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MATERNITY SERVICES

TITLE: Induction of labour for second and third trimester fetal demise

SCOPE: All midwives and obstetricians working in Maternity

AUTHOR: Midwife Educator & Quality Coordinator and Consultant Obstetrician

PURPOSE: To provide the indications, contraindications, dose, route, and cautions in the

use of Mifepristone, Misoprostol, and Syntocinon for the induction of labour following
intrauterine death in the second and third trimester.

GUIDELINE:

MIFEPRISTONE

Indications

Mifepristone is a synthetic steroid with antiprogestational action that antagonises the
endometrial and myometrial effects of progesterone. It sensitises the myometrium to the
contraction-inducing action of prostaglandin, making it a useful tool in induction with
misoprostol (a prostaglandin) for second and third trimester deaths. Individualised
treatment plans are required based on gestational age and obstetrical history. Mifepristone
and Misoprostol may be prescribed only after consultation with an Obstetrician

Dose
200 mg stat oral dose — individualized misoprostol dosing to follow 36-48 hours later.

Contra-indications
= Asthma (severe or uncontrolled)
= Adrenal suppression (may require corticosteroids)
= Known hypersensitivity to prostaglandin
= History of haemorrhagic disorder (or receiving anticoagulants)
= Significant anaemia
= Porphyrias
= Long-term steroid therapy or current use
=  Myocardial infarction
= Chronic renal failure
= Any doubt about the gestation of location of the pregnancy, e.g. ectopic
= |nadequate access to emergency services

Caution as safety and efficacy has not been established
= JUCDinsitu
= Cardiovascular disease
=  Coagulation disorders
= Uterine scars
= Insulin-dependent diabetics (may have altered insulin requirements)

Possible adverse reactions
= Headache
= Gl disturbance — nausea, vomiting, diarrhoea
=  Hot flushes or chills
=  Dizziness
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Potential risks
= Retained products of conception
= Haemorrhage
= Uterine rupture and DIC
= Sepsis

Drug interactions

No drug interaction studies have been performed. Mifepristone is metabolised by the
CYP3A4 pathway and medications that use or block the same pathway could potentially
increase or decrease this drug’s metabolism rate.

MISOPROSTOL

Indications

Misoprostol is a prostaglandin E1 Analogue marketed as Cytotec and is registered for use to
prevent gastric ulcers resulting from chronic use of NSAIDS. Since it also induces
contractions, it is used in obstetrics & gynaecology. For the purpose of this guideline,
Misoprostol is used in conjunction with Mifepristone, to induce labour following second or
third trimester foetal death with written patient consent.

Consent

At present, Misoprostol is not registered for the purpose of inducing labour. Therefore, an
authorized prescriber must obtain consent from the patient and complete the “Consent for
use of Misoprostol” form after the woman has been given the “Patient information sheet —
Misoprostol”.

Contraindications
e History of allergy to Misoprostol or other prostaglandin
Cautions
e Qver distended or scarred uterus (risk of uterine rupture)
e History of epilepsy
e History of asthma
Predisposition to diarrhoea
Renal failure
e Dosing varies according to clinical indication and is individualized

Possible adverse reactions
e Gl disturbance — nausea, vomiting, diarrhoea, constipation, flatulence, or dyspepsia
e Headache
e Dizziness
e Fever, chills, or shivering. Chills are common, fever less so. If fever persists longer
than 24 hours, infection should be excluded

Drug interactions
e Antacids — high levels of antacids decrease bioavailability of Misoprostol.

Follow the steps below when administering Mifepristone and Misoprostol

e Explain to the woman the proposed plan of management and procedure for
administration
e Give the woman the Patient Information Sheet — Misoprostol (Appendix 1 ) and discuss

with her
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e Obstetrician to obtain informed consent on Consent For Use of Misoprostol form

(Appendix 2)

e Blood group and Rhesus status must be established

e Baseline observations

e Consent for Misoprostol must be signed

e Refer to the Management of Intrauterine Death and Stillbirth Guideline and use

checklist (Appendix 3)

e Secure appropriate counselling/family/whanau/chaplaincy/kaiatawhai support
o Administer Misoprostol.

a) 14+0wks — 24+0wks, 800 micrograms is inserted into the posterior vaginal fornix,
followed by 400 micrograms given orally at three hourly intervals until labour has
established or a maximum of five doses (1 x 800 and 4 x 400) has been administered.

