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Abstract

Background: Making testing avail able to everyone and tracing contacts might be the gold standard to control COVID-19. Many
countries including the United Kingdom have relied on the symptom-based test and trace strategy in bringing the COVID-19
pandemic under control. The effectiveness of atest and trace strategy based on symptoms has been questionable and has failed
to meet testing and tracing needs. Thisis further exacerbated by it not being delivered at the point of care, leading to rising cases
and deaths. Increases in COVID-19 cases and deaths in the United Kingdom despite performing the highest number of testsin
Europe suggest that symptom-based testing and contact tracing might not be effective asacontrol strategy. An alternative strategy
is making testing availableto all.

Objective: The primary objective of this review was to compare mass testing and contact tracing with the conventional test and
trace method in the suppression of SARS-CoV-2 infections. The secondary objective was to determine the proportion of
asymptomatic COVID-19 cases reported during mass testing interventions.

Methods: Literature in English was searched from September through December 2020 in Google Scholar, ScienceDirect,
Mendeley, and PubMed. Search termsincluded “masstesting,” “test and trace,” “ contact tracing,” “COVID-19,” “SARS-CoV-2,
“effectiveness,” “asymptomatic,” “symptomatic,” “community screening,” “UK,” and “2020.” Search results were synthesized
without meta-analysis using the direction of effect asthe standardized metric and vote counting asthe synthesismetric. A statistical
synthesis was performed using Stata 14.2. Tabular and graphical methods were used to present findings.

Results. The literature search yielded 286 articles from Google Scholar, 20 from ScienceDirect, 14 from Mendeley, 27 from
PubMed, and 15 through manual search. A total of 35 articleswereincluded in the review, with a sample size of nearly 1 million
participants. Wefound a 76.9% (10/13, 95% CI 46.2%-95.0%; P=.09) mgjority votein favor of theintervention under the primary
objective. The overall proportion of asymptomatic cases among those who tested positive and in the tested sample populations
under the secondary objective was 40.7% (1084/2661, 95% CI 38.9%-42.6%) and 0.0% (1084/9,942,878, 95% CI 0.0%-0.0%),
respectively.
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Conclusions: There was low-level but promising evidence that mass testing and contact tracing could be more effective in
bringing the virus under control and even more effectiveif combined with social distancing and face coverings. The conventional
test and trace method should be superseded by decentralized and regular mass rapid testing and contact tracing, championed by
general practitioner surgeries and low-cost community services.

(IMIRx Med 2021;2(2):627254) doi:10.2196/27254
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Introduction

Background

The United Kingdom’'s Test and Trace program has been
suboptimal in addressing the testing needs of those infected
with SARS-CoV-2 and can hardly be expected to handle its
new variant [1]. The panic over rising cases and a potentially
more dangerous second wave led to the creation of the National
Ingtitute for Health Protection [2]. Other follow-up measures
against rising cases have been the implementation of anational
lockdown; atier system; furlough and other support schemes,
increased testing; and the approval of the Pfizer, Oxford
AstraZeneca, and M odernavaccines|[3,4]. Aspart of the above,
about 56 million tests were performed by January 10, 2021,
with about 1.3 million vaccinated [5]. To meet testing needs,
the United Kingdom plans to launch the £100-hillion
“moonshot” program. Thisprogram will perform optimally only
if tests are delivered based on infections rather than on
symptoms in controlling the pandemic [6,7]. According to the
Director-General of the World Heath Organization, “You
cannot fight a fire blindfolded. And we cannot stop this
pandemic if we don't know who is infected” [8]. Knowledge
of infections could better inform public policy and facilitate the
equitable rollout of vaccines. While we remain hopeful that
vaccines will effectively speed up or provide herd immunity, it
is important not to lose sight of other control measures like
regular, widespread testing. Regular mass testing combined
with contact tracing could be a novel control strategy not just
to inform vaccination but also to guard against uncertainties
arising from any new variant [9].

Research in Context

Prior to this study, 3 modeling studiesimplemented in the United
Kingdom on mass testing were found. There was also 1
systematic review that evaluated the effectiveness of universal
screening for SARS-CoV-2 compared to no screening [10].

This study isthefirst review, to the best of our knowledge, that
sought to evaluate the benefits of mass testing and contact
tracing (hybrid strategy) compared to test and trace, to control
COVID-19inthe United Kingdom. The reported proportion of
asymptomatic cases during mass testing was also explored.

https://xmed.jmir.org/2021/2/e27254

There is an urgent need for a strategy that will identify
SARS-CoV-2 carrierswhen their viral load ishigh and are most
likely to beinfectious. Real-time studies are needed to (1) obtain
atrue picture of disease burden, (2) validate various masstesting
options for surveillance, and (3) better inform vaccination
programs.

Conventional Test and Trace

Figure 1 shows the traditional test and trace system currently
implemented in the United Kingdom, with severa possible
implications; readers should refer to the UK government website
for further details on how the Test and Trace program works
[11]. In the face of rising asymptomatic infectivity, the present
delivery strategy can be categorized as “the cake not worth the
candle,” since the program fails to determine the true burden
of the disease.

The following can generally be observed in the conventional
system:

1. Individualswho are asymptomatic and presymptomatic are
missed [12,13];

2. Peoplearegeneraly afraid of quarantine and may shy away
from testing [14];

3. Decisionsrelated to public safety (eg, getting tested) have
been shifted to the public;

4. Operational false-positive estimatesin the United Kingdom
are currently unknown [15];

5. Theproportion of daily asymptomatic casesis still not part
of the reported national statistics and the true disease burden
remains unknown [16];

6. Test and trace depend on salf-reported contacts, which may
be flawed;

7. Members of the public are hesitant due to data
ethics—associated stigma [17];

8. The test and trace strategy is a shift away from universal
health coverage in the midst of a pandemic [18];

9. Long travel and other factors are barriers to accessing
sample collection centers;

10. There seems to be an apparent mix-up between “sample
collection centers’ and “testing centers.”
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Figure 1. The conventional test and trace system.
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The* Infectivity Problem” of COVID-19

The “infectivity problem” can be summarized into (1) the test
ramp-up controversy, (2) test and trace system leakages, (3) the
time-to-test paradox, (4) inequitable test delivery, and (5) test
and trace system delays.

Test Ramp-up Controversy

This refers to the heated discussion and lockdown-related
antagonism expressed by the public regarding the undesired
positive correlation, which was presumed inverse, between
testing capacity and COVID-19 cases. The supposed endgame
of test ramp-up was to contain the virus, but countries have
found themselves in the opposite situation. This may be due to
more cases now being detected as a result of increased testing
or because testing is not comprehensive and early enough to
outweigh viral shedding. This may culminate into the United
Kingdom’s*“ operation moonshot” controversy if thetesting rate
continues to be less than the infectivity rate [19].

Test and Trace System L eakages

Leakage refers to infectious individuals who are not detected.
This includes those with either unreported symptoms or not
presenting for testing despite being able to, those sent home

https://xmed.jmir.org/2021/2/e27254
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due to an unavailability of tests, testing conducted on samples
of compromised quality, unreported and untraced contacts, false
negatives, and noncompliance to isolation and quarantine rules
[20-22].

Time-to-Test Paradox

This refers to the conflicting interest of whether to test before
symptom onset or upon reported symptoms. The Test and Trace
program has been designed not to test people at the very early
stages of infection for fear of missing out on the very cases it
is meant to detect. The sameistrue when people are tested late
[23,24]. A hidden “giant” within this paradox and a major
contributor to transmissions is asymptomatic and
presymptomatic infectivity. Research suggests that the seria
interval of COVID-19 is shorter than the incubation period,
indicating a possibleinfectivity multiplier effect before the onset
of symptoms [25,26]. This is further compounded by the
currently unknown operational false negatives[15].

Inequitable Test Delivery

Thisrefersto testing that is not only being selective but is also
not being delivered at the point of care. As a result, a major
group of the public is eliminated. This has led to the lack of a
comprehensive understanding of disease behavior.
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Test and Trace System Delays

The problem includes delays in testing those reporting
symptoms, test-to-results delays, and time lapses in contact
tracing. These system delays have led to increasing infections
in the face of delivering the highest number of testsin Europe
[27]. A disease that is as deadly as the present one does not
tolerate turnaround time and mitigation program mistakes, the
biggest of which has been the neglect of asymptomatic
infectivity.

Methods

Study Objectives

In this study, we compared the strategy of mass testing and
contact tracing with the conventional test and trace method in
the control of COVID-19 in the United Kingdom. Masstesting
and contact tracing is one proactive way of testing individuals
irrespective of symptoms to detect infections, track their
contacts, and break the transmission circuit of SARS-CoV-2in
atimely manner [28,29].

This study’s objective was twofold. We aimed (1) to evaluate
the evidence of mass test and trace compared to conventional
test and trace in the suppression of community transmissions
of COVID-19 and (2) to find out the proportion of asymptomatic
carriers during mass testing interventions.

The primary and secondary research questions are (1) is there
evidence that testing irrespective of symptoms combined with
tracing could suppress SARS-CoV-2 infections better than
symptom-based testing and tracing? and (2) what is the
proportion of asymptomatic carriers of SARS-CoV-2 reported
during mass testing interventions?

Database Search

Search Strategy

A literature search was performed on September 9, 2020, and
constantly refreshed through December 22, 2020. The search
involved all articles in English published in 2020, including
gray literature. Search termsin Google Scholar included “[UK]
[effectiveness of mass testing] [COVID-19] [SARS-CoV-2]
[contact OR tracing] [contact tracing] [effectiveness of test and
trace] —Animals —-Influenza —HIV —Cancer.” The search was
restricted to the year 2020.

