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PROTOCOL
Ivermectin for prevention and treatment of covid-19

Andrew Bryant, Theresa Lawrie, Therese Dowswell, Edmund Fordham, Sarah Hill, Scott
Mitchell, Tony Tham

Update 27-02-2021: Differences between protocol and items reported in review:
Improvement and deterioration, as measured by were added as additional post-hoc
outcomes as they were identified as being important and useful outcomes

Meta-analyses used inverse variance method rather than Mantel-Haentzel (MH) method for
weighting. This was just for consistency across all outcomes. MH is used in various
sensitivity analyses.

A systematic review is awaiting publication and results will be disseminated soon.

Background

Description of the condition

In countries across the world, hospitalisations and deaths from covid-19 have increased
rapidly over recent months with total deaths now exceeding 2 million people (WHO
Dashboard) These figures may be underestimates of the true burden of this disease as in
many settings tests are not readily available. As a result of the pandemic, there has been
increased pressure on health care systems, with greater increases in health care spending.
For example, health care spending in the UK, has increased by an additional £48.3billion
(The Health Foundation 2020).There is a unique challenge in responding to the covid-19

pandemic in low- and middle-income countries (LMICs) where there are limited resources,
which results in poorer quality and availability of health care resources compared to high-
income countries (Walker 2020). As such, finding evidence for treatments that are both
clinically and cost effective are crucially important in the development of future
management strategies for covid-19 in the context of different health care systems.

To date, very few treatments have been identified that have been demonstrated to reduce
the burden of morbidity and mortality from covid-19. While corticosteroids are used in
those with severe illness and have been shown to reduce mortality in severely ill
hospitalised patients (Horby 2020), outpatient interventions that may prevent disease,
reduce hospitalisations and reduce the numbers of people progressing to critical disease
have been comparatively neglected in public policy (McCullough 2020).
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Description of the intervention

Ivermectin is an anti-parasitic medication widely used in low- and middle-income countries
LMICs to treat parasitic worm infections, scabies and lice (Barrow 2016; Conterno 2020). It is
on the World Health Organisation’s Essential Medicines List (WHO 2019). With total doses of
ivermectin distributed apparently equalling one-third of the present world population

(Nicolas 2020), ivermectin at the usual doses (0.2 mg/kg in scabies or strongyloidiasis) is
considered extremely safe for use in humans (Banerjee 2020; Navarro 2020; WHO 2018b). It

is suggested to avoid used in pregnancy and the first week of lactation. Due to its anti-
parasitic, antiviral and anti-inflammatory properties, it has been noted to have an increasing
list of medical indications (Kircik 2016).

Ivermectin's utility has expanded considerably over the last decade and, since April 2020, a
large and growing database of observational and randomised studies of ivermectin use
against covid-19 has been accumulating. There is preliminary evidence to suggest ivermectin
may be a useful drug in the treatment and possibly prevention of covid-19 infection
(Carvallo 2020; Chamie-Quintero 2021; Clancy 2021; Kory 2021). However, there is currently
no comprehensive systematic review in this area. A review by the Front Line Covid-19

Critical Care Alliance (FLCCC) summarised findings from 27 studies on the effects of
ivermectin for the prevention and treatment of covid-19 infection, which reports favourable
results for ivermectin (Kory 2021) and another recent review found that ivermectin reduced
deaths by 75% (Hill 2021). Certain South American countries, Indian states, and more
recently Slovakia and other countries in Europe have implemented its use for covid-19
(Chamie-Quintero 2021; CGTH 2021; Trial Site News 2021; Bolivia 2020; Honduras 2021).
However, the National Institute of Health in the US recently stated that "there are

insufficient data to recommend either for or against the use of ivermectin for the treatment
of covid-19" (NIH 2021).

