if the products of conception do not pass; In addition women would receive written
and verbal instructions concerning when and how to access further medical assistance
after hours, what pain reliefto take and routine follow up instructions to return to the
clinic in 7 days time for ulirasound or quantitative beta HCG testing to confirm
completed abortion. Those with a continuing pregnancy at follow up (expeeted rate 3-
4:1000) will be offered a choice of repeat medical treatment or a surgical procedure.
Those who have retained products of conoeption visible on ultrasound at follow up
(expected rate 1 or 2:100) will be offered misoprostol 200 or 400 micrograms tds for 2
days as a first line treatment followed by surgical evacuation if the retained products of
conception do not pass, ' »



The protocol which we seek approval to use is as follows:

Medical abortion up to 63 days from last menstruation

Where medical abortion can be offered, those wornen with pregnancies of 63 days
gestation or less who choose this option would have mifepristone 200mg oral
administered in the clinic and be discharged to home to self administer misoprostol 800
micrograms per vagina afier 24 to 48 hours with a further 800micrograms of misoprosto]
to be taken orally or vaginally on the next day if the products of conception do not pass.

In addition women will receive written and verbal instructions concerning when and how
to access further medical assistance after hours, what pain relief to take and routine
follow up instructions for ultrasound or quantitative beta HCOG testing to confirm
completed abortion. Those with a continuing pregnancy at follow up (expected rate 3-
4:1000) will be offered a choice of repeat medical treatment or a surgical procedure.
Those who have retained products of conception visible on ultrasound at follow up
(expected rate [ or 2:100) will be offered misoprostol 200 or 400 micrograms tds, for 2 )
days as a first line treatment followed by surgical evacuation if the retained products of
‘conception do not pass. : ' ‘ ' '

Evidence supporting the efficacy and safety of the proposed protocol and comparison
between the approved protecol and the proposed one. :

The proposed protocol is in extensive use in the United Kingdom and the United States of
America. It is endorsed by the Royal College of Obstetricians and Gynaecologists in the gvidence |
based guideline on “The Care of Women Requesting Induced Abortion” and is set out in
Recommendation 43 (p52) and supported by evidence presented in Evidence Table 12 (p 76 ~
77). The entire guideline was provided with our original application, we haveé attached only the

* relevant pages on this occasion. :

In the United States of America a similar protocol is used extensively. We have attached a review
of 95,163 early medical abortions which were conducted by administration of 200mg of '
mifepristone in the clinic followed by self administration of 800 meg misoprostol after24 to 72
hours at gestations up to 49 days and after 24 to 48 hours at gestations 50 to 63 days (Henderson
et al 2005:176). ' : '

The approved protocol (200mg mifepristone with 800mcg misoprosto] administered on the same -
day) has been compared with the one we seek fo adopt (200mg mifepristone with 800 meg
misoprostol administered after 24 to 48 hours) in two randomised controlled trials, Guest et al
2006) gave the misoprostol at either 6 hours ot 36 to 48 hours later to two groups of 225 women,
and found the delayed misoprostol dose provided higher efficacy. Creinin et al (2004) compared
the same two treatment regimens amongst 1080 randomly assigned women to find that there was
no statistical difference in effectiveness. A smaller series of 120 women given mifepristone
200mg with misoprosto! administered buccally at the same time had a lower than expected



completed abortion rate and the authors (Lokr et al 2007) concluded that this regimen did not
warrant further study, : :

Our reading of the evidence presented is that both protocols (the approved one and the proposed
one) ate effective, There may be a higher rate of completed abortion when misoprostol treatment
is delayed (proposed protocol), however the main advantage would be the convenience for
patients who would have the oppartunity to choose which day to set aside for bleeding and
cramping. This then provides the best circumstances for the woman o be in a comfortable
environment with the support of an appropriate person. -

Please find attached;

1) Agreement to Treatment Directions Agreement forms sighed by each of 3 medical - o
practitioners in which we have nominated only the indication for which we seek variation

to the protocol, '

2) A support letter from iﬁe Ethics of Human Research Committee of the—
3) Hard copies of the original research papers referred to, ‘

If any further information or clarification is required, please do not hesitate to confact me either
by mobiile telephone h or by e-mail .

Yours sincerely,
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Protoco} for the nse of Mifepristone in- 2™ trimester of pregnancy,

As per the decision of thw Human Research Ethics Committes on 5%

Dec 2011

Indication.

Management of fetal death in utero and termination of pregnancies with severe abnbrmalities in the
. second trimester of pregnancy at ﬂ

Dosage. Two tablets of 200mg Mifepristone.

Adminjstratidn.

Orally, 36 houts before admission to- for Cervagern (Gemeprost} protocol.

Day of Treatment: ' :
All patients will have a high vaginal microbiology culture done aad will receive prophylactic

antibiotics, Cervagem pessaries will be placed vaginally every 3 hours up to 2 maxinmm of 5 perday,

Follow Up:
. . Patients willag quire close physical and emotional follow-up. All patisnts will be followed upbya

qualified chunbellor and medical follow up will be based on the physical condition of the patient. If‘
there ars actors for infection or refained products of infection then the patient will be seen within
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~ Mifepristone and misoprostol for medical termination of

pregnancy

Indicatibns and régimens for prescription and use of the unapproved product

Mifepristone,‘zoomﬁ tablets at th

9 June 2011
Indications for use of mifepristone

Mifepristone is to be sed for termination of pregnancy where medical abortion is
assessed clinically as the most appropriate method for the woman, including where
surgical abortion is not clinically indicated or available. This is of particular
importance where there is evidence of a fetal abnormality or intrauterine fetal

death.
Site of prescription and use.