b) 24+1 — 34+0 weeks: 200 micrograms pv followed by 200 micrograms orally three
hourly x 4 doses orally for a maximum of 5 doses (1 dose vaginally and 4 orally)
34+1 weeks onwards: 100 micrograms pv followed by 100 micrograms orally three
hourly x 4 doses orally for a maximum of 5 doses (1 dose vaginally and 4 orally)

c) Previous low transverse caesarean section (if not using transcervical catheter
and/or Syntocinon),
20+1wks — 24+0wks: use Misoprostol as above
24+1 — 28+0weeks: 200 micrograms pv followed by 200 micrograms three hourly x 4
doses orally for a maximum of 5 doses (1 dose vaginally and 4 orally)
28+1 weeks onwards: 50 micrograms pv followed by 50 micrograms three hourly x 4
doses orally for a maximum of 5 doses (1 dose vaginally and 4 orally). Contact
Pharmacy who will quarter a 200 micrograms tablet to obtain the correct dose. Please
pay particular attention to how small the tablet becomes and can be easily lost within
bed sheeting during insertion

e Once administration has been commenced, it is not to be interrupted at any time prior to
the birth without consulting the obstetrician first.

e The vaginal examination does not need to be a sterile procedure except in the presence
of ruptured membranes. Further vaginal examinations are not necessary.

e If labour has not established after 24 hours, the woman is to be reviewed by the
obstetrician for further management

Follow the steps below for management of the woman receiving Misoprostol and refer to the

management of intrauterine death & stillbirth guideline, checklist (Appendix 3)

e Blood group and Rhesus status must be established.

e Baseline observations (pulse, BP, Temp, PV Loss)

e Consent for Misoprostol must be signed.

e Obstetrician or midwife to commence Misoprostol regimen as below.

e For women who have not birthed, after 4" dose of oral Misoprostol obstetric review is
required.

e Consider an overnight wait to allow woman to rest.

e Expect 90% to deliver within 6-8 hours of commencement of Misoprostol.

e Management of the 3™ stage is to be agreed with the woman, care needs to be taken if
CCT is applied as the cord can be friable and snap easily.

e Women receive appropriate counselling/family/whanau/chaplaincy/kaiatawhai support.
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SYNTOCINON INFUSION

Syntocinon is a synthetic form of oxytocin. When syntocinon is used by IV infusion for the
induction of labour, its administration at excessive doses may result in uterine overstimulation
which may cause hypertonicity, tetanic contractions or rupture of the uterus. Therefore, the
minimum effective dose should be used.

Syntocinon infusion may be administered for pregnancies from 20+0 weeks gestation,
especially if the woman has an IUFD and a prior uterine scar and we want to be careful with
prostaglandins. Syntocinon infusion may be administered to:

e augment/establish labour in these women when appropriate
e control/reduce heavy bleeding post birth (refer to PPH guideline)
e increase contractions to aid expulsion of a retained placenta (refer to retained placenta

guideline).
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Prescription & Administration of Syntocinon Infusion for Labour

e The infusion must be given via an infusion pump.

e The infusion is to be prepared as 10 units of syntocinon in 500 ml normal saline.
e The dosage is increased until labour is established.

1/ Routine augmentation or IOL - Syntocinon 101U in 500mls of Normal Saline - increase
rate every 30 minutes, if a good response increase with smaller doses

Rate (mls/hour) Dose (mIU/minute)
6 2

12 4

18 6

24 8

30 10

36 12

42 14

48 16

54 18

60 20 - maximum

e 2/Low dose for PARA 4+ OR PREVIOUS C/S - Syntocinon 101U in 500mls of Normal Saline.
Increase rate every 30 minutes, if a good response increase with smaller doses
Rate (mls/hour) Dose (mIU/minute)
3
6
9
12
15
18
21
24
27
30 10 — maximum
e 3/ High concentration for fluid restriction - Syntocinon 201U in 500mls of Normal Saline.
Increase rate every 30 minutes, if a good response increase with smaller doses

O |NOLN[ARIW[IN |-

Rate (mls/hr) Dose (mIU/minute)

3 2

6 4

9 6

12 8

15 10

18 12

21 14

24 16

27 18

30 20 - maximum
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Observations & Documentation:

Blood group and Rhesus status must be established.

The woman’s baseline recordings (temperature, blood pressure, pulse) are taken prior to
commencement of infusion.

Pulse and blood pressure are taken at each dose increase until labour is established.

Half hourly recordings then continue.

No further dose increase once labour is established.

Vaginal loss, contractions, and recordings are documented in the Clinical Record.

A fluid balance is maintained

Blood urea and electrolyte levels are checked if syntocinon continues for more than 24
hours.

Management of the 3" stage is to be agreed with the woman, care needs to be taken if
CCT is applied as the cord may be friable and snap easily.