How the intervention might work

Ivermectin has been shown to have antiviral activity against a wide range of RNA viruses and
some DNA viruses including zika, dengue, yellow fever, sindbis, and others (Heidary 2020). A
dominant mechanism of action of ivermectin as an anti-viral is believed to be a host-
directed blocking of the nuclear import of viral proteins (Caly 2020; Heidary 2020). If

imported into the host nucleus, these proteins play a key role in viral replication by
suppressing the normal immune response to infection. Caly 2020 demonstrated that a
single ivermectin treatment virtually obliterates the SARS-CoV-2 virus at 48 hours in vitro.
Other mechanisms of action include virus-directed effects such as inhibition of SARS-CoV-2
3CLPro (3-Chymostrypsin-Like Protease) enzymatic activity. As the latter is essential for viral
replication, it is considered an excellent target for anti-SARS drugs (Anand 2003; Mody

2021). Several anti-inflammatory effects have also been demonstrated (DiNicolantonio

2020). Candidate mechanisms thus span both the initial infectious disease stage, and the
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later inflammatory stages. According to the FLCCC group, ivermectin is the sole therapeutic
to have demonstrated utility at all stages of the complex clinical course of covid-19 (Kory
2021), from prophylaxis to critical care.

Why it is important to do this review

Development of new medicines takes years; therefore, existing medicines that can be re-
purposed against covid-19 and that already have a strong safety profile through decades of
use could play a critical role in ending the SARS-CoV-2 pandemic. Using re-purposed
medicines may be especially important because it could take months for much of the
world's population to get vaccinated, particularly among low- and middle-income country
(LMIC) populations. Drug re-purposing has been proposed as an alternative to developing
de-novo treatment for covid-19, given the costly and time-consuming process involved in
developing and demonstrating safety of new technologies (Low 2020. Re-positioned drugs
may offer a cost-effective pathway to treatment of covid-19; for example, the corticosteroid
dexamethasone has been shown to be cost-effective in treating severe covid-19 infection
cases (Jo 2020).

Ivermectin is a well-known medicine that is approved by the World Health Organization and
the US Food and Drug Administration (FDA) for use as an anti-parasitic medication. That it
has now been shown to have anti-viral and anti-inflammatory properties suggests that
ivermectin's effect against SARS-CoV-2 needs a systematic review. Currently, ivermectin is
commercially available and affordable in many countries globally (Banerjee 2020). A 2018

application for ivermectin use for scabies gives a price of $2.90 for 100 12 mg tablets (WHO
2018b). A therapeutic course of ivermectin for cases of covid-19 infection in India, for
example, has been reported to cost less than PPPS 53.93 for a dose of 12mg twice daily for
7 days (Vora 2020; PPP = purchasing power parity in 2021). This price for ivermectin
represents that of a dosage at the upper-end of what has be used to treat covid-19 cases
(Vora 2020). For these reasons, the exploration of ivermectin’s potential effectiveness
against SARS-CoV-2 has been stated of particular importance for settings with limited
resources (Chaccour 2020). If demonstrated to be effective as a treatment for covid-19, the

cost-effectiveness of ivermectin could potentially be considered against existing treatments
and prophylaxes.

Priority Questions:

Question 1: Among people with covid-19 infection (P), what is the effect of ivermectin
treatment (I) compared with no ivermectin (C) on important health outcomes (0)?

Question 2: Among people at higher risk of covid-19 infection (P), what is the effect of
prophylactic ivermectin (I) compared with no ivermectin (C) on important health outcomes?
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Objectives

To assess the effectiveness of ivermectin treatment among people with covid-19 infection
(to address priority question 1) and as a prophylaxis among people at higher risk of covid-19
infection (to address priority question 2).

Safety will also be assessed in included randomised controlled trials (RCTs). However, since
it is one of the World Health Organisation’s Essential Medicines (WHO 2019) and is
considered safe for use in humans (Banerjee 2020; Navarro 2020; WHO 2018), no
assessment will be made beyond included RCTS.

Methods

Criteria for considering studies for this review

Types of studies

Prespecified eligibility criteria is as follows:
Study design
¢ Randomised controlled trials (RCTs)
e Quasi-RCTs
e Cluster-RCTs
Minimum study duration

Any time frame.