Care will be provided at the

Specifically the mifepristone and misoprostol will be administered under direct -
medical supervision. It is anticipated that the vast majority of women treated will
proceed to complete the abortion on the premises. In exceptional cases, if abortion
does not ocour or is not complete within a few hours of misoprostol, outpatient
fotlow up will be arranged, or if appropriate, surgical evacuation of the uterus will

~ beamanged.

Regimens to be used

The foliowing regimens will be used, as recommended by the Royal College of
Obstetricians and Gynaecologists (RCOG), the International Federation of
Obstetrics and Gynascology (FIGO) and the Royal Australian and New Zealand
College of Obstetricians and Gynaecologists (RANZCOG). _

Up to 63 days gestation: ‘

¢ 200mg mifepristone orally, swallowed under supervision

o 36-48 hours later 800ug misoprostol administered vaginally -

* A further dose of 400 g misoprostol administered orally or vaginally if products

of conception not passed within 4-6 holurs,

83-91 days gestation:
* 200mg mifepristone orally, swailowed under supervision

- »  36-48 hours later 800pg misoprostol administered vaginally

* Further doses of 400 pg misoprostol administered orally or vaginally at 3 hourly
Intervals up to a maximum of five doses if products of conception not passed. .



13-24 weeks gestation: '

»  200mg mifepristone oraily, swallowed under supervision

* 36-48 hours later B00pg misoprostol administered vaginally

* Further doses of 400 ug misoprostol administeed orally at 3 hourly intervals up
to @ maximum of four doses if products of conception not passed.

+ Consideration of a repeat course of treatment if unsuccessful.

After 24 weeks géstation: :
s As for 13-24 weeks gestation, but dosage of misoprostol may be reduced and
intervals increased as judged appropriate by the clinician. :

Potential variations may be made according to clinical judgment in individual

cases, or if new evidence supports a change e.g. administration of miscprostol
sublingualily: ' ‘

» Substitution of gemeprost for misoprostol in accordance with RCOG guidelines
and approved UK regimens. This may be necessary especially when two
cycles-of misoprostol administration have not been effective. Gemeprost may
have to be added to the regimen in the 3 cycle.

The“has
proceduras in place to ensure that informed consent is obtained and to support

delivery of care, provision of information and appropriate follow up.

Failed'medical abortion.

As with failed surgical abortion, if medical abortion fails, tHere needs to be clinical
discussion about how best to proceed to complete the termination. Options might
include a further course of mifepristone and misoprostol or gemeprost, surgical
abortion, intrauterine injection with a range of agents or even hysterotomy,
depending on the particular clinical circumstances.

Monitoring and reporting

-Arecord will be kept and audit will be undertaken of all cases where treatment with
mifepristone is used, including recording of dosage regimens, outcomes, adverse
events and follow up. Reports will be made six monthly to the Clinical Fthics
Committes. Suspected adverse ‘events will be reported to the TGA, the sponsor

and the HREC,
Revisions to practice, information and consent forms
New evidence may lead to changes in treafment regimens, Any necessary

changes will be reviewed and approved prospectively by
nd notified to the HREC.

G >



Clinical justification

Backgroun_'d" '

Thel provides
Hion services Under the consistent with the legal jurisdiction of the State of
- Two medical practitioners are required to suppott the case to offer
termination of pregnancy and this is to be endorsed by the Chief Medical Officer
of the Service, ‘ ' |

Currently, all termination of pregnancies under 14 weeks gestation are carried
out surgically by a limited number of Specialists in Obstetrics and Gynaecology in
the department. For pregnancies warranting termination after 14 weeks
gestation, the process is induced by the administration of risoprostol vaginally.
The success of the termination process has been variable and it is felt that the .
addition of Mifepristone to the regimen, as evidenced in the Jiterature, will shorten
the induction to delivery interval, preventing prolonged hospital stay and the
psychological distress associate with it. '

Efficacy and safety data

Mifepriétone,
Mifepristdn_e is a synthetic anti-progesterone, which has baen shown to ba an

effective abortifacient when combined with a prostaglandin adr}ninisteredn one to
three days later. '

Misoprostol

Misoprostol is a prostagla.ndin which has been widely used in combination with
' mifepriston_e to induce termination of pregnancy.

) ' Regu‘latory approvals

Mifepristone (the subject of this application) has been registered and widely used
for medical abortion in many countries around the world, including many with a
regulatory standard comparable to that in Australia, for example USA (registered
in 2000), UK (1991), Sweden (1992) and New Zealand (2001). Where

. mifepristone is registered for pregnancy termination, its use is approved in
conjunction with g prostaglandin. :

The company which manufactures misoprostol (the prostaglandin proposed to be
used in conjunction with mifepristone) has not sought a licence anywhere for its
use in pregnancy termination, but it is available “off-label” and is widely used in
gynaecological practice throughout the world, including in Australia. ‘

Together with mifepristone, misoprostol constitutes part of the licensed regimen
for early medical abortion in the USA. Mifepristone with misoprostol is



recommended as the optimal regimen for medical abortion by the UK Royal
College of Obstetricians and Gynaecologists (RCOG)(1), although the licensed
combination in that country is mifepfistone in‘combination with vaginal
gemeprost, The approved regimen for early pregnancy termination with-
mifepristone in New Zealand includes oral misoprostol or vaginal gemeprost.

