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OBJECTIVES

1. EVD Rapid Guideline Development

2. To reflect on our experience to produce
rapid advice globally-relevant guidelines in
the context of complex evidence, changing
dynamics of disease, and contextual issues
not related to evidence.

3. Lessons learned in the context of high-
stakes decision-making with rapidly
evolving evidence.
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WHO EVD RESPONSE ROADMAP
SITUATION REPORT 24 DEC 2014

= ‘Patient Zero’ 2-yrs old boy (28 Dec 2013), Guéckedou in
Guinea (borders of Sierra Leone and Liberia)

Guinea M 2597

TR 7862
Liberia 3381

Sierra Leone

Mali | &
CASES/

Nigeria %0

DEATHS 3

Senegal 0

- 1

Spain 0

United States of America ‘:ﬂ[

N 19497

Total 7028
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Ebola Virus Disease in West Africa — The First 9 Months
of the Epidemic and Forward Projections

WHO Ebola Response Team*
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A West Africa
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SENEGAL

KOUNDARA MALI

GUINEA
GUINEA-BISSAU

MALI
LABE

Recent Cases
(21 Days Prior) All cases

® 1-10 ® 1-10
11-100 11-100
101 - 200 101 - 200
201 - 300 201 - 300
301 - 400 301 - 400
No cases reported

NO LONGER ACTIVE- No cases in
previous 21 days

ACTIVE - New cases in
previous 21 days

[ NEWLY INFECTED - New cases in

previous 7 days (in previously
uninfected areas)




EBOLA VIRUS DISEASE
OUTBREAK RESPONSE PLAN IN WEST AFRICA

WORLD HEALTH ORGANIZATION
AND
THE GOVERNMENTS OF GUINEA, LIBERIA, AND
SIERRA LEONE

7T
(7@ World Health
y@“& Y Organization

July — December 2014
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EVD Outbreak Review

= 23 March 2014: Guinea
Spread to Conakry (Capital) - WHO

= 30 March 2014: Liberia
= 25 May 2014: Sierra Leone

= 24 July 2014: WHO DG
Level 3 ERF
Unprecedented rate — 1,360 cases
and 767 deaths (Mar-July)

= 27 July 2014: Nigaria

= 8 Aug 2014: WHO - EVD Epidemic
“Public Health Emergency of
International Concern”
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SCOPE OF GUIDELINES

« Worldwide deaths: 6,388
Reported cases: 17,942

4

<« Patients unnecessarily die without
emergency surgeries

Tragic deaths of perioperative
Healthcare Workers

7
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Rationale for Developing RAG
Recommendations

Member states: guidance on surgical
Interventions in suspected EVD to ensure
protection of health-care workers and to prevent
disease transmission in health-care settings,
while appropriately managing surgery, during
the current epidemic.

A Rapid Advice Guideline (RAG) based on
systematic review for screening/assessment,
EVD testing and surgery with expert consensus
on risks and benefits is crucial

Western




Performing a Rapid Systematic Review to
Support WHO Rapid Advice Guidelines

“Guidelines are
recommendations intended
to assist providers and

oo ® 2 Handbook
recipients of health care and A8 - Guideline

™ Development

other stakeholders to make ,
iInformed decisions.”

Rapid Advice Guidelines
require expedited timelines
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WHO Guidelines: Planning Stage

1. WHO Department decides to produce a guideline

2. Discussion of required elements with GRC secretariat

AWHO department decides to produce a quideline

3. Planning, scoping, needs assessment *

‘ Discussion of required elements with GRC secretariat

v

Planning, scoping, naeds assessment

4. Guideline Development Group (GDG) formatio :

(uideline Development Group (GDG) formation

v

Key question formulation (PICO questions)

5. Key question formulation (PICO guestions) *

Planning clearance submission (epub)
v

6 . P I an n I n g C I e ar a n C e S u b m I S S I O n GudelineReview(nmmmefR(]appmvafowdeveapmem

Evidence retrieval / systemaic review

v

7 . G u Id el I n e (G R C) ap p roval E\rden(equalityaisessmemIGHAI}E

pevelopmentofre(ommendatian(s)