Types of participants

e For research question 1: People with mild, moderate, severe or critical covid-19
infection.

e For research question 2: People at higher risk of covid-19 infection, such as frontline
workers and covid-19 contacts.

Special populations of interest are healthcare and other frontline workers, the elderly, and
those with pre-existing health conditions.

Types of interventions

Intervention

e Oral ivermectin, administered as a minimum single dose of 6 mg.
o Studies assessing ivermectin in combination with doxycycline or other
medicines or supplements will be included.
o Studies comparing different formulations, doses, and schedules of ivermectin
will also be included.
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Comparator(s)

¢ Noivermectin
o placebo, or
o another active treatment

Types of outcome measures

Primary outcomes

For Question 1: Ivermectin treatment vs control/comparator:
¢ Death from any cause

For Question 2: Ivermectin prophylaxis vs control:
e covid-19 infection

Secondary outcomes

For Question 1: lvermectin treatment vs control/comparator:

e Time to PCR negativity, in days

e Time to clinical recovery, in days

e Admission to ICU

e Requiring mechanical ventilation

e Length of hospital stay, in days

e Admission to hospital

e Duration of mechanical ventilation
e Serious adverse events

For Question 2: Ivermectin prophylaxis vs control:

e Admission to hospital
e Death from any cause
e Serious adverse events

Studies will be included in the review irrespective of whether they measured outcome data
that are reported in a way that allows us to include them in meta-analysis. We will also
include studies that are otherwise eligible but may not necessarily report on the review’s
outcomes; these studies will be summarised in Characteristics of included studies tables.
This will be done in case we miss any outcomes that are pertinent as new outcomes of
importance may emerge given the changing nature of the pandemic. We will note any such
analyses as post hoc and interpret accordingly.

We will also produce a brief economic commentary (BEC) to summarise the available
economic evidence relating to: 1) ivermectin as treatment and 2) ivermectin as prophylaxis
for covid-19 infection.
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Search methods for identification of studies

Electronic searches

An information specialist, (JP) designed all of the searches and will conduct them. These
were informed and verified by a content expert (TL) and were independently peer reviewed
by (ANS). The Medline search strategy is presented in Appendix 1. The search strategies in
other electronic databases will be adapted accordingly. The following electronic databases
will be searched:

e Medline from 1946 (for completeness but nothing should appear until 2019 in
theory)

e Embase from 1980

o CENTRAL (latest issue)

e Cochrane covid-19 Study Register

e Chinese databases

We will perform a supplementary search to identify economic evaluation studies. The
search will be conducted in Medline and Embase and limited to published studies from
November 2019 to capture studies conducted since the initial outbreak of SARS-CoV-2. The
search strategies that will be used to identify economic evidence can be viewed in Appendix
2. Following current guidance (Aluko 2020), the reference lists of the studies included in the
main review will also be examined for any relevant economic data.

Searching other resources

We will search www.controlled-trials.com/rct, www.clinicaltrials.gov and
www.cancer.gov/clinicaltrials for ongoing trials.

We will search the reference list of included studies, and of two other 2021 literature
reviews that we are aware of on ivermectin (Kory 2021; Hill 2021). We have made initial
contacts to experts in the field (Drs. Andrew Hill, Pierre Kory and Paul Marik) for information
on new and emerging trial data but will follow these contacts up during the review process.
This is a rapidly expanding evidence base so the number of trials are increasing quickly; as
such, we will check for updates on ongoing trials regularly and perform hand searches as
necessary.

Data collection and analysis

Selection of studies

Screening

All titles and abstracts retrieved by electronic searching will be downloaded to Endnote and
duplicates will be removed. Two review authors (AB, TL, TD) with expertise in systematic
reviewing will screen all titles and abstracts for eligibility. Full texts will also be reviewed by
two reviewers (AB, TL, TD). Discrepancies will be resolved by consensus. Reasons for
exclusion will be recorded for all studies excluded after full text review.
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Inclusion of non-English language studies

Where possible, we will translate any reports of RCTs published in other languages than
English.