An advanced search was performed in ScienceDirect for “[test
and trace] OR [contact tracing] AND [COVID-19] AND
[SARS-CoV-2] AND [asymptomatic] AND [symptomatic] OR
[screening for SARS-CoV-2] OR [mass testing for
SARS-CoV-2]” with article titles terms “[UK] AND [test and
trace] OR [contact tracing] OR [community screening for
SARS-CoV-2] OR [masstesting for SARS-CoV-2].” Thesearch
was restricted to the year 2020.

A search in PubMed included “((((((((mass testing for
COVID-19 and “contact tracing”) OR (mass testing for
SARS-CoV-2 and “contact tracing”)) OR (“test and trace™))
OR (“mass testing” and “symptom-based testing”)) NOT
(Animals)) NOT (HIV)) NOT (Influenza)) NOT (Ebola)) NOT
(Cancer).”

https://xmed.jmir.org/2021/2/e27254
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Finaly, a search for “mass testing for COVID-19" AND
“contact tracing for COVID-19” OR “mass testing for
SARS-CoV-2" AND *“contact tracing for SARS-CoV-2" was
performed in Mendeley.

Eligibility Criteria and Exclusion

Eligibility

The population of interest included persons infected with
SARS-CoV-2 who were either symptomatic or asymptomatic.
The intervention of interest was mass testing irrespective of
symptoms and tracing contacts. The comparison was atest and
trace strategy based on symptoms. We wereinterested in studies
eval uating effectiveness, cost-effectiveness, safety, acceptability,
and equity under the primary research question, and the
proportion of asymptomatic cases under the secondary research
question. Studies that did not include contact tracing but
compared testing irrespective of symptoms and symptom-based
testing were al so included under the primary research question.

Exclusion

Articles were excluded if they were published before the year
2020, were not in English, had inaccessible full texts, were not
related to COV1D-19, focused on nonhuman subjects, and were
not related to mass testing. Given that this review was about
detecting people currently infected, we excluded antibody
studies. We also excluded editorials, theses, protocols, and news
articles.

Selection and Publication Bias

The preferential publication of studies was counteracted by
ensuring that our search included gray literature. Missing data
effect verification was performed by searching for gray literature
that sought to compare the effectiveness of the intervention to
the control [30].

Data M anagement

Data Extraction

We performed a detailed screening of the extracted data for
individual studies. Extracted dataincluded the study date, author,
setting, study design, study objective, type of intervention,
outcome, type of participants, strategies used, assumptions, data
analysis, results, study limitations, and bias.

Criteriafor Grouping Studies

Following our study objective, studies for synthesis were
grouped according to study outcomes. This was done to help
capture the studies whose interventions were geared toward
evaluating effects on outcomes of interest [31]. This aso
facilitated the synthesis of results according to the research
guestions.

Data Quality Assessment

Review findings were synthesized thematically. The quality of
studieswas critically apprai sed using the most recent tool s based
on study design, following the Public Health Ontario MetQAT
(Meta Quality Appraisal Tool) 1.0 [32,33]. The methodology
and risk of bias of modeling studies were assessed using the
Relevance and Credihbility Assessment of Modeling Studiestool
proposed by Caro and colleagues [34]. Cohort studies were
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assessed using the Critical Appraisal Skills Program (CASP)
tool [35]. The Specialist Unit for Review Evidence (SURE) tool
was used to assess cross-sectional studies [36]. Studies were
grouped into 6 main categories according to study outcomes,
as outlined in the digibility criteria, for easy analysis and
synthesis. The quality of evidence generated by different studies
was assessed using the Grading of Recommendations
Assessment, Development and Evaluation (GRADE) tool [37].

Standardized and Synthesis Metrics

The direction of effect was used as the standardized metric
because there was alack of precision, which was specific to the
effect of theintervention and control in the results presented by
different studies. Thisdid not permit the cal culation of summary
statistics[38]. In light of the above, vote counting was the best
match in synthesizing the results. A sign test was used to
indicate whether there was evidence of an effect or not.
Equivocal effects between the intervention and control were
considered to be distributed around the null hypothesis of no
effect. Thisstudy made use of Synthesis Without Meta-Anaysis
(SWiM) reporting guidelines to report review results [39].

Data Presentation and Visualization

Tabular and graphical methods were deployed in presenting the
results of this study. For the primary objective, the GRADE
summary of findings table was used to present the certainty of
evidence and abar chart to present the effect direction of studies.
For the secondary objective, forest plots were used to present
the proportion of asymptomatic cases of SARS-CoV-2, using
an Excel model proposed by Neyeloff et al [40].

Criteriafor Prioritizing Results

Concerning the primary question, the results of studies that
evaluated the effectiveness of theintervention and control within
the United Kingdom, with low risk of bias, were prioritized
since this was in line with the review objective. Real-time
studieswere a so prioritized asthese are more likely to resemble
reality.

Heterogeneity Assessment

The heterogeneity of studieswas assessed following the GRADE
risk assessment factors [41]. The lack of a pooled effect size

https://xmed.jmir.org/2021/2/e27254
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for modeling studies did not warrant us to perform a test for
methodological diversity for the primary objective [42].
Regarding the secondary objective, however, variability was
assessed by directly observing the confidence intervals on the
plotted graphs.

Active Runs of the I ntervention

The novel mass test and contact trace strategy (1) extends the
present test and trace system to the general public and (2) moves
it from laboratory-based to point-of-care settings, thereby
enhancing acceptability, accessibility, and equity. A framework
isused to explain how the novel strategy could beimplemented.
This framework is a modification of the one proposed by Lassi
et a [43]. Community ownership in the implementation of this
strategy requires each individual to be registered with ageneral
practitioner (GP) surgery and the capacitation of GP surgeries
to perform routine, open-invitation testing irrespective of
symptoms. The strategy equally necessitates the availability of
rapid easy-to-run, cost-effective tests and a succinct phasic exit
strategy. Strategy inputsinclude macro policies (fiscal, support
schemes, personal protective equipment, hygiene and sanitation,
environmental, a tier system, vaccination development and
approval, etc), mesapolicies (GP capacitation, social gathering,
at-risk group, vaccination, etc), and micro policies (testing,
health status, personal hygiene, compliance to national
guidelines, tracing app acceptability, etc). Routine health checks
with GPs have hardly raised concerns around privacy due to
trust. Patients find it more reliable and assuring if GPs run
testing programs, offer direct vaccination and therapy to those
that have tested positive, and request those with positive test
results to report their contacts on the National Health Service
(NHS) Contact Tracing platform. Through a shared platform,
the Contact Tracing Center could be granted accessto alimited
dataset or escalate reported contactsto the NHS Contact Tracing
system. The contact tracing team liaises with index cases for
the reporting of any additional contacts and calls al listed
contacts for quarantine advice. Based on the data collected, the
tier management team and environmental health officers work
in synergy with local councils toward local containment
strategies, similar to how the local outbreak in Leicester was
managed. Figure 2 shows the workflow of the proposed
intervention.
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Figure 2. Framework for decentralized mass testing and contact tracing. NHS: National Health Service.
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Results had a component of mass testing. Considering the novelty of
the term “test and trace” used in this study, it is commonplace
Search Results to find contact tracing based on symptom testing used in studies

] ) ) to belikened to test and tracein thisreview. A total of 35 articles
The search yielded 286 articlesfrom Google Scholar, 20 articles 1t met the dligibility criteria were included in the review. A

from Sci enceDirect,_14 articlesfrom Mendeley, 27 articlesfrom ¢ 5chart of how articles were selected can be seen in Figure

PubMed, and 15 articles from other sources, for atotal of 362 5

articles. Altogether 64 eligible articles were screened for

inclusion. Given the ambiguity in the use of contact tracing in ~ Table 1 showsabrief description of theincluded studies[44-78].

most studies to include testing, studies evaluating the Detailed characteristics of the studies can be found in Table S1

effectiveness of contact tracing were included, provided they ~ of Multimedia Appendix 1. Table S1 of Multimedia Appendix
2 presents the characteristics of excluded studies [79-107].
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Figure 3. Flowchart showing article counts at each stage as well as the number of included articles.
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Table1. Summary description of included studies.

Moghadas et a [49]
Braciset a [50]

Polimann et al [51]
Hill et al [52]
Gorji et a [53]
Alsing et a [54]
Hagan et a [55]

Cost-effectiveness

Paltiel et al [56]

Asymptomatic proportion

Porru et a [57]
Nishiuraet al [58]
Treibel et al [59]
Abeysuriyaet a [60]
Brown et a [61]
Graham et d [62]
Aronset d [63]

Jameson et al [64]
Callaghan et al [65]

Louieet a [66]
Gudbjartsson et a [67]
Reid et al [68]
Lavezzo et a [69]
Kimball et a [70]
Oldlaet a [71]

Guery et a [72]
Roxby et al [73]
Lytraset a [74]

Hoehl et a [75]
Caoetal [76]
Baggett et a [77]
Imbert et a [78]

Study Description

Effectiveness
Emery et al [44] Asymptomatic transmissions among 3711 cruise ship passengers and crew, Japan
Grasdly et al [45] Percent reduction in reproduction number (hypothetical sample), United Kingdom
Tsou et al [46] Outbreak containment using 393 COVID-19 cases, Taiwan
Mizumoto et a [47] Asymptomatic cases among 3063 cruise ship passengers, Japan
Sasmitaet al [48] Infections using COVID-19 data, Indonesia

A hypothetical population of 10,000 to measure required isolation and curtail silent transmission, Canada

SARS-CoV-2 transmissions projection using daily COVID-19 cases of King County from March 8-29, United
States

Impact of digital contact tracing (hypothetical sample)

Reduction in infections using contact data from 2010, United Kingdom

Reduction in reproduction number (hypothetical sample), Switzerland

Intervention efficacy using commuter data from 2011, United Kingdom
SARS-CoV-2 prevalence among incarcerated persons in 6 jurisdictions, United States