Woman to receive appropriate counselling/family/whanau/chaplaincy/kaiatawhai
support.

Post Delivery Care following use of Mifepristone/Misoprostol or Syntocinon

Recommended Best Practice

Follow the steps below to ensure physical and emotional care and documentation is
completed for episode of care:

Administer Anti-D if required.

Discuss contraceptive needs. Prescribe PRN.
Ensure thorough discharge advice and follow-up.
Clinical summary of discharge advice.

Documentation Requirements

Refer to the Management of Intrauterine Death and Stillbirth guideline for management
of the baby and placenta and the required documentation and reporting & checklist
(Appendix 3).

e SANDS leaflets.

e Complete PMMRC online forms for national database & notify local PMMRC coordinator.
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ASSOCIATED HAUORA TAIRAWHITI DOCUMENTS:
=  Consent for use of Misoprostol
= Patient information sheet Misoprostol
= Postpartum Haemorrhage guideline
= Retained placenta guideline
= Syntocinon IVI for induction or augmentation of labour guideline
=  The Management of Intrauterine Death and Stillbirth guideline
= QOrganisational policy: Whenua/Placental management (of disposal)
= QOrganisational Policy Care of Human Tissue (including care of deceased)
=  Woman, Child and Youth Maternity guideline - Perinatal post mortem & placental

histopathology

=  Misoprostol Use and Administration of

Acknowledgement goes to National Women’s Health for sharing their Termination of
Pregnancy — 2" & 3" Trimester guideline (2011).

ASSOCIATED DOCUMENTS

Type

Title/Description

Clinical Guideline

RCOG clinical guidelines: The care of women requesting induced
abortion- Sept 2004 http://www.RCOG.org.uk/

Clinical Guideline

Abortion Supervisory Committee (2004). Guidelines for the use of
Mifepristone for Medical Abortion in New Zealand. Retrieved from
http://www.abortion.gen.nz/docs/ASC Technical Committee Report 2

4 Aug04.pdf

Consensus statement

RANZCOG college statement (2009). The use of mifepristone for medical
termination of pregnancy. Retrieved from
http://www.ranzcog.edu.au/publications/statements/C-gyn21.pdf

Consensus statement

RANZCOG college statement (2007). The use of misoprostol in obstetrics
and gynaecology. Retrieved from
http://www.ranzcog.edu.au/publications/statements/C-obs12.pdf

Leaflet PMMRC — Panui for post mortem examination leaflet (2009)
Information about the Perinatal and Maternal Mortality Review
Committee (2007)

Report Report of a Standards Committee to the Abortion Supervisory Committee

(2009)

Standards of care for women requesting induced abortion in New
Zealand. Retrieved from

http://members.apganz.org.nz/wp-content/uploads/2010/01/nz-
standards-of-care-for-women-requesting-induced-abortionl.pdf

Systematic Review

Dodd JM, Crowther CA (2010). Misoprostol for induction of labour to
terminate in the second or third trimester for women with a fetal
anomaly or after intrauterine death. The Cochrane Library 2010, Issue 4.
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Appendix 1
PATIENT INFORMATION SHEET

MISOPROSTOL

Medicines are generally registered in New Zealand for specific purposes. Although
Misoprostol is a registered medicine, licensed in New Zealand for the treatment of stomach
ulcers, it is not specifically licensed for use in pregnancy or childbirth. However, it is known
to cause the uterus to contract strongly and is therefore often prescribed by gynaecologists
for pregnancy related complications such as incomplete miscarriage, post-partum bleeding
and fetal demise.

There are more than 200 trials worldwide involving over 35,000 women where Misoprostol
has been given for obstetric or gynaecological indications. Misoprostol has been used for this
purpose effectively at National Women’s Hospital since 1996 and is recognised as having
fewer side effects than other similar products.

We recommend Misoprostol tablets to be taken by mouth, vagina or rectum as per the
specialist’s recommendations.

The most common side effect is nausea. Less common is mild diarrhoea, abdominal cramps
and vaginal bleeding.

Misoprostol has been found to be both effective and safe; however, we require your consent
to use it for any obstetrical purpose.

If you have any queries, please ask a member of staff involved with your care.
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Appendix 2
CONSENT FOR USE OF MISOPROSTOL

\ Interpreter: Yes No Name: Language:

hereby consent to the use of Misoprostol

| acknowledge that Misoprostol is not registered for this use in New Zealand. | have read the
information sheet and agreed to the use of Misoprostol. | acknowledge that the risks and side
effects have been explained to me. | have had adequate opportunity to ask questions and
have received all the information | want. | understand that | am welcome to ask more
information if | wish.

