Evidence to Recommendations Table

Question: Should the currently available whole cell, killed Oral cholera vaccines (OCVs) be recommended for use among persons >1 year
old (Shanchol/Euvichol/mORCVax) or > 2 years old (Dukoral), including pregnant women in different cholera endemic, epidemic/outbreak
and humanitarian emergency settings?

Population: Individuals in different cholera endemic, epidemic/outbreak and humanitarian emergency settings.

Intervention: Killed, whole-cell oral cholera vaccines

Comparison: Placebo/no vaccination/other prevention and control measures (e.g. WASH)

Outcome: Cases of cholera

Background:

Cholera, an acute watery diarrheal disease, caused by toxigenic strains of the bacterium Vibrio cholerae O1 and 0139, causes an estimated
over 2.9 million cases and over 95,000 deaths annually in cholera endemic countries alone and frequent epidemics in other settings with
poor water and sanitation infrastructure. Global estimates range from 1.4 —4.8 million cases and 28,000 — 142,000 deaths every year. The
disease is characterized by acute onset watery diarrhea leading to rapid dehydration and death, if not promptly treated with fluid
replacement and antibiotics for severe cases. Pregnant women are especially vulnerable from the dehydrating effects of cholera.

OCVs have been available since the 1990s and have been recommended previously by WHO (most recent position statement of 2010).
Since 2010, large scale epidemics and surges in endemic cholera have continued to occur and have been compounded by multiple
humanitarian emergency situations. In 2013, a global oral cholera vaccine stockpile was established. Several additional studies and
evaluations have been conducted of OCV use in different endemic, outbreak and humanitarian emergency settings. Additional data is now
available to review evidence for recommendations.

CRITERIA JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL INFORMATION
= No Probably ~Uncertain Probably ~ Yes | Varies Cholera remains a significant public The global burden has significantly
5] No Yes .
o Is the problema | o — = 0 E - O health problem globally. increased as a result of
2 priority? = = = = Pagddbef @stimates range from 1.4 —4.8 humanitarian emergencies (conflict
A million cases and 28,000 — 142,000 situations, natural disasters and




deaths every year. An estimated 2.9
million cases of cholera annually in 69
cholera endemic countries and 95,000
deaths during 2008—2012. Pregnant
women are especially susceptible to
adverse outcomes for themselves and
the fetuses as a result of rapid
dehydration.

Cholera most often occurs among
impoverished populations with limited
access to health care resources.

environmental factors such as the
El Nino phenomenon).

effects small?

Are a large No Probably ~Uncertain Probably ~ Yes | Varies Global estimates range from 1.4 —4.8 The reported numbers are largely
number of [ S [ Es N million cases and 28,000 — 142,000 underreported due to several
people deaths every year. An estimated 2.9 factors —inadequate surveillance,
affected? million cases of cholera annually in 69 fear of impact on trade and tourism
cholera endemic countries and 95,000 etc.
deaths during 2008-2012.
In 2015, over 172,454 cases and 1,304
deaths were reported to the WHO by 42
countries with an overall case-fatality
rate (CFR) of 0.8% (several countries
reported high case fatality rates).
Are the No Probably ~Uncertain Probably  Yes | Varies The vaccines have been shown to be The impact is dependent on factors
3] . No Yes H . . . . . .
= desirable 0 O [ O 0O N efficacious and effective in multiple such as vaccine coverage. Data on
i anticipated : settings. Additional data showing herd coverage in most settings show
2., effects large? protection effects is also available. that vaccination campaigns have
=3 However, data on the actual impact on | been feasible and acceptable.
5 e disease transmission is limited.
2 ° Are the No  Probably ~ Uncertain Probably ~ Yes | Varies Safety of the vaccines has been
E undesirable o ves demonstrated in several different
z . O 0O O O w0 .
i anticipated settings.
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What is the
overall certainty
of this
evidence?

No i
included
studies ; Very low Low Moderate High

= O O HE N

Moderate to high level of evidence.

In addition to the 28 studies
included in the systematic review,
there are several other evaluations
and observational studies that
corroborate these findings.

How certain is
the relative
importance of
the desirable

Probably
Possibly no No i
Important important  important  important
uncertainty ~ uncertainty  uncertainty uncertaintyé No known

or or or or §undesirable
variability variability  variability variability | outcomes

O O O 0O m

Vaccines have been shown to be safe
and effective in multiple settings. No
major adverse events have been
demonstrated.