Mifepristone and misoprostol in Australia

Mifepristone is not available in Austraiia, We propose to use Mifegyne, sourced
from Istar. '

In Australia misoprostol is used when indicated for cervical priming prior to.
surgical abortion or curettage for miscarriage and for medical abortion in the
second trimester of pregnancy, in accordance with the published medical
literature. These uses are ‘off-label”, but because misoprostol has been
approved for other (gastrointestinal) indications, it is available to prescribers
without special application. It is proposed to use Cytotec, sourced from Pfizer,

.Reasons for choice of misoprostol as prostaglandin

The main alternative to.misopmsto! is gémep'rost, which is approved in Australia
for second (but not first) trimester termination of pregnancy. -

A series of comparative studies in the mid o late 1990s found no advantages of
gemeprost compared to misoprostol and some suggested a worse side-effect
profile. Since then, in the published literature misoprostol has largely replace
gemeprost for medical abortion in the first, second and where information is
available third trimesters. Misoprostol is included in the licensed regimens for
medical abortion in some countries and is the recommended “optimal”
- prostaglandin in the RCOG guideline. : '

Misoprostol is preferred to gemeprast because:
- e ltis stable at room temperature and therefore easier to safely store and
transport than gemeprost, which must be stored frozen,
s Misoprostol can be given orally, sublingually or vaginally: some women
find oral or sublingual administration more acceptable(2).

Evidence for safety and efficacy of mifepristone with misoprostol

As stated above, mifepristone has been approved/registered/licensed for use in_
pregnancy terminations in many countries, in some cases with mispprostol and in

others with gemeprost.

Ifis estii*nated that at least 500,000 medical abortions have been conducted in
the USA and over 1.5 million in Europe. ‘

- qo



A number of papers report on the Australian context and about experience

following the introduction of medical abortion in several European countries(3, 4),

One study has reported on the use of mifepristone in Australia(5).

There'is an extensive body of research and clinical evidence supporting the use
of mifepristone together with misoprostol for termination of pregnancy.

Much of this fiterature has been reviewed in the Royal Australian and New
Zealand College of Obstetiicians and Gynascologists (RANZCOGYs - ‘
“Termination of pregnancy: a resource for health professionals’(8) and the Roval
Coilege of Obstetricians and Gynaecologists (RCOG) guideline(1). These
-documents remain current. ‘

Medical versus surgical abortion

There is an extensive bady of literature répbrting outcomes of medical e!nd _
surgical abortion, but there are few randomized controlled trials comparing

medical and surgical methods of abortion, because women usuaily have a clearl

preference for one or other method. The following summary is drawn from the
RCOG guideline(1) and the RANZCOG information resource(6), which contain
more detailed references. _ - .

Surgical abortion in the first tiimester
100% have a surgical procedure
Failure rate ~2.3 per 1,000, higher before 7 weeks
Repeat curettage ~1-2% _
 Symptomatic infection up to 10%, usually not serious
Uterine perforation 1-4 per 1,000
Cervical trauma <1% : :
Haemorrhage requiring blood fransfusion estimated 1-2 per 1,000
- Mortality estimated around 1 per 100,000

Medical abortion (most data up to 63 days gestation)(7)

s Experience of pain and bleeding similar'to miscarriage -
Pain and bleeding probably more prolonged than for surgical abortion
Drug side effects may include nausea, vom iting, diarrhoea and fever.
Up.to 5% have a surgical procedure, mainiy for incomplete abortion

with increasing gestation _

Infection rates probably lower than for surgical abortion

Minimal perforation or cervieal trauma unless surgery required
Haemorrhage requiring transfusion comparable to surgical abortion
Mortality estimated around 1 per 100,000

Failure rate (continuing pregnancy) ~1%, generally thought to increase ‘
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Medical abortion in the late first trimester (913 weeks)

* Reports suggest that similar outcomes can be achieved to those
described above for earlier medical abortion, although repeated doses of
prostagiandin may be requirad(1, 6, 8)

Second trimester ahortions(1, 6, 9-12)

Most studies conclude that cOmplication' rates tehd to increase with gesta_ltio.n f_o‘r
both medical and surgical methods of abortion. Comparative data are very limited
and practice is strongly influenced by practitioner experience and preference.