Evaluate clinical and economic performance using a hypothetical cohort of 4990, United States

Health surveillance among 5942 staff of a hospital, Italy

Asymptomatic ratio among 565 passengers, Japan

Asymptomatic carriers among 400 health care staff, United Kingdom

SARS-CoV-2 preva ence among 180 pregnant women, United Kingdom

SARS-CoV-2 prevalence among 1152 health care workers in 6 hospitals, United Kingdom

Infections, clinical features, and outcome among 464 residents and staff in care homes, United Kingdom

Transmission and adequacy of symptom-based screening among 89 residents of a skilled nursing home,
United States

Asymptomatic infections among 121 nonsymptomatic health care staff, United States

Prevention effectiveness and prevalence of SARS-CoV-2 among 46 patients and 171 health care staff, United
States

Transmission monitoring among 734 persons, United States

Transmissions among 9199 targeted, 10,797 openly invited, and 2283 randomly sampled persons, Iceland
Testing and cases among 5204 health care staff, Canada

Population exposure among 2812 residents before and 2343 residents after the lockdown, Italy

The utility of symptom screening among 76 older adults in a skilled nursing home, United States
Asymptomatic cases among 498 health care staff, Spain

Infections among 136 nursing care home staff, France

COVID-19 morbidity among 142 staff and residentsin aresidential community, United States

SARS-CoV-2 prevalence among passengers repatriated from the United Kingdom (n=357), Spain (n=394),
and Turkey (n=32) to Greece

Infections among 125 passengers evacuated to Germany
Prevalence among 9,899,828 residents in China

I nfections among 408 homeless shelter residents, United States
Infections among 150 homeless shelter residents, United States
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Of the 35 studies, 12 (34%) were models, 1 (3%) was a cohort
study, and 22 (63%) were cross-sectional studies. In total, 11
studies were implemented in the United States
[50,55,56,63-66,70,73,77,78], comprising a sampl e popul ation
of 23,088 participants. Of the 35 studies, 7 (20%) were
implemented in the United Kingdom [45,52,54,59-62], with a
sample size of 2196 in addition to the real-world data sets that
were used in the modeling studies. Three of the studies (8%)
were implemented in Japan [44,47,58], with a sample size of
7339. Two of the studies (6%) were implemented in Canada
[49,68], with an overall sample size of 5204 subjects (one of
the studies used a hypothetical sample). Two studies (6%) were
implemented in Italy [57,69], with an overall sample of 11,097
subjects. One study (3%) was implemented in each of the
following countries: Taiwan (n=393 subjects) [46], Indonesia
[48] using COVID-19 data, Switzerland [53], Spain (n=498
subjects) [ 71], Germany (n=125 subjects) [75], Greece (n=783
subjects) [74], France (=136 subjects) [72], Iceland (n=22,297
subjects) [67], and China (n=9,899,828 subjects) [76]. The
studies by Moghadas et al [49], Pollmann et al [51], Hill et al
[52], and Pdltiel et al [56] made use of hypothetical samples.

Methodological and Risk of Bias Assessment

The methodology and risk of bias assessment was organized
according to study design and using the most comprehensive
assessment tools. This review made use of the “whole study”

Table2. Risk of bias of modeling studies.

Mbwogge

assessment method and deployed study design—specific tools,
due to the lack of a standardized tool for nonrandomized
controlled studies [33,108]. This review’s critical appraisal is
also in line with the PHO MetQAT 1.0 quality appraisal tool
[32].

Modeling Studies

The Relevance and Credibility Assessment for Modeling Studies
tool was used to evaluate the methodology and risk of bias of
modeling studies [34]. A total of 12 (34%) modeling studies
[44-54,56] were included and assessed for risk of bias. Of the
12 studies, 5 (42%) were judged to be at low risk of hias, 4
(33%) to be at moderate risk of bias, and 3 (25%) to be at high
risk of bias. The main concerns regarding the risk of bias
included inappropriate population and setting: no real-world
data set leading to either an unreported or inadequately reported
validation process of models. There were issueswith either the
model validation process or the use of a real-world data set
across 7 of the 12 studies (58%) that were rated to be either at
moderate or at high risk of bias. Above al, the models were
based on a series of assumptions, most of which may not work
in rea life. A summary of the risk of bias assessment of
modeling studies is presented in Table 2. A more detailed risk
of bias assessment of models can be found in Table S1 of
Multimedia Appendix 3.

Study Relevance Credibility Overall risk
Effectiveness
Emery et a [44] I nsufficient Insufficient Low
Grasdly et a [45] Sufficient Sufficient Low
Tsou et al [46] I nsufficient Insufficient High
Mizumoto et a [47] Insufficient Insufficient Moderate
Sasmitaet a [48] I nsufficient Insufficient Moderate
Moghadas et a [49] Sufficient Insufficient High
Bracis et al [50] I nsufficient Sufficient Low
Polimann et al [51] Insufficient Insufficient High
Hill et al [52] Sufficient Sufficient Low
Gorji et a [53] Insufficient Insufficient Moderate
Alsing et a [54] Sufficient Insufficient Low
Cost-effectiveness
Paltiel et al [56] I nsufficient Insufficient Moderate
Cohort Study managed. Table S1 of Multimedia Appendix 4 provides a

The single cohort study [57] included in the review was rated
to be at moderate risk of bias, principally due to unsuitable
population and setting. This study was implemented in Italy.
The study’srisk of bias was assessed using the CASP checklist
for cohort studies[35]. In this study, contact tracing was limited
to control. There could have been issues surrounding participant
selection due to unreported eligibility criteria. In addition, no
details were provided about loss to follow-up and how thiswas

https://xmed.jmir.org/2021/2/e27254

detailed risk of bias assessment for this study.

Cross-sectional Studies

The risk of bias assessment of cross-sectional studies was
conducted using the SURE tool [36]. A total of 22
cross-sectional studies were assessed: 5 (23%) were judged to
be at low risk of bias, 1 (4%) at moderate risk of bias, and 16
(73%) to be at high risk of bias. The authors of 10 (45%) studies
failed to clearly state their study design. The study population
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and setting were unrepresentative in up to 82% (n=18) of the
studies. Contact tracing as part of the intervention was lacking
in 27% (n=6) of studies. The authors in 15 of the 22 studies
(68%) did not justify their sasmple size. The fair selection of
participants was not clear in 73% (n=16) of studies due to
unreported eligibility criteria. Statistical methods used in study
analysis were unreported in 45% (n=10) of studies, while the
reporting of statistical analysis was judged to be inadequate in
18% (n=4) of studies. Nine studies (41%) did not provide
technical details regarding sample collection and management.
Additionally, only 50% (n=11) of studies provided technical

Table 3. Risk of bias of cross-sectional studies.
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details about testing. Unreported blinding was observed in 95%
(n=21) of studies. Seven studies (32%) did not report limitations,
leading to possible study bias. Lack of participant characteristics
was aso observed in 32% (n=7) of studies. Bias due to
conflicting interests was judged to be possible in 18% (n=4) of
studies since the authors' conflicts of interest were not declared.
Table 3 displays a summary of the risk of bias rating for
cross-sectional  studies. A detailed examination of how
cross-sectional studies were assessed is found in Table S1 of
Multimedia Appendix 5.

Study Overall risk

Effectiveness
Hagan et a [55] High

Asymptomatic proportion
Nishiuraet al [58] High
Treibel et al [59] High
Brown et a [61] Low
Graham et d [62] Low
Abeysuriyaet a [60] Low
Aronset a [63] High
Jameson et al [64] High
Callaghan et al [65] High
Louieet a [66] Moderate
Gudbjartsson et a [67] High
Reid et al [68] High
Lavezzo et a [69] Low
Kimball et a [70] High
Oldlaetad [71] High
Guery et a [72] High
Roxby et a [73] High
Lytraset al [74] High
Hoehl et a [75] High
Caoetal [76] Low
Baggett et a [77] High
Imbert et al [78] High

Synthesis of Results

I s There Evidence That Mass Testing and Contact
Tracing Could Suppress the Community Spread of
SARS-CoV-2 I nfections Better Than Test and Trace?

Vote counting was deployed as the method to synthesize results,
in line with the direction of effect that was used. Studies were
prioritized based on their degree of biasin the reported evidence.
The GRADE diagram for assessing the quality of evidencewas
used to grade the evidence presented by the different studies
[209].

https://xmed.jmir.org/2021/2/e27254

Effectiveness

Of the 12 studies categorized under this outcome, 4 (33%) were
at high risk of bias, 3 (25%) were at moderate risk of bias, and
5 (42%) were rated as low. A total of 9 (75%) studies
[44,46,47,49,51-55] were voted in favor of the intervention
(95% binomial exact [BE] Cl 42.8%-94.5%, P=.15). Three of
the 12 (25%) studies[45,48,50] showed an unfavorable direction
of effect and were voted in favor of the control (95% BE ClI
5.5%-57.1%, P=.15). The body of evidence presented by the
11 modeling studies [44-54] for this outcome was downgraded
by three levels to “very low.” First, studies were downgraded
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onelevel becausethey were neither randomized controlled trials
nor real-time studies. An additional two levels of downgrading
weredueto serious study bias, interstudy variation, imprecision,
and indirectness. The evidence from the lone cross-sectional
study by Hagan et a [55] was downgraded by three levels to
“very low” as well. It was downgraded by one level because
the study was not arandomized controlled trial and was further
downgraded by two levels due to methodological issues,
imprecision, and indirectness.

Cost-effectiveness

Thesingle study found for this outcome [56] was voted in favor
of the intervention. This study was judged to be at high risk of
bias. The quality of evidence was downgraded by one level
given that it was not a randomized controlled trial. Being a
model based on assumptions, coupled with study limitations,
imprecision, and indirectness, the evidence was further
downgraded by two levels. The evidence was classified asvery
low.