Data extraction and management

We will abstract data using a pilot form which will be trialled by two reviewers (TL, TD, AB or
GG) to record the following:

e Study design (including methods, location, sites, funding, study author declaration of
interests, inclusion/exclusion criteria)

o Setting: hospital inpatient, outpatient

e Participant characteristics: disease severity, age, gender, co-morbidities, smoking,
occupational risk

e Intervention characteristics: dose and frequency of ivermectin

e Comparator characteristics: dose and frequency of comparator

e Risk of bias items (see below)

e Length of follow-up

e QOutcomes (as above) including numbers in each arm, definitions, unit of
measurements, etc.

Data on outcomes will be extracted as below:

e For dichotomous outcomes (i.e. death from any cause, SAEs, etc), we will extract the
number of participants in each treatment arm and the number of participants
assessed at endpoint, in order to estimate a risk ratio.

e For continuous outcomes (i.e. length of hospital stay), we will extract the final value
and standard deviation of the outcome of interest and the number of participants
assessed at endpoint in each treatment arm at the end of follow-up, in order to
estimate the mean difference between treatment arms and its standard error.

If possible, we will extract data relevant to an intention-to-treat analysis, in which
participants are analysed in groups to which they are assigned.

We will use Microsoft Excel to collate the data. If there is a conflict between data reported
across multiple sources for a single study (e.g. between a published article and a trial
registry record), we will email the authors for clarification. Differences between reviewers
will be resolved by discussion.

Assessment of risk of bias in included studies

An assessment of risk of bias in each included RCT will be conducted by two reviewers (TL,
TD, AB or GG) using the Cochrane risk of bias tool (Higgins 2019). Discrepancies will be
resolved by discussion and, if necessary, involving a third reviewer. The risk of bias includes
assessment of:
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e sequence generation

e allocation concealment

e blinding (Assessment of blinding will be relevant to participants, health care
personnel and outcome assessors)

e incomplete outcome data: We will record the proportion of participants whose
outcomes were not reported at the end of the trial and will note whether loss to
follow-up is not reported. We will code a satisfactory level of loss to follow-up for
each outcome as:

o Yes, if fewer than 20% of participants are lost to follow-up and reasons for
loss to follow-up are similar in both treatment arms
o No, if more than 20% of patients are lost to follow-up or reasons for loss to
follow-up is different between treatment arms
o Unclear if loss to follow-up is not reported
e selective reporting of outcomes
e other possible sources of bias

We will pay close scrutiny to unpublished reports and those of unpublished works and
preprints that have not undergone formal peer review. If we can retrieve adequate
information we will reach consensus in either making an appropriate risk of bias judgement
in each domain for that trial or exclude is sufficient doubt as to whether it is truly an RCT.

Results will be presented in both a risk of bias graph and a risk of bias summary. Results of
meta-analyses will be interpreted in light of the findings with respect to risk of bias.

Measures of treatment effect

We will use the following measures of the effect of treatment:

e For dichotomous outcomes (e.g. death from any cause, SAEs), we will use the risk
ratio

e For continuous outcomes, we will use the mean difference (MD) or standardised
mean difference (SMD) as appropriate. Continuous outcome data for length of
hospital stay and time to recovery will be standardised to the same unit of
measurement (i.e. days) so the need to use SMD is unlikely.

Unit of analysis issues

We will consider interventions that comprised multiple doses of ivermectin as a single
intervention and subgroup when necessary. None of our outcomes should be time-
dependent (e.g. measured at a particular time point since these are relatively short term
outcomes given nature of the virus and intention of the interventions).