Very low complication rates can be achieved for surgical abortion in ‘tr_le late
midtrimester in expert hands, Special expertise and particular staff attitudes are
required at more advanced gestations and the RCOG notes that “for

~ gynaecologists lacking the necessary expertise and case load, and for their

patients, mid-trimester medical abortion using mifepristone plus prostaglandin is
appropriate”, B . ‘

Mifepristone' in thé third trimester(1, 6, 13-17)

" The evidence presented indicates that the use of mifepristone is not assoclated

with more maternal complications when used in the third trimester compared with
use at earlier gestations. F urthermore the evidence suggests that the use of
mifepristone with prostaglandin for induction of labour is more efficacious than .
cutrently standard treatment (artificial rupture of the membranes and oxytocin or

prostaglandins alone), in terms of the interval from induction of labour to delivery. -

This reducéd induction-delivery interval may reduce the medical risks‘to the
mother, for example, reduced risk of infection, reduced risk of disseminated

intravascular coagulation. The evidence available would suggest that a regimen
. for induction of labour using mifepristone with misoprosto! is likely fo-be more

efficacious than those currently availabie to us so that if it were not for the. o
potential (unknown) fetal effects it may be considered as the preferred regimen in
all women requiring induction of labour. ' -

Mifepristone and miscarriage
Various regimens are used in the medical management of miscarriagg, most
involving misoprostol and some advocatirig routine inclusion of mifepristone. The

place of mifepristorie Is not yet clear, but it may well have a place in some .
cases(18, 19), ' - : : .

Mortality
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In 2008, five deaths due to a rare fatal infection with clostridium sordellii were
reported in the USA following early medical abortion with mifepristone and
misoprostol among an estimated total of over 500,000 procedures(20). A similar

- death has been reported in Canada, but there are no known reports of such

cases in Europe among an estimated 1.5 millign procedures.

These data suggest a mortality rate following medical abortion of around
1:100,000 in the USA, although rates appear to be lower in Europe. Mortality
following surgical abortion is generally quoted at around 1:100,000 in Western
countries, but it Is probably even lowar when considering procedures only In the
first @ weeks of pregnancy. Overall mortality associated with childbirth is around

1:10,000. :

One further case of fatal clostridium sordeilii toxic shock after medical abortion |
has been reported in the USA, together with one associated with miscarriage and
two fatal cases of clostridium perfringens infection after medical abortion(21, 22).

‘This is consistent with mortality rates around 1:100,000 in the USA.

Choice of method

* RCOG considers that ideally abortion services should be able to offer a
choice of recommended methods ' - '
* Women who prefer surgical methods like the same-day time course and
may prefer general anaesthesia ' ‘
* Women who prefer medical methods want to avoid a surgical procedure
' and/or anaesthesia and can tolerate the anticipated miscarriage
symptoms, Uncertain time frame and repeated visits

Long term outcomes and complications

These are ré\iiewed, together with the limitations of the available information in

‘the RCOG guideline(1) and the RANZCOG information resource(6). Most of the -

available information relates to surgicai aborfion and comparative data are very
limited, but do not suggest any differences between likely outcomes of surgical
and medical abortion. ‘ . ‘

Different regimens for medical abortion(1)

Many regimens for medical abortion have been studied and compared'. These

- are summarized in the RCOG guideline and its evidence tables. The evidence is

clear that mifepristone/prostaglandin regimens are preferable to prostaglandin

alone or methotrexate/prostaglandin regimens in their efficacy and time course of -

action. RCOG concludes that ‘single agent regimens do not have a place in UK
practice where mifepristone is readily available”. This includes in the second
trimester, when case series of terminatiohs with misoprostol alone report longer
induction-delivery intervals than those achieved with mifepristone-misoprostol

combinations.
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ADMINISTRATION AND MONITORING REGIME.

MIFEPRISTONE & MISOPROSTOL

The patient is offered counselling and full information is given on the regime, possible
side effects and consent is obtained. - '

The patient is given, 200mg of mifepristone at consultation,

A prescription for metoclopramide hydrochloride (Maxalon) 10 mg tablets. 1 tablet
every eight hours to be taken if nausea and vomiting exceeds 24 hours.

The patiént is given four misoprostol 200meg tablets to be taken buccally (betvween the
gum and the cheek), 24 ~ 48 hours after the dose of mifepristone. The patient is given

a 24 hour emergency telephone number to contact WD o S

- in case of emergency.
EFFICACY/SAFETY DATA:

I\ﬁfepristone is a safe effective medical abortifacient that is fegiétered for use in 33
countries around the world. Since it was first registered for use in France in 1988,
approximately 2 million women in Europe and North America have been prescribed

the drug to terminate unplanned and unwanted preghancy.

In 2004, the Royal College of Obstetricians and Gynaecologists UK *Guidelines for the
Care of Women requesting Induced Abortion recommended the use of mifepristone
plus prostaglandin as the most effective and safest method for terminating

pregnancies of less than 7 weeks 'gest&tion. '

Some minor allergic reactions have been reparted including rash, hives and itching

however no casual relationship between these events and mifepristone has been

established.




. Side effects -as the treatment is to produce an aﬁorﬁon, the vaginal bleeding and

b . . .
‘ uterine cramping necessary to produce an abortion are expected consequences,

Other common side effects are nausea, vomiting and diarthoea which are resolved

very quickly. If nausea and or vomiting exceed 24 hours, the patient will be

instructed to take Maxalon 10 mg tablet 1 every 8 hours for two days. If the nausea
‘and vomihng still continues or the patzent is concerned, then she will contac.

Diarrhoea will resolve spontaneously.