Safety

We found no study addressing this outcome. There have been
mixed views regarding the safety of mass testing and contact
tracing. Some argue that rapid mass testing will lead to false
positives and negatives, thereby causing misinformation
[79,110]. Others see both rapid masstesting and contact tracing
as safety nets against virus spread [111-114]. Both
nasopharyngeal and oropharyngeal swaps appear to be slightly
invasive. There also exists a body of evidence regarding safety
and security concerns from the public on contact tracing
[115-117].

Acceptability

Again, no study was found regarding this outcome. Altmann
and colleagues [111] found a high level of acceptance for
app-based contact tracing. Their investigation was done across
different countriesincluding the United Kingdom [111]. It was
also reported that there is a higher preference for government

https://xmed.jmir.org/2021/2/e27254
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contact tracing applications than those managed by private
companies[22].

Equity

There was no study evaluating this outcome. It remains,
however, clear that the test and trace system is not equitable
[18]. Testing that is delivered near the patient and at awalkable
distance increases equity [118,119].

Binomial Test and 95% CI

A total of 13 studies were retained to assess the primary
objective. Statistical synthesis for the primary objective was
based on the binomial probability test and BE Cls performed
in Stata 14.2 (StataCorp LLC). Of the 13 studies, 10 (76.9%)
favored the intervention (95% BE Cl 46.2%-95.0%, P=.09),
with just 3 (23%) studies voted in favor of the control (95% BE
Cl 5%-54%, P=.09). The above indicates that the intervention
is a better strategy than the control in the suppression of
SARS-CoV-2 transmissions. The probability that the above
estimate istrueif the conventional Test and Trace program was
truly better than masstesting and contact tracing isjust 9%. The
76.9% (10/13) favorable direction of effect is a clear enough
majority vote to indicate that mass test and trace is truly more
beneficial.

Assuming that the true probability of both mass testing with
contact tracing and test and trace being equivocal is .50 under
thenull hypothesis (Hy: masstest and trace=test and trace), this
study observed 10 out of 13 votes (76.9%), which iswell above
the expected binomial probability mean of 6.5 (SD 1.803) votes.
Of the 10 studies, 4 (40%) in favor of the intervention were
judged to be at high risk of bias, 3 (30%) at moderate risk of
bias, and 3 (30%) at low risk of bias. A total of 23% (n=3) of
the retained studies had representative samples and settings.
Two of 3 studies (67%) implemented in the United Kingdom
[52,54] voted in favor of the intervention were judged to be at
low risk of hias. The effect direction plot of different studies,
together with the associated risk of bias, is shown in Figure 4.
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Figure 4. Evidence of effect attributable to the intervention (mass testing and contact tracing, MTT) and control (test and trace, TT) for the primary

objective.
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The results of 6 studies [44,47,52-54,56] were judged to be at
low to moderate risk of bias. These studies were prioritized in
concluding that the mass testing and contact tracing strategy
was more effective in the suppression of community
transmission of SARS-CoV-2 and the control of COVID-19
than conventional test and trace. The studies by Emery et a
[44], Hill et al [52], and Alsing et a [54] were judged to be at
low risk of bias. Two of these (ie, [52,54]) were both
representative of the population and evaluated masstesting and
contact tracing as a hybrid strategy, in line with the primary

objective. Emery et a [44] failed to consider contact tracing
but compared the effectiveness of testing based on symptoms
and testing irrespective of symptoms. We concluded that the
direction of effect will not be different if contact tracing were
to be integrated since contact tracing is contingent on testing.

The generated GRADE evidence profile was used to present
the synthesis findings regarding the primary objective (Table
4). Table S1 of Multimedia Appendix 6 provides details of how
the evidencefor different outcomes under the primary objective
was graded.

Table 4. Grading of Recommendations Assessment, Development and Evaluation (GRADE) evidence profile: certainty of evidence for the primary

objective.
QOutcome Studies, Quality of evidence factors Direction of effect SOF® Quiality of evi-
n dence®
Limitation Heterogeneity Indirect- Impreci- Publication  p7¢ mTTd ~ Direc-
ness sion bias n tion®

Effectiveness
Model 11 Serious Serious Serious  Serious  Unlikely 3 8 1 Very low
Cross-section- 1 Not serious Unlikely Serious  Serious  Unlikely 0 1 1 Very low
al study

Cost-effectiveness
Model 1 Serious Unlikely Serious  Serious  Unlikely 0 1 1 Very low

8SOF: summary of findings.

bQuality of evidence graded as either “very low,” “low,” “moderate,” or “high.”

°TT: test and trace.
dMTT: mass testing and contact tracing.

€1 MTT isbetter than TT; 1 TT is better than MTT; ~ MTT and TT are equivocal.
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What | sthe Proportion of Asymptomatic Cases of
SARS-CoV-2 Reported During Mass Testing

I nterventions?

A total of 21 cross-sectional studies and 1 cohort study [57-78]
wereretained under the secondary objective. Therewaslimited
precision in effect estimates with just 27% (6/22) of studies
providing data on Cls for the proportion of asymptomatic
carriers. Of the 22 studies, 7 (32%) were judged to be at low to

Mbwogge

moderate risk of bias. A graphical presentation of the
asymptomatic proportion from the 22 studies (34 reports) can
be seenin Figure 5. The sampled population ranged from 76 to
9,899,828 subjects, with a median sample of 395.5 subjects.
The number of detected positive SARS-CoV-2 cases and
asymptomatic carriersranged from 0 to 1321 and from 0 to 300,
respectively. Likewise, the mean number of positive cases and
asymptomatic carrierswere 120.9 (SD 280) and 49.3 (SD 71.1),
respectively.

Figure5. Asymptomatic SARS-CoV-2 carriers among detected cases, in asymptomatic and mixed-sample populations.
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Outcome Among Stratified Positive Cases

The proportion of asymptomatic cases among those testing
positive ranged from 28% (483/1723, 95% CI 25.9%-30.2%)
in the community (testing of residents) to 90.3% (28/31, 95%
Cl 74.2%-98.0%) among care home staff. The overall proportion

Mbwogge

was found to be 40.7% (1084/2661, 95% CI 38.9%-42.6%)
(Figure 6). Two studies [64,65] with sample sizes of 121 and
217 subjects, respectively, detected neither cases nor found any
asymptomatic carriers and were excluded in the evaluation of
asymptomatic carriers among persons who tested positive.

Figure 6. Asymptomatic SARS-CoV-2 carriers among stratified positive cases.

Strata  Cases Outcome 95% (I
Care home staff 31 90.3 —{— 742 98.0
Pregnant women 7 85.7 ] 42.1 99.6
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Outcome Among Stratified Sample Populations

The prevalence of asymptomatic SARS-CoV-2 cases was
highest among homeless shelter residents (186/618, 30.1%;
95% Cl 26.5%-33.9%), followed by care home residents
(163/781, 21%; 95% CI 18%-24%), and |owest among hospital
patients (0/217, 0%; 95% ClI 0.0%-1.4%). The overal

prevalence for al studieswas 0.01% (1084/9,942,878; 95% ClI
0.0%-0.0%). Excluding screening in the general population in
the studies by Cao et a [76], Gudbjartsson et a [67], and
Lavezzo et a [69], overdl asymptomatic SARS-CoV-2
prevalence for al other settings was found to be 3.8%
(601/15,616, 95% Cl 3.5%-4.2%). Figure 7 shows the outcome
prevalence in various specific sample populations.

Figure7. Asymptomatic SARS-CoV-2 carriersin the stratified overall sampled population.
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Patients/staff 217 0.0 0.0 14
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The prevalence among asymptomatic popul ationsfrom 6 studies
[59,62,66,68,74,75] was 3.4% (189/5500, 95% Cl 3%-4%). The
prevalence in a mixed population from 17 studies
[57,58,60-65,67,69-73,76-78] averaged 0.009% (895/9,937,378,
95% Cl 0.0%-0.0%) (Figure 5).

Outcome Within the United Kingdom

Four studies [59-62] evaluated the outcome within the United
Kingdom. Treibel et al [59] and Brown et al [61] evaluated the
outcome among hospital staff, Graham et a [62] evaluated it
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in care homes, and Abeysuriyaet al [60] among pregnant women
at term. The overall asymptomatic SARS-CoV-2 proportion
among detected cases in the United Kingdom was found to be
56.6% (120/212; 95% Cl 49.6%-63.4%). The proportion of
asymptomatic cases among those tested positive ranged from
44.2% (57/129; 95% Cl 35.4%-53.2%) in care homesto 85.7%
(6/7; 95% Cl 42.1%-100%) in pregnancy. Figure 8 shows the
relationship of asymptomatic proportion among detected cases
and in the sampled population in different settings within the
United Kingdom.

Figure 8. Asymptomatic SARS-CoV-2 carriers among cases and in the sampled population in the United Kingdom.

Strata Number Outcome 95% CI

Pregnant women 7  85.7 ] 42.1 100
Hospital staff 76 75.0 o eveeesy 63.7 84.2
Care homes 129 442 T 35.5 532
Overall in Cases 212 56.6 Tl 49.6 63.4
Care homes 383 149 - 11.5 18.8
Pregnant women 180 3.3 g 1.2 7.1
Hospital staff 2631 2.2 7] 16 2.8
Overall in Sample 3194 3.8 [ | 3.1 45

-60 -50 -40 -30 -20 -10 O
Theoverall prevalence of asymptomatic caseswithin the United
Kingdom wasfound to be 3.8% (120/3194; 95% CI 3.1%-4.5%)
with rates ranging from 2.2% (57/2631; 95% CI 1.6%-2.8%)
among hospital staff to 14.9% (57/383; 95% Cl 11.5%-18.8%)
in care homes. Figure 8 demonstrates a higher overall rate
among detected casesin the United Kingdom (120/212, 56.6%)
compared to that of all studies (z=4.52, P<.001). We found in
this review that asymptomatic cases were 1.4 times
(56.6%/40.7%) more likely to be detected among positive cases
inthe United Kingdom than all studies put together. The overall
SARS-CoV-2 prevalenceratein the United Kingdom (120/3194,
3.8%) wassimilar to that of all studies put together (601/15,616,

3.8%), excluding studies undertaken at the population level.