We will also include cluster randomised controlled trials (cluster-RCTs). If the analysis
accounts for the cluster design then a direct estimate of the desired treatment effect will be
extracted e.g. RR plus 95% Cl. If the analysis does not account for the cluster design, we will
extract the number of clusters randomised to each intervention, the average cluster size in
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each intervention group and the outcome data, ignoring the cluster design, for all
participants in each group. We will then use an external estimate of the intracluster
coefficient (ICC) to estimate a design effect to inflate the variance of the effect estimate
(Higgins 2019). It will then enter the data into RevMan 5.4 and combine the cluster
randomised trials with individually randomised trials in the same meta-analysis.

Dealing with missing data

We will not impute missing data for any of the outcomes.
Contacting study authors

Authors of trials will be contacted for missing outcome data and for clarification on study
methods, if possible, and for trial status for ongoing trials. We are aware that many studies
will be in preprint form or not in peer review journals yet, so we will request full and
transparent information on trial conduct including risk of bias confirmation as well as details
on participants’ populations, interventions and outcomes if necessary. We will follow
Cochrane guidelines and recommendations on the need to include these data from
unpublished studies to attempt to reduce publication bias and selective reporting of

outcomes (Higgins 2019).

Assessment of heterogeneity

We will assess heterogeneity between studies by visual inspection of forest plots, by
estimation of the I* statistic (I2 >60% was considered substantial heterogeneity) (Higgins
2003), by a formal statistical test to indicate statistically significant heterogeneity (Deeks
2001) and, if possible, by subgroup analyses (see below). If there is evidence of substantial
heterogeneity, the possible reasons for this will be investigated and reported.

Assessment of reporting biases

Funnel plots corresponding to meta-analysis of the primary outcome will be examined to
assess the potential for small study effects if more than 10 trials are included in the analysis.
If there is evidence of small-study effects, publication bias will be considered as only one of
a number of possible explanations. If these plots suggest that treatment effects may not be
sampled from a symmetric distribution, as assumed by the random effects model, sensitivity
analyses will be performed using fixed effects models (Higgins 2019).

Data synthesis

If sufficient clinically similar trials are available, we will pool their results in meta-analyses.
We will use forest plots to display the results of the data syntheses.

e For dichotomous outcomes, the risk ratios will be pooled.

e For continuous outcomes, the MD or standardised mean difference (if appropriate)
will be pooled
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Trials with multiple treatment groups are discussed above, but in the unlikely event the
‘shared’ comparison group was divided into the number of treatment groups and
comparisons made between each treatment group, the split comparison group were
treated as independent comparisons.

We will meta-analyse data using the random effects model (DerSimonian 1986). Results will
use Mantel-Haentzel method for weighting.

Where interventions differed to any degree or there was other substantial heterogeneity
the results were reported in a narrative.

Subgroup analysis and investigation of heterogeneity

Where possible, we will perform subgroup analyses grouping trials by:

o Disease severity, namely mild, moderate, severe and any disease
e Inpatients vs outpatients
¢ Single dose vs multiple doses

Sensitivity analysis

We will perform sensitivity analysis by excluding trials which do not confirm adequate
methods of randomisation for treatment assignment and allocation concealment. We will
also perform sensitivity analysis for other aspects that may put a trial at high risk of bias and
trials creating unexplained heterogeneity as outlined above in Assessment of heterogeneity
and trials identified in subgroup analysis.

Grade and Summary of findings

All outcomes will be assessed independently by two review authors (TD and AB) using the
GRADE approach (Schiinemann 2019; GRADE 2020), which ranks the quality of the evidence.
Results will be presented in a summary of findings table for treatment and prophylaxis
outcomes (Appendix 4). Any differences will be resolved by discussion with the wider group.
We will use Cochrane Effective Practice and Organisation of Care guidance to interpret the
evidence (EPOC 2015).