WHO Handbook for Guideline Development, 2012
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SCOPING
«+ Based on a Draft Logic Model L-.ﬂmemtmmm
(algorithm), preliminary scoping 7
searches were conducted to identify “?-I:E?&L‘E;T%‘ﬁ;éi‘fé’;iﬁ““
= Existing guidelines (WHO) mﬁ'?;f;iﬂmﬂf
= Existing systematic reviews produce draftversion ofthe scope
= Existing studies of surgery in EVD M:;mﬂl
= Upcoming publications e
" Online discussions rormulate daft ICO questons
% Based on the scoping searches, PICO Mmm;ww

guestions were drafted
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Finding Best Available Evidence

Questions (PICO format)
Relevant systematic No relevant systematic
review identified review identified
High quality Not of high quality
Recent (<2 years) Not recent
: I

Commission a new systematic review

+ v

Prepare evidence summaries and assess the
quality of the evidence

.

Develop recommendations

MEDICINE & DENTISTRY

R Schulich Western




GUIDELINE PLANNING

Targeting your
audience

Dissemination - Timelines

Translations

/ Budget
Guideline

Proposal
Planning peer / \ Identifying necessary
review resources and skills
Type of

< Evaluation of

product impact
Working with

external partners

MEDICINE & DENTISTRY
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GUIDELINES = EVIDENCE + RECOMMENDATIONS

EVIDENCE: Comprehensive systematic review
using highest methodologic rigor to identify, retrieve,
appraise and synthesize evidence using GRADE

RECOMMENDATIONS: Based on objective
assessment of the available evidence, using
transparent, predefined, reproducible processes of
evidence-informed consensus using GRADE

WHO Handbook for Guideline Development
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RAG: TARGET AUDIENCE

. Surgical Healthcare workforce providing direct
(e.g. surgery, obstetrics, trauma, anesthesia,
physicians and nurses) and indirect care (e.g.,
cleaners, laboratory staff, burial teams) to EVD
patients In the field;

Patients, family members, visitors to health-care
facilities, community members;

Policy makers at the national or subnational level;

Health-care managers and supervisors.




PICO: OVERARCHING QUESTION

In patients with suspected EVD who
present with a surgical condition, what
approach to screening/assessment,
testing, triage and perioperative/surgical
management is most likely to maximize
benefit and minimize risk to the patient,
surgical care team, and support staff; while
appropriately respecting the socio-ethical
and resource-related impacts?

Western




1. Screening/Assessment?

a) What should be the role of mmediate isolation
In relation to symptom severity?

by What should be the differential diagnostic
considerations, and baseline probabillities, given
the context and setting? (ie, probabillity of
malaria, lassa, typhoid, etc., relative to EVD?)

c) Which Surgical Subgroups require special
considerations; e.g. acute abdomen, penetrating
wound Injury, obstetric patients, others?

Western




2. EVD Testing and Interpretation?

a) Which are the trade-offs of availability,
turnaround time, sensitivity/specificity,
and cost for EVD testing?

b) When should repeated EVD testing be
recommended?
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3. Triage?

a) How should emergency surgical patients
be managed while awaiting test results?

by How should elective surgical patients be
managed while awaiting test results?

c) How should risks of delaying surgery be
weighed against EVD exposure (patient’ vs
healthcare workers’ risks)?

Western




4. Surgery be Recommended?

a) When does surgery become futile? I.e.
renal failure, EVD-related bleeding or
shock?

b) What are the contextual ethical, social, and
cultural iIssues that should be brought to
bear?
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5. Surgical/Perioperative Management?

a) Are there special PPE requirements in
surgery beyond WHO PPE guidelines?

by Should the surgery take place in local
Isolation room or operating room?

c) What should be the special preparation
and equipment requirement for surgery
and anesthesia management?