All unreported and unsuitable Clswere generated in Stata 14.2
(BE) and exported to Excel. The rule of three was applied to
the studies by Jameson et al [64] and Callaghan et a [65] due
to zero-outcome events in their sampled populations.

Interstudy Variability

Variations among studies included in the primary objective
were mainly due to the study population and setting,
assumptions, and mode! structure. We observed that only 3 of
13 studies (23%) synthesized under the primary objective were
representative of the population. Apart from deploying different
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model types, some studies made use of real-time COVID-19
data sets, whereas others used historic data sets or relied on
hypothetical samples. This increased variability and reduced
the generalizability of the results. However, 2 of the 3 (66.7%)
studies implemented in the United Kingdom were in favor of
the intervention.

An observation of plotted graphs under the secondary objective
showed high heterogeneity when measuring the outcome among
detected SARS-CoV-2 cases, mainly due to methodology
(Figure 5). Some studies were implemented at the population
level while others purposefully used asymptomatic popul ations.
Additionally, a limited number of studies provided details on
the type of test used aswell as how test samples were managed
(Table S1, Multimedia Appendix 7). However, there was
observed minimal heterogeneity among studieswhen stratified,
mostly stemming from the study implemented among pregnant
women,; this was a single study by Abeysuriya et a [60], with
a small sample of 180 pregnant women at term. The median
age of these women was just 29.9 years (SD 7.4). This is
contrary to the belief that infections are more prevalent in older
populations. A stratification of the different studies by setting
produced similar rates for studies implemented in the United
Kingdom and al studies pooled together, excluding
population-level studies. Excluding the largest citywide study
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(n=9,899,828 subjects) [76] from this review increased the
overal SARS-CoV-2 prevalence in the sampled population to
1.8% (784/43,050; 95% CI 1.7%-1.9%).

Discussion

Principal Findings

Although considered low-level evidence, our review synthesis
has shown a clear mgjority vote of 76.9% (10/13; 95% BE ClI
46.2%-95.0%, P=.09) in favor of mass testing and contact
tracing.

We also found an overall proportion of asymptomatic carriers
among detected positive cases to be 40.7% (1084/2661; 95%
Cl 38.9%-42.6%) for all studies, compared to 56.6% (120/212;
95% Cl 49.6%-63.4%) within the United Kingdom when
stratified. The proportion of asymptomatic cases across studies
ranged from 28% (483/1723) among cases detected in the
general population to 90% (28/31) among care home staff with
positive tests. In addition, asymptomatic SARS-CoV-2
prevalence was highest among residents in homeless shelters
(186/618, 30.1%) and lowest among hospital patients (0/217,
0.0%). The overall prevalence of asymptomatic cases in the
sampled population was 0.01% (1084/9,942,878; 95% CI
0.0%-0.0%) compared to 3.8% (120/3194; 95% Cl 3.1%-4.5%)
within the United Kingdom.

Comparison With Prior Work

Studies that werein favor of the control in this review assumed
that mass testing was not feasible, as acknowledged by Peto
[80]. Evidence from countries that embarked on mass testing,
including Taiwan, Germany, Ireland, China, and India, suggests
that regular mass testing and contact tracing could be a game
changer. The analysis by Peto et al [80, 112] showed that mass
testing and contact tracing is by far more cost-effective than the
present test and trace method, which isin line with the second
outcome. Maslov [79] shares an opposing view in that even the
dlightest false positives will render random mass testing an
unreliable policy. While Maslov [79] seems to be concerned
with theinherent moral decadence of unjust isolation, it is better
to be on the safe side than to be amid false negatives and
contented asymptomatic carriers. Symptomless testing to
identify asymptomatic carriersis crucial because Viswanathan
and colleagues [10] also acknowledged that strategies based on
symptom screening could miss between 40%-100% of infected
persons. A study among pregnant women at termin East London
by Abeysuriya et al [60] found the sensitivity of testing based
on symptoms to be as low as 14.3% (95% CI 0.36%-57.87%).
Paying attention to asymptomatic infections as cases that could
be missed has also been underscored by Byambasuren et al
[120]. Thisisconcordant with the key messages and objectives
of the European Centre for Disease Prevention and Control that
countries should test thewhole population in high-transmission
Settings [121].

The 40.7% (1084/2661) asymptomatic proportion among
positive casesfound in this review isin line with the 40%-45%
proportion estimated by Oran and Topol [122]. Clarke and
colleagues [123] reported a similar rate of 40.3% among
hemodialysis patients. This proportion is also similar to that
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reported in Spain (40.5%) by Albalate and colleagues [124].
The asymptomatic proportion among detected positive air
travelers (46/55, 83.6%) we found in thisreview is higher than
the 76.6% reported by Al-Qahtani et al [125], perhaps due to
more awareness as the study was implemented at a much later
date. Yanes-Lane et al [126] reported an asymptomatic
proportion of positive cases among care home residents (54%),
which isjust dlightly lower than the 61.3% (163/266) reported
in this review. Notwithstanding the overarching reported high
infectivity from asymptomatic individuals, we report rates in
this review ranging from 0.003% (300/9,899,828) to 1.2%
(24/1924) in the population. This is contrary to the rates
(1.5%-2.8%) reported by Wu and McGoogan [127]; this higher
rate could have been because testing was initially done among
symptomatic individuals since asymptomatic proportions
normally remain higher among index cases. In this review, we
estimated that the proportion of asymptomatic SARS-CoV-2
carriers among cases in the general population was 28%
(483/1723) (Figure 6), in agreement with the community
asymptomatic proportion of 28% reported in Beale et al [128].
In contrast, Petersen and colleagues [129] reported acommunity
asymptomatic proportion that was 3 times higher
(76.5%-86.1%). This population-level study was undertakenin
the United Kingdom, contrary to those included in this review
that were conducted in Iceland, Italy, and China. The largest
population sample in this review, from Cao et a [76], was a
study doneimmediately after the lockdown, which could bethe
reason behind the low rate of asymptomatic cases.

Limitations

A substantial number of included studies were models, which
normally rely on assumptions that may not be achieved in real
life. Expert knowledge was needed to evaluate the validation
process of models. This might have affected the results. The
fact that this review went through a single reviewer could have
introduced some bias in study selection and analysis. The
variability in the understanding of mass testing by different
researchers might have affected the analysisaswell. In addition,
review results could have been affected by differencesin sample
handling and testing methods, coupled with the lack of provision
of technical details about testing. This review was language
biased since the literature search was limited to English articles.
Thisreview was not registered with PROSPERO (I nternational
Prospective Register of Systematic Reviews) per standard
systematic review practice.

Public Health Implications

Controlling avirus whose manifestation changes over time and
increasingly without signsis not about the number of tests but
about who needs to be tested. The pertinent questions relate to
when people should be tested, where they should be tested, and
how often. An appropriate public health strategy that will get
the right people tested, at the right time, in the right place, and
at regular interval s requires acommunity-based and participatory
approach that will not be without a greater cost burden. At the
center of such a strategy is overcoming the challenges related
to the scarcity of supplies and waiting time, through the
devel opment of rapid tests[130]. Among others, winning public
confidence; ensuring data security, acceptability of the contact
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tracing apps, and equity of testing and contact tracing; use of
rapid tests; capacity building and system strengthening; effective
monitoring of isolation/quarantine and program sustainability
are some factors to be considered. More real-time research is
needed regarding the effectiveness of mass testing and contact
tracing to obtain abetter picture of disease burden and mitigation
strategies.

Conclusions

We sought to critically evaluate the evidence that mass testing
and contact tracing is a better strategy for controlling local
transmissions of SARS-CoV-2 in the United Kingdom compared
to the conventiond test and trace method. We have demonstrated
avery low level of promising evidence that mass testing and
contact tracing could be more effective in bringing the virus
under control and even more effective if combined with socia
distancing and face coverings. The implementation of test and
trace should be done at massirrespective of symptomswith the
local community, through GP surgeries, community health
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centers, and local councils[131]. The proposal isfor the present
Test and Trace program to be superseded by a decentralized
and continuous mass testing program with rapid tests,
championed by community services with low resource needs
[81]. Thefollowing recommendations could therefore be useful:

«  Capacitate GP surgeries and community health servicesto
deliver masstesting at the point of care [132];

- Thegovernment should work in synergy with local councils
for surveillance, isolation, and quarantine [132]. This
resulted in major success in Germany [133,134];

« Regular organizational and company-wide testing for the
safe resumption of economic activities [135];

«  Testing should be aborder control measurefor all travelers
[82,83];

- Testing of prisoners, detainees, and all those in congested
accommodations[49]. A good exampleisthe Lesboscamp
testing [136,137];

- Sewage and environmental testing should be part of
mitigation strategies.
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Abstract

Background: Physical activity mobile apps may encourage patients with cancer to increase exercise uptake, consequently
decreasing cancer-rel ated fatigue. While many fitness apps are currently available for download, most are not suitablefor patients
with cancer due to the unique barriers these patients face, such as fatigue, pain, and nausea.

Objective: Theam of this study isto design, develop, and perform alphatesting of a physical activity mobile health game for
hematopoietic stem cell transplant (HSCT) patients. The ultimate future goal of this project is to motivate HSCT patients to
increase physical activity and provide them with a safe and fun way to exercise.