Brief economic commentary

We will develop a brief economic commentary (BEC) based on current methods guidance
(Aluko 2020). The (BEC) will summarise the availability and core findings of full economic
evaluations (cost-utility analyses, cost-effectiveness analyses and cost-benefit analyses) of
ivermectin compared to alternatives regimens for 1) treatment and 2) prophylaxis of SARS-
CoV-2. Findings from studies conducted in all settings globally will be considered.
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Appendices

1 MEDLINE search strategy

2 Economic Medline search strategy

LN A WNR

PR R R
A WNPFL O

exp Ivermectin/

(stromectol* or mectizan®* or soolantra* or sklice* or ivermectin* or ivomec or
acarexx or bimectin* or cardomec or equimectrin or eqvalan or heartgard* or
hyvermectin or lvermax or noromectin or oramec or pandex or phoenectin or
stromectal or uvemec or vermic or vetmec or zimecterin).ti,ab,kw.
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(Dihydroavermectin* or "cardotek-30" or "CCRIS 8839" or "EINECS 274-536-0" or "L

640471" or "MK 933" or "MK-0933" or "UNII-8883YP2R6D" or "agri-

mectin").ti,ab,kw.
lor2or3

exp Severe Acute Respiratory Syndrome/

covid-19.mp.
covid.mp.
SARS-CoV-2.mp.

severe acute respiratory syndrome coronavirus 2.mp.
. 2019-nCoV.mp.
. 2019 novel coronavirus.mp.

. Wuhan coronavirus.mp.
.50or6or7or8or9orl10orllori2
.4and 13

exp lvermectin/
stromectol*.ti,ab,kw.
mectizan*.ti,ab,kw.
soolantra*.ti,ab,kw.
sklice*.ti,ab,kw.
ivermectin®.ti,ab,kw.
ivomec*.ti,ab,kw.
acarexx*®.ti,ab,kw.
bimectin*.ti,ab,kw.

. cardomec*.ti,ab,kw.

. equimectrin®.ti,ab,kw.
. egvalan*.ti,ab,kw.

. heartgard*.ti,ab,kw.

. hyvermectin*.ti,ab,kw.
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15.
16.
17.
18.
19.
20.
21.
22.
23.
24,
25.
26.
27.
28.
29.
30.
31.
32.
33.
34.

35.
36.
37.
38.
39.
40.
41.
42.
43.
44,
45.

46.
47.
48.
49,
50.
51.
52.
53.
54,
55.
56.
57.
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Ivermax*.ti,ab,kw.

noromectin*.ti,ab,kw.

oramec*.ti,ab,kw.

pandex*.ti,ab,kw.

phoenectin*.ti,ab,kw.

stromectal*.ti,ab,kw.

uvemec*.ti,ab,kw.

vermic*.ti,ab,kw.

vetmec*.ti,ab,kw.

zimecterin*.ti,ab,kw.

Dihydroavermectin*.ti,ab,kw.

cardotek-30.ti,ab,kw.

CCRIS 8839.ti,ab,kw.

EINECS 274-536-0.ti,ab,kw.

L 640471.ti,ab,kw.

MK 933.ti,ab,kw.

MK-0933.ti,ab,kw.

UNII-8883YP2R6D.ti,ab,kw.

agri-mectin.ti,ab,kw.
lor2or3ord4or5or6or7or8or9orl1l0orllorl2orl13orl4oril5orl6orl7
orl1l8or19o0r20o0r2lor22or23or24or250r26o0r27or28or29or30o0r31or
320r33

Coronavirus Infections/

covid-19/

SARS-CoV-2/

covid-19.rs.

severe acute respiratory syndrome coronavirus 2.0s.

(2019 nCov or nCov 2019 or nCov 19).tw,kf.

(coronavir* or corona vir*).tw,kf.

covid.mp.

covid19.tw,kf.

("SARS-CoV-2" or "SARS-CoV2" or SARSCoV2 or "SARSCoV-2").mp.
("SARS coronavirus 2" or "SARS-like coronavirus" or "Severe Acute Respiratory
Syndrome Coronavirus-2").mp.
350r360r370r38o0r39o0rd40or4l1or42ord43orddoris

34 and 46

economics/

exp "costs and cost analysis"/

cost of illness/

exp health care costs/

economic value of life/

exp economics medical/

exp economics hospital/

economics pharmaceutical/

exp "Fees and Charges"/

(economS or cost or costs or costly or costing or price or pricing or
pharmacoeconomic$S).tw.
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58. (expenditure$ not energy).tw.