PROTOCOL:

All _patients are referred tq— by a medical practiioner. The

patient makes her own appointment for consultation and treatment. Most patients
will be seen in one to two day‘éafter the initial phone call. |

CONSULTATION: DAY 1

The patient is seen up to 49 days from the date of the last menstrual period. She will
be given an ulirasound to confirm dates of the pregnancy,

. 2. Counselling will be offered and encouraged.

3. A full medical and surgical history will be taken (see Appendix IV). During this
consultation it will be determined if the patient has any of the following which will
contraindicate this treatment or identify contraindications to the drug:

* Hemorrhagic disorder, or anticoagulant therapy;
Chronic renal failure;
& Concurrent long-term corticosteroid therapy;

Confirmed or suspected ectopic pregnancy or adnexal mass;

” St e - Innaryzgi‘z e senigey e 8



Inherited porphyrias;

1UD in place; B ‘

Rh stétus, quantative QCG haemoglobin as indicated;

History of allergy to mifepristone, misoprostol or other proétaglandin;

Pap smear and vaginal swab for STD as indicated at consultation, or at patient’s

request.

Unwﬂ]mgness to undergo surgical abortlon, in the event that the medical abort:on ‘

fails, and
Unwillingness to discontinue Breast feedmg for 72 hours after taking mifepristone

It'will be determined if the patient’s gestation is no more than 49 days from her last
menstrual period (LMP). This will be confirmed by ultrasound and chmcal

evaluation, :
The procedutre will be explained in detail to the patient.

4.

Full open discJosure of the side effects and possible complications will be discussed.

This will include:

-
L ]

‘ 5

6.

G o

Stomach cramps;
Severe vagixml bleeding;
‘ Prolonged vaginal bleeding - up to9-16 days
Nausea, vomiting and diarrhoea;
The need for the patient to return for a further consultauon in apprommately 14
days; 7 . , .
An explanation of why tamponé should not be tised during this time and advice
on not havin-g vaginal sex umtil seen by‘ at the final consultaﬂon,
Regime and mformat[on for taking analgesics, and

Instructions.
The patient will be given written Insf:rucnons on when 1o take misoprostol (see

Appendlx ).
Signed consent will be obtained (see Appendix I),

Page 9



E . 7. Contact details for -~ mobile phone number, answering service and Clinic
i phone number. Contact details for“i_f there is an

emérgency. . _ ' o :

8. Information on contraception following abortion. Patients may take oral
contraception even if they are still bleedi‘hg. Insertion of Intra-uterine device (IUD)
can take place at the follow-up consultation. Patients who choose tubal ligation will
be teferred as appropriate to avoid delays,

9. -wﬂl ensure that the patient has given her correct contact details.

10. The paﬁ‘e_nf_wﬂl be advised that she must attend for a follow up appointment 2 days -
after taking misoprostol or an arrangement can be made for the patient to be
contacted by phone. - |

11. The patient will be informed that she must attend here Day 14 follow-up,
otherwise she will be contacted by the Clihic. :

CONSULTATION ~ 2 days aftex taking misoprostol

Follow up visit to exclude infection, iiicdfrlplete abortion and therapeutic failure.
The patient may be contacted by phone which will be arranged at the initial
consultation. ‘ :

CONSULTATION - DAY 14

Follow up visit to assess completion of abortion.

*  Take history of patient’s description of bleeding;

¢ Test for declining levels of BCG levels if indicated;

»  Patient will be given an ultraéound;_ .

o If pregnancy is ongoing the patient will be required to undergo Dilatation and

Curettage as soon as possible, and

- The results of pap smear and vaginal swabs for STD, if taken at Day One consultation,

are reviewed and managed as appropriate.

January 2012
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Further foltow up.

First follow up will be two days post taking misoprostol either by consultation or by
phone, ,

The patient will be contacted by the Clinic if she doesn’t keep her DAY 14 follow-up
appointment, - : '

The patient is instracted to return for a further consultation if bleeding persists

beyond 4 weeks or becomies heavy again.

R _- ] aary 2012
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7 Yents are eligible for mifepristone if :

- -itis deefned that it is lega) for that individual patient to have a termination in

~they are no more than 9 weeks 0 days LMP on ultrasound. Also the ultrasound must show a
pregnancy in the uterus and not an ectopie pregnancy. _

-they have no contraindications (see Contraindications MTOP.ind)

-they live no further than 30 minutes ftom a hospital, have reliable transport and have access to

a reliable telephone ‘ . , .
-they consent to have surgery if the medical termination fails or there is si gnificant retained tissue

Mifepristone, 200mg is given orally by the doctor o
The patient is instructed to take 4X200meg of misoprostol 24 to 48 hours after the initial .

mifepristone, The misoprostol can be take buceally (hold for 30 minutés and then swallow remaining
tablets with water) or vaginally.Patients are encouraged to take analgesia before the misoprostol and
a small amount of panadiene forte (4) tablets and maxalon (3 tablets) are given to the patient to take

Jif necessary.,

At the first appointment all patients are checked: for chlamydia and @norrhoeae. Their blood group

is ascertained and anti -I) is given to RH negative women, Hb and bheg level are also checked,

. Patients are contacted by*l‘ to 2 days afi ; § isonrosol. If they aren't reachable onthe
phone a text message is left. All patients are given mobiie phone number to use if there

are any problem

Leonoeips Jhey are also given ' summary of problems that indicate when they
should cdntactW Patients also have a letter for hospital ifthere are -
significant problems. o : : _

Patients are advised that they need to return to the clinic in 2 weeks for a check to be sure tI.Je
pregnancy has been terminated and that there isn't significant retained tissue and that there is no

infection. If patients do fiot rétutn » they are texted at 2 and then 3 weeks to rm'm'nd thcm to have a
check, If they still don*t return they are seat a letter with a pregnancy testing kit , by registersd matl.