Methods: A mobile health game called Walking Warrior was designed as a puzzle game where tiles are moved and matched.
Walking Warrior interfaces with an open-source step counter and communicates with a central online MySQL database to record
game play and walking performance. The game cameto fruition after following an iterative process model with several prototypes.
Game developers and bone marrow transplant nurses were recruited to perform an expert usability evaluation of the Walking
Warrior prototype by completing a heuristic questionnaire and providing qualitative suggestions for improvement. Experts also
made qualitative recommendations for improvements on speed, movement of tiles, appearance, and accuracy of the step counter.
We recruited 5 additional usability evaluators who searched for and compared 4 open-source step counter programs, then
qualitatively compared them for accuracy, robustness, cheat proofing, ease of use, and battery drain issues. Patient recruitment
is planned at a later stage in this project. This paper only describes software design, development, and evaluation, rather than
behavioral evaluation (ie, impact on physical activity), which is the long-term goal of this project.

Results. Internal consistency and the instrument’s reliability evaluation results from 1 clinical expert and 4 technical experts
were deemed excellent (Cronbach 0=.933). A hierarchical cluster anaysis of the questionnaire item responses for
similarity/dissimilarity among the expertsindicated that the two expert groups were not clustered into two separate groupsin the
dendrogram. Thisindicates that the item responses were not affected by profession. Factor analyses indicate that responses from
the 40-item questionnaire were classified into five primary factors. The associated descriptive statistics for each of these categories
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were as follows (on ascale of 1 to 5): clarity and ease (median 4; mean 3.7, SD 0.45), appropriateness (median 4; mean 3.7, SD
0.49), game quality (median 3.5; mean 3.3, SD 0.42), motivation to walk (median 3; mean 3.1, SD 0.58), and mental effort (median
3.5; mean 3.1, SD 1.27).

Conclusions: The evaluation from experts and clinicians provided qualitative information to further improve game design and
development. Findings from the expert usability evaluation suggest the game’s assets of clarity, ease of use, appropriateness,
quality, motivation to walk, and mental effort were all favorable. This mobile game could ultimately help patientsincrease physical

activity as an aid to recovery.

(IMIRx Med 2021;2(2):€20461) doi:10.2196/20461

KEYWORDS

cancer; mobile app; gamification; bone marrow transplant; alphatesting; physical activity

Introduction

A hematopoietic stem cell transplant (HSCT) is the
transplantation of stem cells, derived from bone marrow,
peripheral blood, or umbilical cord blood, as a means of
treatment for blood or bone marrow cancers. HSCT involves
an intensive conditioning regimen that uses chemotherapy with
or without total body irradiation; this is followed by a period
of myelosuppression to create marrow space for the engraftment
of thetransplanted stem cells[1]. During the transplant process,
many patients experience several physical and psychosocial
complications and side effects, such as severe fatigue, |oss of
physical performance, infection, graft-versus-host disease, and
distress[2]. Fatigue, acommonly reported symptom of patients
who have undergone HSCT treatment, has multiple causes,
including deconditioning, anemia, and medications. Regardless
of the cause, fatigue impacts patients’ well-being, ability to
reintegrate into their normal lifestyle, physical recovery from
transplantation, and overall symptom management [1].

The Center for International Blood and Marrow Transplant
Research showed an increase of 39% in allogenic transplants
in individuals aged 60 years and older in the United States. In
2018, there were nearly 4000 transplants in the United States
[3]. At the same time, smartphone use by patients with cancer
isbeing utilized in many studies, suggesting that mobile health
(mHealth) can be an effective means of patient engagement [4].
According to the National Comprehensive Cancer Network
(NCCN), of al nonpharmacologic interventions, physica
therapies and some psychosocia interventions have the strongest
evidence base for treating fatigue in HSCT patients [5]. These
interventions align with recommendations from the Oncology
Nursing Society (ONS). The ONS presents a number of
evidence-based interventions for cancer symptoms, which are
published through critical reviews. Their review on fatigue
confirmed exercise/physical activity to be an effective
intervention in the management of cancer-related fatigue for
patients with many types of cancer including HSCT [6]. Several
meta-analyses have been conducted to provide acomprehensive
evauation of the impact of increased physical activity upon
cancer-related fatigue [7-9]. This evidence was effective in
understanding the need for mHealth for HSCT patientsto help
increase their physical activity levels.

The need to create a motivational game that would engage
HSCT patients to be physicaly active is important for this
population; they carry a smartphone (our survey in 2017 at the

https://xmed.jmir.org/2021/2/€20461

Johns Hopkins Bone Marrow Transplant unit found that >80%
of the patients owned asmartphone), and the majority of patients
receiving transplants are under 60 years of age [3]. Transplant
patients also vary in their health care settings between inpatient
and outpatient status. Having an app on their smartphones to
use wherever they are for physical activity engagement is an
appropriate solution. A systematic review by Hernandez Silva
et a [10] showed that many mHealth interventions have
potential benefits, and the most promising improvements are
in fatigue outcomes. mHealth gaming can be used in patients
with cancer and hasthe potential to improve treatment outcomes
[10,11].

Exercise is not only safe during cancer treatment but can also
improve physical function and quality of life [5]. Too much
inactivity can lead to loss of body function, muscle weakness,
and reduced range of motion. Regular exercise during cancer
treatment can help lower the risk of falls, blood clots, nausea,
and fatigue [12]. The NCCN Clinical Practice Guidelines for
Cancer-Related Fatigue advise starting slowly with a 10-minute
walk and incrementally progressing with distance and time [5].
The goal isto reach 30 minutes of aerobic exercise, 5 days per
week [5]. Unfortunately, patients may find it difficult to reach
the recommended levels of physical activity [13].

Smartphones are increasingly becoming integrated into our
society and can serve as a tool to improve health outcomes.
Kamboj and Krishna[14] illustrated the positive health impacts
of aninnovative smartphone gaming app, Pokémon GO (Niantic
Inc), in which users encounter Pokémon monster avatars when
walking around as opposed to traditiona stationary/seated games
[14].

The study by Brassil et a [15] included hospitalized HSCT
patients in a trial of an incentive-based mobility program to
maintain or improve fatigue. Their findings suggest that
participating in mobility programs may minimize fatigue
[10,15,16]. These examples help to establish the concept of
gamification [17]—the process of using “ game design elements
in non-game contexts’—in the application of achieving an
incentive for ambulation [18].

The use of mobile device appsto promote fithess may be hel pful
in increasing physical activity levels [19,20]. While there are
many fitness and physical activity apps currently available for
download, most of them center on measuring and improving
athletic performance. Content analyses of serious games for
health is limited, but comparing these results to those of
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nongamified health apps has shown that physical activity serious
game apps demonstrate higher levels of behaviour theory [21].

Such apps are generally not well suited for most patients with
cancer because they fail to address unique barriers, such as
fatigue, pain, and nausea, that hinder this group from carrying
out the recommended levels of physical activity [14]. We are
aware of no maobile apps that promote physical activity
specifically for HSCT patients. Therefore, innovative efforts
are needed to develop and evaluate a mobile app that increases
physical activity in this population. Meanwhile, we intend to
design and develop software that is generic and suitable for a
wide population (including patients with other types of cancer
and people experiencing fatigue) to walk amedically prescribed
number of steps.

Our intention is to devel op agame, Walking Warrior (WW), to
motivate HSCT patients to walk. Our rationale is as follows:
(1) alarge portion of HSCT patients have reported enjoying
match-3 puzzle games such as Candy Crush, which is similar
to our game; (2) continued game play requires walking: if
patients want to play more, they will need to walk; (3) patients
are advised that walking is part of their therapy so playing the
game reinforces this behavior; (4) walking will alow players
to unlock additional levels and alows them to earn higher
scores; (5) game playing and walking performance data are
automatically collected and displayed on a website that allows
for patient self-tracking and provider review; (6) the game is
mentally challenging, and this provides entertainment,
opportunities for logical thinking, the element of chance, and
high replayability; (7) thetilesthat are moved in the puzzle are
displayed as cell types and medications that are relevant to
HSTC patients condition and educates players, thereby
enhancing their knowledge of the underlying biology and
treatment they receive; (8) in addition to their automatically
collected data, patients will participate in a survey that will
serve as a tool for software evaluation and additional
development, which shows that the individual patient’s
experiences and opinions are valued and will be integrated into
the next phase of software development.

Methods

Overview and Planning

In thiswork, ideation, design, development, an expert heuristic
usability evaluation (alpha testing), bug fixes, and prototypes
of WW were conducted for HSCT patients. The purpose of
combining astep counter with the gameisto make engagement
in physical activity more motivating and enjoyable [22,23].
Participants need to carry their phones to use the step counter
app that runsin the background. The game progresseswhen the
user walks the required number of steps and beats the puzzles
(levels). Computer game developers, bone marrow transplant
nurses, and nursing informatics students were recruited to
evaluate the usability of WW and the step counter. The
evaluations provideinformation to further improve game design
and development to better suit patient needs.

The design and development process of WW took on a
multidisciplinary approach with continuous systematic
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evaluations. The study wasled by acomputer science professor
of nursing informatics, a nursing informatics student who isan
oncology nurse, and an oncology nurse educator. The study
team held meetings and communicated with computer
programmers, an oncol ogy research committee, domain experts
of oncology, and domain experts of game design. The entire
development process was based on adesign that focused on the
intended users, and prototype testing was performed throughout
thelife cycle.