%) and undesirable
2 outcomes?
= Are the
desirable effects No  Probably  Uncertain  Probably — Yes Varies
large relative to No Yes
undesirable o o O O o O
effects?
Are the No Probably —Uncertain Probably Yes | Varies A global OCV stockpile was established | Vaccines are available through the
resources No Yes in 2013 and is financially supported by Gavi-supported stockpile.
required small? 0o o O O O u Gavi, the Vaccine Alliance. Gavi also Additionally, manufacturers are
provides funding for operational costs working to reduce the cost of
of vaccination campaigns. The resources | vaccine to a more affordable
7 required to conduct vaccination pricing.
é activities have varied based on the
& setting.
2
= Is the No Probably Uncerin Probably Yes | varis Several costing and cost-effectiveness There is emphasis also on ensuring
incremental No Yes studies have showed that cholera the OCVs are integrated into
cost small o O O B O 0O vaccination is cost-effective at the overall country and regional level

relative to the
net benefits?

current vaccine pricing in high burden
settings.

cholera control plans.
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What would be

This disease affects mainly populations

Increased Probably Uncertain Probably Reduced ;Varies
.. the impact on increased reduced in poor-resource settings with limited
E health O o O g H O clean water, sanitation and hygiene.
=4 inequities? The intervention would reduce health-
inequities across populations.
Is the option Since the establishment of the OCV
acceptable to . stockpile in 2013, over 7 million doses
No  Probably ~ Uncertain  Probably ~ Yes | Varies . . .
key No Yes have been used in over 14 countries in
stakeholders? O O O O N’ multiple endemic, outbreak, and
humanitarian emergency situations,
and requests have been made by
S country-level stakeholders to the
E International Coordinating Group (ICG).
Eg Therefore, it is assumed that the option
E is acceptable to key stakeholders.
:
Which option is Multiple evaluations of vaccine
acceptable to coverage and knowledge, attitudes and
target group? Intervention ~ Comparison ~ Both Neither  Unclear practices have been conducted which
N O O O O have shown that vaccination has been
feasible and acceptable in multiple
settings.
Is the option ) . The option will likely be feasible to
[ feasible to e Pm/?libly noeran P%lsbly e vates implement in most settings, though
% implement? O O O O [ | limited access in the context of natural
g disasters or armed conflict may impede
& immediate implementation.
Balance of Undesirable Undesirable The balance between Desirable consequences Desirable consequences
consequences consequences consequences probably | desirable and undesirable probably outweigh clearly outweigh
clearly outweigh outweigh consequences undesirable undesirable consequences
desirable consequences desirable consequences is closely balanced or consequences in most settings
in most settings in most settings uncertain in most settings
O O O O |
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Type of
recommendation

We suggest considering the option

We recommend against the option We recommend the option

[1 only in the context of rigorous research

O [1 Only with targeted monitoring and evaluation [ |
[ Only in specific contexts
The recommendation applies to
specific contexts, in specific (sub)
populations and in conjunction with
other prevention and control
measures.

Recommendation

Given the current availability of prequalified whole-cell, killed, oral cholera vaccines (OCVs) and data on their safety,
efficacy, field effectiveness, feasibility, impact and acceptability in cholera-affected populations, these vaccines should be
used in areas with endemic cholera, in humanitarian crisis with high risk of cholera and during cholera outbreaks, in
conjunction with other cholera prevention and control strategies such as appropriate case management, WaSH
interventions, surveillance and community mobilization. Based on available evidence, there are considerable benefits and
very few risks for including pregnant women in OCV vaccination campaigns.

Implementation
considerations

Mass vaccination campaigns are usually the most practical option for delivering oral cholera vaccines. Schools, religious
institutions and other community settings can be appropriate venues for vaccination campaigns using fixed sites. Outreach
activities can also be organized. Incorporating cholera vaccination with other vaccination activities can be an alternative or
complementary strategy to mass campaigns.

Planning for campaigns should be done in a timely manner so vaccines can be used as soon as they arrive in country. It’s
beneficial to use vaccines as early as possible in outbreak situations.

Monitoring and evaluation | Monitoring and evaluation activities should be conducted to document experiences and understanding vaccine impact.

These are also critical to be done if newer vaccines or newer delivery strategies are implemented.
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Research priorities

It is important to perform systematic economic analyses to measure intervention cost, cost effectiveness and cost benefit
in different settings where campaigns have been conducted.

Additional research is needed to better inform number of doses, optimal dosing interval (dose spacing) and issues related
to duration of protection in different settings. More information is needed on the effectiveness in children 1—5 years old.

Further assessment of herd protection is needed.

There is a need to further work on methodologies to measure the impact of vaccination by better defining relevant and
meaningful comparison groups and identify standardized indicators across geographies and settings.

Alternative delivery strategies such as self-administration, outside-the-cold-chain (CTC / ECTC), linking OCV with other
health interventions should be further evaluated in a large variety of settings.

More information is needed on co-administration of OCV with other vaccines, especially with oral vaccines such as oral
polio vaccine and rotavirus vaccine.
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