18/04/2012



If you have any of the following conditions
you CANNOT have a medical termination (MTOP) |

Chronic adrenal failure
Haemourhagic/bleeding disorder
Itherited porphyria |
Severe_ anaemia
Long tenﬁ anticoagulant therapy (eg warfarin, heparin)
- Corticosteroid therépy (eg prednisone, cortisone)
Confirmed orsuspected ectopic (tubal) pregnancy
Allergy to mifepristore or rr{isoprostol |
IUD in place — this must be removéd first
Irritable bawe] diseaée or uncontrolled bowel disease (eg severe diarrhoea, Crohn’s disease)

Serious systemic illness (eg severe Hver disease, heart disease, kidney failure, ancontrolled seizure
+. disorders) .

Serious pelvic infection
Unwillingnass to undergo a swregical fermination . .
Other important considerations
You can only have a medical termination i yolu are no more fhan 9-wee‘l§‘s pregnant,
You MUST return. to the clinic in two weeks. |
Live within 30 minutes of a liospital and have reliable transport, @
'Have a reliable telephone, | |

Consent to a surgical termination if the medical termination fails (at no extra cost).

- Contratudications MTOP.ndd o SGB/CP 0164/10
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Whén you should call us

You can call ys at anytime if you are worried but these are the
‘particular things you should lookeut for. |

You are soaking two super pads per hour for two consecutive hours,

it you have a temperature over 38 in the days after taking the
misoprostol,

- Severe abdominal pain, flu-like symptoms, feelmg
| 81gn1ﬁcantly unwell

—  Callusinad ; : SGB/CP 0L 4110
G



-GIED, P RE GUIDELINES ‘
Misoprostol and mifepristons for medical termination of pregnancy and or fetal
‘death ‘ ‘ .

1. OPTIMAL OUTCOMES :

Te provide complete medical termination of a first, second or third trimestar of pregnancy or
fetel demiss in the first, second or third trimester of pregnancy, with a short induction to
delivery interval, ‘

2. PATIENTS . .
*  Pregnant woman requiring a medical termination of pregnancy in the _ﬂrst; second or th!rd
trimester, or induction of labour after Intrauterine fetal demise in the first, second or third

trimester _
* The use of mifepristone at-s restricted to greater than 12 wesks gestation,

apart from a few specific situations such as: o o
o Women requiring early preghancy interruption in whom surgery is risky (e.g. significant

maternal cardiac disease with an Unpianned pregnancy or fetal anomaly) or surgical -

evacuation fs potentially difficult (s.g. previous difficult or failed mechanical dilatation or
"Asharman’s syndrome.

o Wherehy there is g fotal anomaly or fetal demise in the first trimester wheraby medical -

termination is prefarred for histopathological examination of the placentsa or fetus,

3. STAFE )
Raglstered midwives
Student midwives
Registered nursss

- Medical siaff -

Social workar

4. EQUIPMENT
"« Nil

§. CLINICAL PRACTICE

s Counse! the woman appropriately. -

* Ensure the woman meets the eriteria for madical termination of pregnancy.

* AccUrsate gestational assessmant is assantial, .

* Ensure woman fulfils the criteria for termination of pregnancy under-guidelines.
[ )

Approval for termination of pregnancy must be sought from Termination Review
Committes if required; see “Guidsline for Terminatlon of Pregnancy at the :

" Allwomen should be given accurate written i‘nformation about tpea’cmént. (Information
sheet for women: Mifepristone/ Misoprostol induction of laboui (Attaghment A)

*  Obtain consent using consent form attached to this guideline (including for potential -
evacuation of retained products of conception) and document

Choice of methods includes:

*  mifepristone and misoprostol
*  misoprostol alone

* gemeprost alone .



A. Mifepristone (RU486) and Misoprostol (Cytotec) Regimen

*  Administar Mifepristone (RU486)
medical officer authorised by the The:
exceptional circumstances the woma
. *  The woman is to take the prescri
her planned admi

200 mg orally as an outpatient, as prescribed by a
rapeutic Goods Administration (TGA). Under '
n may have to stay in hospital, -

bed Mifspristone o

rally, preferably 36-48 hours before
sslon for Misoprosto! administration. '

* ifthe dose is vomited another dose can he given {(a wait of 30-80 minutes is suggested).

o Organise return admissian 24-48 hours after mifepristone (

information as to when and where io refurn to hospital,

On admission: . o ‘

Take a blood safple for group and hold, .
‘Ensute adequate anaf
Arrange follow up . .
Administer misoprostol (Cytotec) vaginally or orally according to table