SIGNED: ......coeecercerreeeeceenneesessassaesseesnassseesessassssesnessassaes (Woman)
SIGNED: ......coeecercrreeceecnesneesessassaesseesnassseesessnssssesnesnassans (Interpreter)
[ 71 I SR

This consent was discussed by me with the signatory, who acknowledges having understood
it fully and has had an opportunity to ask questions and have them answered.

SIGNED: ......coeeecereeeeeeerseesescassaeeseesnassssesessnssssesnessassaes (Doctor)

DATE: ....rrereriiicicccsscssessenenens
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Appendix 3

CHECKLIST FOR INTRAUTERINE DEATH or STILLBIRTH

(please print out and use for each stillbirth and file in records)

PRE-ADMISSION:

Action

Completed

Date

Signature

Prepare room — BS5 most suitable as toilet
facilities not shared

Notes in order and relevant — obtain medical
records from main file

SANDS booklets given prior to admission if
possible (kept in store room in ward 1 behind
PN room 4)

O & G notified of pending admission

ON ADMISSION:

Action

Completed

Date

Signature

Orientation to the facilities

Begin birth register (check current address and
phone number)

Notify admissions and obtain previous records

O & G notified (if not aware)

LMC notified (if not with woman)

Availability of whanau room for extended
family if required (security pager 95)

ID/allergy bracelet in place

Admission assessment and vital signs taken
and recorded

Relevant clinical procedures and blood
serology as indicated by O & G and consented
to by woman

See Follow procedures in the Perinatal Post-
mortems and Placental Histopathology
guideline if this has been discussed & consent
obtained

Arrangements for placenta confirmed
(histopathology, biopsy for microarray, return
to woman if requested as per guideline)

SANDS booklets available/offered if not
already given

Explanation re care, procedures, pain relief,
moment of birth (woman’s wishes),
encouragement to hold baby, etc.

Availability of hospital chaplain if desired or
own church minister

Discussed Cultural support required identified
as needed

AT SOME TIME:

Action ]

Completed

Date

Signature

SANDS box (depending on gestation)

Availability of baby clothing — SANDS boxes
made up in maternity store room.
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AFTER THE BIRTH:

Action

Completed

Date

Signature

Take cord blood for CBC differential, nucleated
red cell count, group and antibody screen,
Guthrie and chromosomal analysis .

Care of baby:

1. Weight

2. Admit and obtain NHI from admissions in

ED (please confirm they are aware this is

IUFD/ stillbirth) so relevant notification

can be entered

Swabs — ear and throat

Wash

Measure crown/heel, head circumference

. Dress/wrap as family requests

Paediatrician/obstetrician/midwife
examination if consented by parents

o U s w

Routine PN observations and checks of mother

Documentation of birth in clinical notes

Anti-D given as required within 72 hours

Notification as appropriate:

LMC

Minister

Maori Health Liaison officer

GP (phone if possible)

Well Child to avoid future contact &
immunisation appointments

Check & cancel any ANC appts

uhEwNE

Action

Completed

Date

Signature

Registration:

(only if > 20+0 weeks of gestation and/or
weighed > 400g).

1. Parents need to Register the Birth please
give them the form if applicable

2. Medical certificate of cause of fetal death &
neonatal deaths (HP4721 stored at the back of
reception) required by undertaker

1. Complete birth register

Blessing of room after discharge by hospital
chaplain, whilst all equipment and linen still in
the room (pager 036)

Complete rapid reporting forms for mother &
baby either paper copy or on line, within 48
hours of the baby’s death (where possible),
(www.otago.ac.nz/pmmrc)

Each staff member to create their own user
account using the TDH email address.

Details to PMMRC local coordinator if
LMC/Core staff unable to complete

Author: Midwife Educator & Quality Coordinator
and Consultant Obstetrician

Authorised By: HOD Obstetrics and DOM&CMM Version #2

Date of first approval: April 2019
Date last review completed: March 2022

Page: 12 of 13



http://www.otago.ac.nz/pmmrc

({?}] Havora

& Tairawhiti
Sponsor: Woman, Child & Youth

Name: Induction of labour for second and third trimester

fetal demise

FOLLOW UP:

Action

Completed Date

Signature

Postnatal care plan by LMC completed, including
care of breasts re suppression of lactation

Grief support need and availability identified —
SANDS support group information given

Discuss with O & G when follow up appointment
(to be seen at gynaecological not antenatal
clinic) is required. Inform woman this
appointment will be sent to her if not given prior
to discharge. Request this appointment.

Paediatric appointment made if appropriate

Debrief for staff involved
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