59. (value adj1l money).tw.

60. budgetS.tw.

61. exp Cost-Benefit Analysis/

62. (cost* adj3 (effectiv* or utilit* or benefit* or evaluat* or consequence™)).ti,ab,kw.

63. (CEA or CUA or CBA or CCA).ti,ab,kw.

64.48 or 49 or 50 or 51 or 52 or 53 or 54 or 55 or 56 or 57 or 58 or 59 or 60 or 61 or 62
or 63

65. 47 and 64

3 Data extraction form

Review Title: Ivermectin for prophylaxis and treatment of covid-19

Review ID: Study ID: Reference ID:

Person/s extracting data: Date of date extraction: Year of study publication:
Study citation:

Other publications from same study:

Study eligibility

Study Eligibility criteria Eligibility criteria Location in text or
Characteristics met? source (pg
(Insert inclusion criteria for /fig/table/other)
each characteristic as defined
in the Protocol) Yes No Unclear

Type of study
Participants

Types of
intervention

Types of
comparison

Types of outcome
measures

INCLUDE EXCLUDE

Reason for
exclusion

Notes:

DO NOT PROCEED IF STUDY IS EXCLUDED FROM REVIEW

Methods
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Design:

Country:

Accrual dates:

Trial reg:

Funding:

Declaration of interests:

Participants

No. randomised:

No. analysed:

Inclusion/exclusion criteria:

Age:

Gender:

Co-morbidities:

Smokers:

Severity of covid-19 infection (in treatment setting):
[List anything else]

Interventions/study arms

Arm 1:

Arm 2:

Outcomes (please underline review outcomes):

Risk of Bias assessment

Page 25

See Chapter 8 of the Cochrane Handbook (Higgins 2019). Additional domains may be added

for non-randomised studies.

Domain Risk of bias Support for judgement Location in text or source
Low High Unclear (page/fig/table/other)

(include direct quotes

British Ivermectin Recommendation Development Group
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Random sequence
generation

(selection bias)

Allocation
concealment

(selection bias)
Blinding of
participants and
personnel

(performance bias)

(if separate
judgement by
outcome(s) required)

Blinding of outcome
assessment

(detection bias)

(if separate
judgement by
outcome(s) required)

Incomplete outcome
data

(attrition bias)

(if separate
judgement by
outcome(s) required)

Selective outcome
reporting?

(reporting bias)
Other bias
Notes:

Additional information requested

Information requested:

From:

where available with

explanatory comments)

Outcome group:

Outcome group:

Outcome group:

Outcome group:

Outcome group:

Outcome group:

British Ivermectin Recommendation Development Group
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Date:

Response:
Outcomes for main analysis

Outcome Measures (Dichotomous)

Primary
1 Death (mild to moderate Covid)
Death (severe Covid)

Death (any Covid, if severity not
specified)

2 covid-19 infection (prevention studies)

Secondary
3 Admission to ICU
4 Mechanical ventilation

5 Admission to hospital (prevention
studies)

6 Admission to hospital (treatment
studies)

7 Improvement
8 Deterioration
9 Severe adverse events

Outcome Measures (Continuous)

Secondary

1 Recovery time to -ve PCR (outpatient)

Total number of participants in study =

Intervention Control group
rou
Total no. in group =
Total no. in group

events total events total

Total number of participants in study

Intervention Control group
rou

Total no. in group
Total no. in group =

mean SD total mean SD total

Recovery time to -ve PCR (inpatient — mild to mod)

Recovery time to -ve PCR (inpatient — severe Covid)

2 Clinical recovery time (outpatient)
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Clinical recovery time (inpatient) — mild to mod)
Clinical recovery time (inpatient — severe Covid)

3 Length of hospital stay (mild to mod Covid)
Length of hospital stay (severe Covid)

Length of hospital stay (any Covid, if severity not
specified)
4 Duration of mechanical ventilation

General conclusions
Very brief summary of study authors main findings/conclusions:

Notes

Exclusion after data extraction

Reasons for exclusion: (study design? participants? interventions/ outcomes? attrition?
bias?)