Dosage and administration o

RU486) (given written
(On patlent information sheat),

gesia, Epidurat is not contra-Indicated in these circumstances

f Misoprostol when used after Mifepristone 24.48 hours

previously ‘
Misoprostol [ <13 weeks [13-20 wesks | 21-28 28-34 >34 weeks
{Cviotee)  |gestation*  lgestation* weeks weeks gastation
gesiation® gesiation
Initial dose | 800 800 400 KL 1 QO
micrograms  |mictograms micrograms | micrograms | micrograms
PV PV PV PV PV
Subsequent {400 400 400 200 100
dose micrograms  imicragrame micrograms | micrograms | micrograms
PER '|PER ORAL PER ORAL | PER - PER
| VAGINA . jOr PER or PER VAGINA VAGINA
avery three  [VAGINA VAGINA | every FOUR | Every
hourstoa  |every three avery three | hoursfo a FOUR
maximum of |hours fo a hourstoa - | maximum of | ours fo a
TWO doses [maximum of | maximum of | FOUR mepdrmum of
FOUR doses | FOUR doses | FOUR
doses | doges

Contraindjcations .

Severe asthma requiring corticosteroids
Chronic or acute adrenal or hepatic failure
Bleedirg disorders of concurrent anticoa

*NOTE: Womsn with a
especially in presence

gulation therapy

Inhstited porphy

Side effects

Known allergy to mifepristone
Suspected sctopic pregnancy
IUCD in situ {to be removed before treatment)

rla

s Nausea and vomiﬁng 15~20%

Headache 15-20

%

.
J Occasiqna! pelvic cramping bsfore admissicn
®  Pelvic infection (rare), or systemis infection

previous scar consider halving the dose of misoprostol,
of a dead fetus <2B weeks gestation -




B. Where Mifepristone (RU486) Is not used

*  Obtain consent and inform the woman of likely longer industion to defivery interval and
need to remain as an in-patisnt and document, :

*  Take a blood sample for group and hold.

*  Administer vaginally one of the following options:

Medication 12+ 28 weeks . 28-34 weeks >34 weeks
Misoprostol 400 meg PV, 100 meg 100 meg PV
(Cytotec) 3 hourly Initlally PV, then 4 hourlytoa
maximum of 5 200 meg 3 hourly maximurn of 5
doses PV o a maximum doses
of 5§ doses :
Gemeprost | 1mg PV 3 hourly | Use with caution | Not
' to maximum of 5 racommendad
dosas :
Prostin Not 2mg  {2mg, 8 | 'According fo
' recommended initial  [hours Bishop's score
dose PV |later PV '

If not delivered after any of the regimens above:
* Rest woman overnight and recommence regimen the following day,
* In addition, a repeat doss of mifepristone can bae given after two days of misaprostol

treatment.
* Alternsative ragimens include high dose Syntocinen, extra-amniotic PGF2g, or gemgprost.

Third stage of labour for all women: ) .
* Administer 10 units of Syntocinon IM into the maternal thigh after delivery of the fetus.

After Discharge from hospital:
*  Contact the woman 48-72 hours after discharge from hospital to enquire specifically )
about the following syrmptoms of Infection: nausea, faver, chills, vomiting, diarrhofsa. _oﬁenswle
vaginal discharge, or increasing bleeding. The phone call is to be made by the midwife who is
caring for the woman in a confinuity of care model, er otherwise by either the

rthe .
®  Review any woman with symptoms of infection in delivery suite within the next ‘4_hour‘s.
The review must be undertaken by & medical officer, with consideration to the administration

of antibiotics when indicated. .

6. HAZARDS/SUB-QPTIMAL OUTCOMES
*  Unsuccessfui or incomplete termination
« Long induction to delivery Interval -

»  Uterine rupture

s |nfectlon

» [nadequately managed pain

7. DOCUMENTATION
* Integrated clinical noteg
s Chstetrix



8. EDUCATIONAL NOTES

*  Misoprosto! (Cytotec) fs 300.times cheaper than Gemeprost (30cents versus $92),
generelly has fewer side effects and can be stored at room temperature for several years,
*»  Mifepristone (RL£488} is the only anti-progestin that is intermnationally approved for the

induction of abortion . Mifepristone (RU486) binds to progesterone ret:ept_ors ta re\.fers‘e thelr
Inhibition of cervical softening and ditation, ar‘}gs uterine contraction. More importantly, it

sensitizes the myometrium to prostaglandins . The maximum effect of mifepristone (RU486)
is aclzieved whan prostaglandins are administersd 36-43 hours after mifepristone (RU486)

doss .Mifepristone (RU488B) pre-treatment prior to administration of prostaglandin analogues
can be given to prime the uterus. It has been shown fo have the follcwing benefits:

o increase abortion rate within 24 hours, :

o reduce curettage rate for retained products ?

o reduce induction to abortion intarval, B
* Thereis a 0.2% rate of abottion after mifepristone (RU486} administration ptior to

treatment with prostaglandins , ;
* Inwomean given mitepristone (RU486) pre-treatment, 97% will abort within 5 doses of

prostaglanding . Abortion rate and induction-to-abortion interval for 200mg and 600mg doses

of mifepristone (RU486) have been found to be the same . Common side effects of the
prostaglandins misoprostol {Cytotec) and gemeprost, are; -
© 50% of women get a faver ‘

