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The Problem

Systematic Scoping review of
Product Monographs and
Clinical Guidelines



How Far is too Far
Maximum distance to care in current clinical practice guidelines for 15t
trimester medication abortion: A Scoping Review

Methods UBC
o Research Question: “How is the need for proximity to emergency services after ‘w

mifepristone/misoprostol legal first trimester medication abortion in high income
countries defined in clinical practice guidelines or drug regulations?”

Followed Joanna Briggs Institute Scoping Review Guidelines to meet the PRISMA-
ScR reporting guidelines.

Protocol published: https://osf.io/bsxn2/

Searches run 2023 April 5th: Medline, Embase, Web of Science, Google Scholar
Hand Search: country specific clinical practice guidelines and drug monographs
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Studies from databases/registers (n = 5961)
‘Web of Sclence (n = 4024)
Ernbase [n = 1338)
MEDLINE |n = 491}
Grey Litaratura Searching (n = 65)
Citation searching (n = 24)
Google Scholar (n = 21)

References removed (n = 636)
Duplicates identified manually

Studies assessed for eligibility (n = 165)
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Results: ELIS
Among our final 59 guidelines (CPG) and product monographs (PM)
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Guidance for 29 countries and 5 international guidelines (FIGO, WHO, IPPF, ESHRE etc)
Every country (either in the CPG or PM) except Lithuania mentioned need to access
to emergency services

49 clinical practice guidelines specified access to emergency services in time or distance

o Distance to emergency services = 1-2 hours

o 6 countries required hospitalization beginning at least from misoprostol administration until
the passage of products of conception

o Duration of access ranged from a few hours (most) to 2 weeks (Australia,
Canada) to always (e.g., USA).

We found a general emphasis on the prescriber to provide patient instructions for
emergency management and/or that the prescriber must be capable of providing
emergency services.



Limitations:

o Our study is limited to high resource settings where abortion is

legal on demand

o Results may not reflect conditions where abortion is illegal or

those for low resource settings
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Implications: uB
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Clinical practice guidelines and product monographs for 15t tri MA are
inconsistent on the need to be close to emergency services, ranging from

o The USA (must always have access),

o Australia/Canada (access for 14 days)

o Most recommend a few hours or until passage of
products of conception.



What do we know about the
rates and risk factors leading to

transfusion after MA?
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Introduction

 Most reviews cite a transfusion incidence after first trimester MA
of 1/1000, generally from the original mifepristone studies (600

mg dose)

* Modern protocols may have a differing risks

 Risk factors and timing of need for transfusion may not be known
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Objective

Evaluate the incidence and the evidence for risk
factors related to blood transfusion following
mifepristone/misoprostol induced legal first
trimester MA In high income countries.
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Methods

o Systematic review following PRISMA guidelines including any original clinical
study reporting transfusion after legal first trimester MA in a high-income country 5—@-’—:

o All languages and of any year

o Review registered on PROSPERO: CRD42023434904

o Searches run 2023 April 7 and 2024 April 16

o Medline, Embase, Web of Science and Google Scholar

o 2 reviewers independently completed title/abstract and full text screening

o 2 reviewers completed quality assessment of included studies using the QUADS
(QUality Assessment with Diverse Studies) tool 13



PRISMA

Identification
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Studies from databases/registers (n = 1532)
Embase (n=617)
Web of Science (n = 423)
MEDLINE (n = 274)
Google Scholar (n = 198)
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Results

Quality assessment found all final studies were of Good to Moderate
quality.

Good

Moderate

Poor
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Results

Final eligible papers included clinical data from 10 countries: Australia, Canada, Czech

Republic, Finland, France, Iceland, Norway, Sweden, United Kingdom, United States.
Transfusions per 10,000 1st Tri MA

Overall

Gestational age <=9 weeks
Misoprostol more than 800mcg dose
Misoprostol single 800mcg dose
Mifepristone 600mg dose

Gestational age >9 weeks

Simultaneous Mife-Miso../

Generalized linear mixed-models; Maximum-likelihood estimator for tau”2;

Logit transformation; Clopper-Pearson 95% CI for individual studies
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RESULTS

* Risk Factors, or interim predictive clinical
signs/symptoms before transfusion

* Timing post MA of transfusions

« URGENCY of post MA of transfusions
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LIMITATIONS

o Included only studies with at least one transfusion
UBC
o Many studies had subgroups but did not specify which subgroup or characteristics were '—'@E

associated with the transfusion cases

o We excluded any studies that appeared to report on the same subjects as an included
study

o Results may not reflect conditions where abortion is illegal or those for low resource

settings.
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IMPLICATIONS

o First trimester MA carries a very low risk of transfusion
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o The lowest risk is among
v’ gestations under 9 weeks and

v' protocols offering optional additional misoprostol

o Risk factors, urgency and timing for transfusion after
first trimester MA are unknown