To identify user preference for game type, a questionnaire was
given to 30 HSCT patients. Inclusion criteria included users
who (1) are>18 yearsof age, (2) are not working in health care,
(3) havereceived HSCT therapy inthe past, and (4) are currently
playing a computer or mobile app game. Questions on the type
of maobile games enjoyed by respondents, why they enjoyed it,
and why they continue to play were asked. The majority of
participants (n=21, 70%) preferred to play puzzle games, with
half (n=11, 37%) preferring a match-3 puzzle game such as
Candy Crush. Users of Candy Crush are not limited to any
specific demographics; the game is played by users of al age
groups, belonging to al ethnicities and religions, and in all 7
continents [24]. Therefore, WW was designed as a match-3
game for the enjoyment of the HSCT adult population and the
gamedesign wasinspired by Candy Crush, but itsrules, winning
conditions, graphics, scoring, and sound effects are significantly
different.

WW’s main objective is to increase the physical activity level
of HSCT patients, who are the intended users. Specifically, our
short-term target populationisHSCT patientswho are>18 years
old, received walking instructions from their clinician as part
of their recovery from bone marrow transplant, and are willing
to play a puzzle game using their own Android device. To
achievethis, the gameisdesigned for each level to be unlocked
after the user walksaclinically designated number of steps. The
game has a step counter that tracks the steps of the user as they
walk and rewards them with atoken that can be used to unlock
levels in the game. The game screen includes 9x6 moveable
tiles that are displayed as biological cells, including red blood
cells, white blood cells, platelets, neutrophils, stem cells, and
nerve cells. The game also includes bonus cells, magnesium
and potassium pills, as well as bricks and concrete blocks for
added variety and difficulty. Cells and pills are relevant to the
patients' conditions and treatment. Each level has a customized
goal that the player must attain to beat the level.

Thetargeted HSCT patient behavior changeisuse of our mobile
health game, WW, as opposed to other apps. Through game
design, weintend to prompt and motivate usersto haveincreased
physical activity in comparison to no app use. This may promote
better engagement in patients' prescribed therapy and adoption
of physical activity. In addition, by playing WW, they will
automatically provide dataabout their walking and game-playing
behaviorsthrough WW’sintegrated step counter and the online
database, which collects, stores, and displays the data. The
database is designed to collect and display data to players and
cliniciansto instigate changesin behavior and physical activity
level, motivate users, and track progress. This also serves as
proof of game play and walking achievement, which are
important for goal setting, goal achievements, self-monitoring,
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and fast, automated objective feedback. In the future, various
competitions will be open to users; their scores will be visible
to all competitors, hence encouraging them to achieve high
scores. This is often done in the gaming industry to generate
significant interest in game play and social community building.
Players may choose to release their scores for public view in
the database with a push of a button. There is no personally
identifiable information in the database; only usernames and
performance data are stored.

M obile Game Development and Prototypes

The game's initial user interface (Ul) design was sketched
freehand and consisted of alogin screen, menu page, cell art,
tutorial content, and agame screen. Gameplay was then mapped
out in Lucid Chart (Lucid Software Inc) and graphic art was
designedin Paint.NET (dotPDN, LLC). The paper-based design
was evaluated, refined, and adjusted based on team members
feedback (Figure 1).

After several adjustments, the Ul design was given to the
programmers to be coded in JavaScript. A GitHub repository
was created to store and share the source code for team members
to view and test the game. WW functions on a web server,
accessible through any device with an internet browser and an
internet connection. Throughout development, the study team
followed an iterative process model through a combination of
design, testing, evaluation, and planning with each prototype

Figurel. Thegame'sinitial user interface design.

Player starts with a
set number of moves

Cerbas et d

version. During the testing process, team members navigated
through the prototypes and reported bugs and recommendations
for improvements. Theiterative process ensured that with each
new version, the identified problems would be fixed and
requirements met (see Figure 2 for prototype versions).

Separate JavaScript, Java, and PHP files were created for this
game. The JavaScript files are responsible for the game itself.
They manage the levels, contain game logic, and load the main
frame and tiles. JavaScript is a lightweight, interpreted,
object-oriented language with first-class functions and is best
known as the scripting language for webpages. Java files count
the stepsand rely on the mobile device's built-in accelerometers.
Dueto variationsin mobile phone hardware and the limitations
of open-source Java software, WW’ s step counter currently only
works on modern Android devices. The PHP files handle user
loginsand access and store the dataon aserver. The steps, login
credentials, game-play performance, account creation, and the
date and time of the last game played are stored in a MySQL
database, as shown in Figure 3. The MySQL database is an
open-source relational database management system. The
database is stored on a server where administrators and
authorized users can check the status of important variables for
each user at any time. All data transfers go through AJAX,
which does not require refreshing the webpage to send data
through PHP, which makes the user experience smooth.
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Figure 2. Prototype versions.

Cerbas et a

Prototype Version (1-6), Description, Game Display

1. Colored tiles, user has the
ability to switch neighboring tiles,
recognition of 3 of the same tiles
will be destroyed for points, more
tiles fall down after the set of 3

are destroyed of 4 cells

Hmnt/sdcard/ JavascriptProp 3]
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2. Start screen, play button, cell
graphic art added; displays users’
remaining moves; game-over
screen if you run out of moves;
bonus cells added for matches

3. 6x9 cells, background music,
bonus cells added for matches of 5
cells inthe formofanLor T

[l ] TGAN

4. Home screen has info button to
navigate to the game instructions,
added 3 levels, game screen
displays objective for each level,
game screen displays remaining
tokens to play each game

-2 B

5. Game Screen has switch and
delete function, added obstacle tiles
for difficulty, added 23 levels

6. Pedometer created as a seperate
mobile app

Figure 3. Screenshot of the MySQL database created to track patients' behavior.

Username Tokens Steps Score Highest Level Created at Last modified

Gergo 95 0 9645 5 2018-11-28 17.04:44 2019-02-19 08:14:23
Renato 1 0 0 1 2018-11-28 18:05:31 2019-01-30 12:25:28
Adrian 48 0 563 11 2018-11-28 18:23:08 2019-02-19 17.57.25
sawolfe8g 1 0 1005 23 2018-12-12 145759 2019-04-21 05:34:08
Renatog3 0 0 1 2018-12-13 152710 2019-01-30 12:25:28
Arpad 18 0 0 5 2018-12-15 18.47:00 2019-04-16 20:29:20

Expert Usability Evaluation and Qualitative Data
Collection

A 40-item expert heuristic questionnaire was designed to
evaluate and assess the usability of WW. Two experts assessed
the face validity of this questionnaire. A total of 9 questions
were derived from the Perceived Health Website Usability
Questionnaire (PHWSUQ), which is an existing validated tool
[25]. The PHWSUQ consists of 12 items related to three
subscales: (1) satisfaction, (2) ease of use, and (3) usefulness.
The PHWSUQ hasreported excellent reliability with a Cronbach
alpha of .93. In our study, only 9 of the 12 items of the
PHWSUQ were used because 3 items were not applicable to
game evauation. Moreover, 31 new questions were added to
determine clarity and ease, appropriateness, game quality,

https://xmed.jmir.org/2021/2/e20461

XSL-FO

RenderX

motivation to walk, and mental effort (Multimedia Appendix
1). These questions were unique to the target user population
and to the specific game we developed. The validation of the
31 questions we designed was done by 2 experts, of whom one
was familiar with our topic and eval uated the questionsto assess
whether they successfully captured thetopic. The second expert,
who specialized in question construction, ensured that our survey
did not contain common errors such as confusing or
double-barreled questions.

Participants of the expert heuristic usability evaluation of WW
included 4 game development experts and 1 bone marrow
transplant nurse. Each participant played the game for a
minimum of 2 hoursin at least one session and randomly tested
as many features asthey could. Evaluatorstook notes and filled
out a survey. They evaluated the step counter for functionality,
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robustness, and accuracy. They did not evaluate the step counter
for itsability to motivate users or increase their physical activity
level. This will be evaluated later with actual patients. The
experts rated the questions on a scale of 1-5, where 1=strongly
disagree, 2=disagree, 3=neutral, 4=agree, and 5=strongly agree.
Participants also made comments and suggestions for
improvement.

Step-counter software vary greatly due to the variations in
hardware using different accelerometers, gyroscopes, GPS,
sensitivity, and algorithmsthat classify smartphone movesinto
step events and nonstep events. This is in general a complex
problem to investigate and address. We recruited 5 additional
usability evaluators who were nursing informatics graduate
students. They searched for and compared 4 open-source
step-counter programs, then qualitatively compared them for
accuracy, robustness, cheat proofing, ease of use, and battery
drain issues. Generally, step counters lack perfection and have
several usability and accuracy problems.

Behavioral evaluation (ie, impact on physical activity) will be
done at alater stage of this project with HSCT patients.

Data Analysis

The qualitative analysiswas performed after the project’snurse
informaticist semantically merged, simplified, and summarized
all the expert commentsand requestsinto alist of nonredundant
statements. These were discussed by the project team and given
to the programmers for implementation.

Questionnaires were reviewed for reiability and validity of
quality measures. A Cronbach alpha based on a 2-factor
ANOVA (anadysis of variance) was calculated for reliability,
consistency, and reproducibility of the developed product.
Descriptive statistics such as medians, means (SD), percentages
of favorable and unfavorable ratings, and differential opinions
between the bone marrow transplant nurse and computer game
development experts were computed. Hierarchical cluster
analysis and exploratory factor analysis were conducted to
classify item responses for better interpretations. In addition,
qualitative datafrom commentswere summarized. All analyses
were conducted using SAS (SAS I nstitute) and Microsoft Excel
(Microsoft Corp).