1
o 20-25% suffer from nausea, vomiting, dizziness, c!iarrhoea or headache . ) .
* The safety and efficacy of Mifepristone used in conjunction with a prostaglandin analogue
usually misoprostol, is wel| established, as the best available regimen for medical termination

of pregnancy. The Therapeutic Iw:ﬁmﬂ'loriizy (TGA) has given authorised prescriber status
&

to listed medical practitioners. a 0 prescribe Mifepristone for this purpose. Thé Humean
Research Ethics Committas has rey wed the recuest for Autherised Prescribers and has
endorsed certain doctors at the h for the purpose of being an
Authorised Prescriber of Mifepristons under subsection 18(8) of the Thetapeutics Goods Act.
*  Gemeprost (Cervagem) is the only synthetic PGE1 anhalogue licensed for mid-trimestar
termination of pregnancy (TOP) Misoprostol (Cytotac) is a synthetic PGE1 analogue only
licensed for the pravention and treatrment of peptic uicer disease. However, it is commonly
used for cervical priming, medical abortion and induction of labour?.

* Misoprostol is not licensed for usa in pregnancy ih Australia, although it has been used
extensivaly both within Australia and worldwide for termination or pregnancy and for induction
of labour. The woman should be informed of this, - )

* Thare is ro evidenoe that Gémeprost is more fetotoxic than any other prostaglandin
analogue. .

*  Serious infection is an uncommon complication of madical ébortion or induction of labour.
There have heen rare cases of serious infaction, including death, after birth in women who
have delivared after use of misoprestol and mifepristone (from Clostridivm sordelli and
Clostridium perfringens, and Group A streptococeus). To date, no causal link with ‘
mifepristone or misoprostol has bsen made, Al women must be made aware of the risks of
infection and be advised to present to hospital inmesdiately if they have symptoms of
infection. Potential infection should be investigated and treated appropriately,

9. RELATED POLICIES/ PROCEDURES/CLINICAL PRACTICE GUIDELINES
* Termination of pregnancy
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. 'Patlent infermation leaflet to be attachad h'ere

Version 4, Updated 1.2,12



(o S () s

PROTOCOL FOR MEDICAL ABORTION -

On presenting to the ¢linfe for the Initlal consultation, it 1s then established why the woman is
requasting an abortion, . The wornan may decide to have ah abortlon after constderation has been
given regarding her personal circumstances, The lagality of this situation s assessed diring the
cansultation, and counselling is avallable upon requast, both bafore and after the procedure.

IB

If the wotman is further Interested in proceeding with the Medieal Abortion, it is Important for her to
understand the possible risks: '

* ' Bleading - Blood loss requiring tréatment is uncommon with a Medical Abortion, but severs
blood loss fﬂquires hospitalisation. ‘ S
~ *  An Incomplete Abortion — occurs when thare s remaining tissue within the uterus, should
this oceur a surgical procedure will be required, ‘
*  Infection — If this does 'ciccur, aarly treatment is required.
*  Future Fertiljty is discussed after the use of Mifepristone and Misoprostol,
¢ Problems that may oceur during & after the termination,

All relevant medical details and histoty are noted, and the option of a Medical TOP and Surgical

Top will be discussed and given to the pafient. The gestation and intra—u-‘terine'pragnancy will be
confirmed with an ultrasound, and after further discussion, the Doctor will then detsrmine i the
pat?ent s a sultable candidate, | . ‘

' The patieht must then read and sign a consent form far the procedure of a Medical Termination, and
is supplied with a 24 hour emergency contact number, should hegvy bleeding orany o:her toncerns
arlse, . ‘

After counselling and the pregnancy has heen confirmed by the doctor, the patient Is provided with

a 200mg Mifepristone tablet ta take whilst at the clinic. An anti-navsea medication of Maxalon is
also provided should it be required.

The._effects of Mifeprlsﬁon'e are usually mild and do not last long, and the patient may experience

N

nausea or mild cramping, M ifepristone changes the uterira linirg, causing the pregnancy to detach,

Some bleeding or spotting is also common, but it Is rare for the pregnancy to ahort after the
Mifapristone afone, '

¢
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OPTIONS CLINIC | mg«\

The drug Misoprostol s givenh to the patient by the doctor to take with them. There ‘are 2{two)
options In administering these d(four) tabiets. They can be inserted high vaginally or taken by
dissolving them slowly. between the chaek and teeth. Either of these methods |s dona & 36 to
48hours after taking the Mifepristone, to bring on the termination. Misaprostol causes cramplhg,

pain and bleeding Usually within one to six hours of Inserting the tablets, Paln can range from mild

periad-tke pain, to severa cramping. The patientis directad to manage the paln with relevers such

as Nurofen, Naprogesle, Panadof and Panadeing, Most importantly they are instructed to use the
paln rellef earller in the treatrent for it to have the bast effact,

. The patient is advised at the time of the initlal consultation that she will be contacied shout 24

hours after the Misoprostol to diseuss her exparience and she is alsa required to have a follow-up
appointment or (post-abortian) appointment after two weeks of commencing the termination. An
ultrasound performed ‘at the clinic wil canfirm if the termination Is complete and has been
successful. In the event of the termination not being successful, 2 Dilation and Curettage will be
performed In the clinic, - ' o

All medical ouicomes will be recorded and maintained, as well as any adverse avenis will be noted,
These reports are then forwarded to the 4P six monthly, ending June and Decambar,
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