19



How can we define risks
for people living in remote locations

who wish to have their 1sttri MA
while In their community?
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How Far is too Far:

Creating an evidence base to support safe provision

of medication abortion for people living far from
emergency services

A four-country study

 Australia, Canada, Scotland, Sweden
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How Far is too Far
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RESEARCH QUESTION:

 How far from a facility capable of blood
transfusion and emergency surgery can first
trimester medication abortion be safely provided?
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Methods

1. Determine incidence, urgency, and risk factors for post-MA hemorrhage requiring blood
transfusion, including the proportion of transfusions that are emergent or life-saving  [UBC

(i.e., same day as ordered by physician) vs those administered in 1-4 days (allowing W
travel from a remote location).

o Case-control study using charts from 4 countries (Sweden, Scotland, Canada,
Australia)

o Population-based government health administrative data (Canada, Scotland)

2. Investigate the experiences of people in remote communities in accessing abortion,
and the perspectives, approaches and experience of HCP providing abortion care for
these communities.

o Interviews
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Methods

1. Determine incidence, urgency, and risk factors for post-MA hemorrhage requiring
blood transfusion, including the proportion of transfusions that are emergent or life-  |UBC
saving (i.e., same day as ordered by physician) vs those administered in 1-4 days w
(allowing travel from a remote location).

o Case-control study using charts from 4 countries (Sweden, Scotland, Canada,
Australia)

o Population-based government health administrative data (Canada, Scotland)

2. Investigate the experiences of people in remote communities in accessing abortion,
and the perspectives, approaches and experience of HCP providing abortion care for
these communities.

o Interviews

3. Integrate all data to inform practice guidelines, shared decision aids, Product
Monographs
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Professor Kristina Gemzell-Danielsson, Sweden
What data do you need for your practice?
What are your experiences with post-MA transfusion?

What patient and provider preferences have you considered
relating to those living remotely?
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How Far i1s too Far:

Creating an evidence base to support safe provision of medication
abortion for people living far from emergency services

o Professor Kristina Gemzell-Danielsson, Sweden, Kristina.Gemzell@ki.se

o Professor Danielle Mazza (Monash U, Australia) danielle.mazza@monash.edu
o Professor Wendy V. Norman, Canada, wendy.norman@ubc.ca

o Dr John Reynolds-Wright, Scotland, john.reynolds-wright@ed.ac.uk

And with sincere thanks for the scoping and systematic review work to our team members:
Ms. Jia Yu (Jennifer) Zhang (medical student, UBC, Canada)
Dr. Atul Sharma, (research associate, UBC, Canada)
Professor Sharon Cameron (U Edinburgh, Scotland)
Professor Felicity Goodyear Smith (U of Auckland, New Zealand)
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The How Far Is too Far Study Team

Investigators:

o Pl: Wendy V. Norman, MD, MHSc, Professor, UBC

o Co-Pl: Dr. Bonnie Henry, BC Gov; Dr. Sarah Munro, PhD, Assistant Professor, University of
Washington; Dr. Laura Schummers, ScD, Assistant Professor, UBC

o Country Leads: Gemzell-Danielsson, Kristina, MD, PhD, Professor, Karolinska Institute;
Mazza, Danielle, MD, MBBS, Professor, Monash U; Cameron, Sharon, MB, MD, Professor U
Edinburgh;

Co-Investigators:

Cleeve, Amanda, RNM, PhD, Karolinska Institute;

Reynolds-Wright, John, MB, PhD, Clinical Lecturer, U Edinburgh;

Begun, Stephanie PhD, MSW, RSW, Associate professor U of T;

Paynter, Martha, RN, PhD, Assistant professor, U New Brunswick;

Abdulai, Abdul-Fatawu, RN, PhD, Assistant professor UBC;

Bingham, Brittany, MPH, PhD, Assistant professor UBC,;

Darling, Elizabeth, RM, PhD, Associate professor McMaster; Dunn, Sheila, MD, MSc Associate professor U of T;
Godfrey, Emily MD, MPH, Professor, U Washington; Martin-Misener, Ruth, NP, PhD, Professor Dalhousie U;
Monchalin, Renee, PhD, Assistant professor U Victoria; Stroulia, Eleni, PhD, Professor U Alberta.
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