Dates:
Date entered into RevMan and by whom?
Date checked and by whom?

This form was adapted from “Good practice templates” developed by the Cochrane Editorial
Resources Committee http://training.cochrane.org/authors/presentations/collecting-data

4 Summary of Findings dummy tables

Summary of findings: ivermectin for covid-19 treatment
Ivermectin compared with no ivermectin for treatment of covid-19 infection
Patient or population: Participants with covid-19 infection

Settings: Any
Intervention: Ivermectin treatment

Comparison: Control which included no ivermectin treatment

Outcomes lllustrative comparative Relative No of Quality of Comments
risks* (95% Cl) effect Participants the
Assumed Corresponding (95%Cl)  (RCTs)  evidence
risk risk (GRADE)
No Ivermectin
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PROTOCOL: Ivermectin for prevention and treatment of covid-19 Page 29

ivermectin
NNT will be
Death from .
calculated if
any cause .
appropriate
Recovery
time to

negative PCR
test (days)
Time to
clinical
recovery
(days)
Admission to
ICU

Need for
mechanical
ventilation

Length of
hospital stay
(days)
Admission to
hospital

Duration of
mechanical
ventilation

Serious
adverse
events

*The basis for the assumed risk (e.g. the median control group risk across studies) is
provided in footnotes. The corresponding risk (and its 95% confidence interval) is based on
the assumed risk in the comparison group and the relative effect of the intervention (and its
95% Cl).

Cl: Confidence interval; RR: Risk Ratio; MD: Mean Difference; RCT: Randomised controlled
trial; NNT: number needed to treat; ICU: intensive care unit; PCR: polymerase chain
reaction.

GRADE Working Group grades of evidence

High quality: Further research is very unlikely to change our confidence in the estimate of
effect.

Moderate quality: Further research is likely to have an important impact on our confidence
in the estimate of effect and may change the estimate.

Low quality: Further research is very likely to have an important impact on our confidence
in the estimate of effect and is likely to change the estimate.

Very low quality: We are very uncertain about the estimate.
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2 Summary of findings: ivermectin for covid-19 prophylaxis
Ivermectin compared with no ivermectin for prophylaxis of covid-19 infection
Patient or population: Participants without covid-19 infection (healthy population)

Settings: Any
Intervention: lvermectin treatment aimed at prevention of covid-19 infection

Comparison: Control which included no ivermectin treatment

Outcomes lllustrative comparative  Relative No of Quality of Comments
risks* (95% Cl) effect Participants the
Assumed Corresponding (95%Cl)  (RCTs)  evidence
risk risk (GRADE)
No Ivermectin
ivermectin
covid-19 NNT will b?
. . calculated if
infection .
appropriate
Admission
to hospital
Death from
any cause
Serious
adverse
events

*The basis for the assumed risk (e.g. the median control group risk across studies) is
provided in footnotes. The corresponding risk (and its 95% confidence interval) is based on
the assumed risk in the comparison group and the relative effect of the intervention (and its
95% Cl).

Cl: Confidence interval; RR: Risk Ratio; RCT: Randomised controlled trial; NNT: number
needed to treat.

GRADE Working Group grades of evidence

High quality: Further research is very unlikely to change our confidence in the estimate of
effect.

Moderate quality: Further research is likely to have an important impact on our confidence
in the estimate of effect and may change the estimate.

Low quality: Further research is very likely to have an important impact on our confidence
in the estimate of effect and is likely to change the estimate.

Very low quality: We are very uncertain about the estimate.
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