Western




Comparative studies — ‘No
Evidence’

Non-comparative — several
hundred potential studies (very

low quality)
Such evidence double every two
weeks.....
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identified through other
sources

Records identified through
database searching
(n=2862)

Records after duplicates removed
(n=1217)

Identification

Records screened Records excluded
(n=1217) (n = 567)

Screening

Full-text articles assessed Full-text excluded, with
for eligibility reasons
(n = 650) (n=92)

>
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-
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Studies included in
qualitative synthesis
(n =558)

PICO 1 PICO 2 PICO 3 PICO 4 PICO 5
Studies included in Studies included in Studies included in Studies included in Studies included in
qualitative qualitative qualitative qualitative qualitative
synthesis synthesis synthesis synthesis synthesis

(n =90) (n =62) (n = 166) (n = 305)

Studies included in Studies included in Studies included in Studies included in Studies included in
quantitative quantitative guantitative quantitative quantitative
synthesis (meta- synthesis (meta- synthesis (meta- synthesis (meta- synthesis (meta-
analysis) analysis) analysis) analysis) analysis)




EVIDENCE-INFORMED DECISION MAKING FOR MANAGEMENT OF
SURGICAL CONDITIONS IN THE CONTEXT OF EBOLA VIRUS DISEASE (EVD)

PATIENT HAS NOD EVD S5YMPTOMS ACUTE or CONVALESCING EVD PATIENT

ASYMPTOMATIC: EVD REGION SYMPTOMATIC: SUSPECTED / PROBABLE EVD SYMPTOMATIC: CONFIRMED [ ACUTE OR CONVALESCEMNT ]

EVIDERCE INFORMED DECS 0N MAKING FOR PATIENTS EMIDENCE INFORMED DECEION MAEING FOR PATIENTS PRESENTING 'WiITH SURGICAL COMDITIONS IN THE EVIDENCE INFORMED DECIZION MAKING FOR PATIENTE PRESENTING WITH SURGICAL
PRESENTING WITH SURGICAL COMDITIOME IN THE CONTEXT OF EBOLA WIRLS DISEASE COMDITENNS IM THE OOMTEXT OF EBOLA VIRUS DISEASE
CONTEET OF EBOLA VIRLE DISEASE 1 | |
BOLATION: wilng WHO PPE and Inlection Prewsnton Guidaline [IPG) | EOLATION: wding WHO FPE and Infection Prevestion Guldaline [IPG]

I
Proceed With Usual Surgical Care EVD TESTING

I ey e bionsn, o maanl Elminsivas, EWD tintieg dbauld
i cviriplatind ensred litaly and thi “Sopectsd) Probalile™
coviirian ibwriild b fedlorwd

Sargery canert wik ol TVD bert neouit e retorred Suegery oan b praos ad urtl CeTl e reavis e
| | 1
EVD TEST RESIATS VD TEST BESANTS
REGATAE |- ] POSITVE | # ]
| |
Frpam maming mher 48
Tk iz mzisiar
| |
P+ ]
wfinr 3=
Eei

4z Oirkcal blan spsTant
of VD anedifor IFG

| Fodbora WD Cuboadnm.
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L esson Learned

In the context of new and emerging diseases with
extreme pressure, such as EVD:

« Conventional approaches to Evidence-
Informed guideline development may fail to
Identify and contextualize the best evidence

* Innovative approach for rapid and effective
capturing, filtering, synthesizing available
evidence — contextualize recommendations —
Know4Go framework
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Know4Go = contextualization

Nl

Resources SLEEPERS Opportunity Cost

Evidence
Synthesis

Janet Martin



SLEEPERs Assessment:
Rate the Importance of Each Domain for Decision

1. Evidence

10. Stickiness/ -

2. Resources 3. Social

4. Legal

5. Ethical

Reversibility

9. Research
Opportunity

NE=

8. Entrepreneurial
Innovation Value

7. Political

6. Environmental
/Institutional
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particles. The image is based on Protein Data Bank identifiers 3CSY and 1ES6 (www.rcsb.org) and
Electron Microscopy Data Bank identifier EMD-2043 (www.emdatabank.org). The abbreviation
ssRNA denotes single-stranded RNA.