Results

We recruited 1 clinical domain expert and 4 game devel opers
for an expert heuristic evaluation of our WW game prototype.

https://xmed.jmir.org/2021/2/€20461
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Their ages ranged between 28 to 60 years and comprised 3
femalesand 2 males, with amaster’sdegree or higher. Analysis
of the instrument demonstrated excellent internal consistency
and reliability (Cronbach a=.933). Descriptive analysis showed
that the overall game usability was favorable (>3) in all five
categories, although two categories meanswere closeto neutral
(3.1). Table 1 provides the expert evaluations of 40 item
responses and associated descriptive statistics, which showed
some mean differences and agreements/di sagreements between
the two expert groups (the bone marrow transplant nurse and
the game devel opers). However, ahierarchical cluster analysis
of these item responses for similarity/dissimilarity among the
experts indicated that the two groups were not clustered into
two separate groupsin the hierarchical cluster dendrogram. This
indicates that the item responses were not affected by their
profession if we consider the entire survey. Exploratory factor
analysis indicate that 40 items were classified into five prime
factors based on similarity, and means for each of the five
categories were calculated to summarize item responses (Table
1).

Qualitative data suggest that the game is casually fun, suitable
for the target audience, and the overall concept of the game has
high potential. Experts recommended improvements on speed,
ease of movement of tiles by finger, graphical quality of tile
appearance, and accuracy of the step counter. They aso
recommended the addition of a“ pause” and “back” button, and
the addition of a tutoria for users unfamiliar with matching
puzzle games.

After additional heuristic evaluation of the step counters done
by the 5 nursing informatics students, based on the factors
discussed in the Methods section, the old step counter was
replaced and a new step counter was integrated into WW. A
limitation of the selected step counter is that it only works on
modern Android devices, since the open-sourceiPhoneversions
of step countersdid not perform well. Devel oping our own step
counter with better performance than the current best
open-source step counter would be too complex, time
consuming, and require extensive understanding and exploitation
of different hardware technologies, artificial intelligence,
machinelearning algorithms, and tuning. Further, it would take
several years of additional development and testing, followed
by pairing this software with individual walkers to learn about
and classify their steps based on their training data. Even then
it would remain vul nerable to changing walking patterns among
usersin the future.
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Table 1. Heuristic questionnaire results (n=5; 1 bone marrow transplant nurse, 4 game devel opers/computer science technical experts).

Category? Median Mean (SD) Nurse score-devel oper mean Agree (%)  Disagree(%)

Clarity and ease 37
Easy to read 2 2.4 (15) -05 20 80
Easy to learn 5 42(1.3) 275 80 20
Easy to use 5 42(1.3) 275 80 20
Easy to navigate 5 4.6 (0.5) -0.75 100 0
| made the desired moves with ease 5 4(1.9) -2.5 60 20
Clear results of my actions 4 4(1.2) -2.5 80 20
Clear display 4 4(10) 0 60 0
Easy to understand how to play 5 5(0.0) 0 100 0
Clear winning and losing criteria 4 3.6(11) -2 60 20
Understood how steps convert into tokens 4 3211 -15 60 40
Recognized cells of the body 4 3.6(11) 05 60 20
Recognized magnesium and potassium pills 3 3(1.6) -1.25 40 40
No problem accessing the step counter 2 2.8(1.6) -1 40 60

Appropriateness 37
Appropriate flow 4 4.2 (0.8) -0.25 80 0
Appropriate rules 4 3.8(1.3) -2.25 60 20
Appropriate winning and losing criteria 4 4.2 (0.4) -0.25 100 0
Scores were assigned appropriately 4 4(1.2) -2.5 80 20
Appropriate amount of time to win alevel 4 3.8(1.3) -2.25 60 20
Difficulty level appropriatefor target patients 4 4(1.0) 0 60 0
Increase in difficulty was appropriate 4 36(1.1) -2 60 20
Combos made the game more interesting 4 36(11) -0.75 60 20
The game was free of bugs and problems 3 3.2(1.3) -15 40 40
The step counter counted steps accurately 2 2.6(1.5) 0.5 20 60

Game quality 33
Good appearance 4 38(11 0.25 80 20
Good graphics 4 36(1.1) 0.5 60 20
Graphics added life to the game 4 4(1.0) 0 60 0
Pleasant music 3 2.8(1.8) 0.25 40 40
The game was entertaining 3 3(1.0) -1.25 40 40
Had sense of immersion 3 3(0.7) 125 20 20
Provided sensory curiosity 3 3(0.0) 0 0 0
Felt satisfaction when beating levels 4 3.8(1.6) 0.25 80 20
Found the game to be highly replayable 4 3.2(1.3) 1 60 20
Found the gameto be potentially competitive 3 3.2(1.5) -0.25 40 20

Motivation to walk 31
The game encouraged me to walk 3 2.6(1.5) -2 40 40
This game will help me walk more 3 26(1.5) -2 40 40
Desireto reach the next level motivated me 3 3.2(1.5) 1 40 20
towalk
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Category? Median Mean (SD) Nurse score-devel oper mean Agree (%) Disagree (%)
The game made walking more fun 4 3.2(1.6) 1 60 40
The game will motivate patients 4 4(1.0) 1.25 60 0
Mental effort (“disagree” answersare desired) 31
Required too much mental effort 2 22(1.3) 2.25 20 60
Required too little mental effort 5 4(1.7) -3.75 80 20

#The heuristic questionnaire was organized into categories so statistical analysis could be calculated.

Discussion

Our findings from the expert heuristic questionnaire suggest
that WW'’s clarity, ease of use, appropriateness, quality,
motivation, and mental effort were moderately favorable.
Experts offered many suggestions and recommendations that
we used to improve the usability of the game. These resulted
in bug fixes, modifications, and feature additions too numerous
to individually mention here.

Although 2 experts assessed the face validity of the 40-item
expert heuristic questionnaire we designed and used, it isnot a
measure with established psychometric properties. This is a
limitation of our study. Nevertheless, an expert heuristic
usability evaluation of gamesisan essential step in development.
Itisusually done as part of aphatesting before agameisgiven
to the intended users for beta testing due to the large number
of bugs and usability problems at this stage of development. It
helps to significantly improve game quality without needing to
recruit a large group of users who are not on the team. For
complex games, this step is repeated many times by a small
group of experts. Experts who understand both the subject
domain and the game development process can identify most
usability problemswithout prematurely recruiting alarge sample
of theintended usersto confirm the bugs and usability problems
the devel opment team is already aware of. Recruiting intended
usersfor usability evaluationisusually doneduring betatesting
and/or after thegameisgivena“version 1.0” label, that is, when
the game is no longer called a prototype but is referred to as a
product. Development, however, often continues beyond version
1.0, and we plan to do so for WW as well based on data we
receive from our intended users.

It is important to include experts from both domain expert
backgrounds. Another limitation of this study is that we were
only ableto recruit 1 bone marrow transplant nurseto complete
the expert heuristic usability evaluation of WW. Our research
team included 2 additional bone marrow transplant nurses who
participated in the software design but were not included in the
expert heuristic evaluation to avoid potential biasesin response.

After the above discussed expert heuristic usability evaluations,
we expanded the testing team to include 30 graduate students
innursing informatics and in computer science at 3 universities.
Various other volunteer testers were also recruited. A standard

https://xmed.jmir.org/2021/2/€20461

online Google Docs form was created to report bugs. Bugs can
be reported by the push of abutton inthe game and arereviewed
by the project leader and the programmers, and changes in the
source code are made. Once the programmers have completed
all known bug fixes and usability improvements, and fulfilled
expert recommendations, we will perform a usability test with
the target HSCT patient population at the Johns Hopkins Bone
Marrow Transplant unit. The planned future human subjects
protocol of this research has been approved by the Johns
Hopkins Medicine Convened Institutional Review Board (IRB)
and the University of Maryland, Baltimore IRB expedited
review. Patientswill be recruited, and informed consent will be
obtained by study team members. No personal identifiable
information will be collected for this study.

Future work will focus on evaluating suitability for the HSCT
population. This will allow us to recruit adult bone marrow
transplant patients to test the usability of the game using the
System Usability Scale and asemistructured interview [26]. By
determining the usability and user preferences of WW from
HSCT patients, it will show us how to improve the game to
better meet the needs of this patient population. Our ultimate
goa is to increase patient awareness of the importance of
physical activity and its effect on decreasing fatigue. If WW
decreases fatigue by increasing the steps that patients walk, it
may improve quality of life [12]. This game could ultimately
help any patient needing to increase physical activity asan aid
to recovery or even initiate a healthier lifestyle or serve as a
form of entertainment. After HSCT patients pilot WW, we will
adjust the game per their feedback and recommendations, and
plan arigorous evaluation that includes feasibility, acceptability,
patient walking behavior, and measured impact on walking.
Upon completion of these steps, we will consider releasing the
game to the public as a therapeutic tool.

While our target population is HSCT patients, we have
attempted to make the game generic enough for thewider public,
which can be done by changing the graphics and the frequency
and amount of steps needed to walk, which will allow individual
users to set goals themselves rather than their clinicians.
Ultimately, this mobile game with its associated step counter
and database could help patients increase physical activity as
an aid to recovery, which we expect to confirm in aquantitative
way to support our goal in demonstrating their direct
relationship.
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Abstract

Background: As COVID-19 infections worldwide exceed 6 million confirmed cases, the data reveal that the first wave of the
outbreak iscoming to an end in many European countries. Thereisvariation in the testing strategies (eg, massive testing vstesting
only those displaying symptoms) and the strictness of lockdowns imposed by countries around the world. For example, Brazil’'s
mitigation measures lie between the strict lockdowns imposed by many European countries and the more liberal approach taken
by Sweden. This can influence COVID-19 metrics (eg, total deaths, confirmed cases) in unexpected ways.

Objective: Thisstudy aimed to evaluate the effectiveness of local authorities' strategiesin managing the COVID-19 pandemic
in Europe, South America, and the United States.

Methods: The early stage of the COVID-19 outbreak in Brazil was compared to Europe using the weekly transmission rate.
Using the European data as a basis for our analysis, we examined the spread of COVID-19 and modeled curves pertaining to
daily confirmed cases and deaths per million using skew-normal probability density functions. For Sweden, the United Kingdom,
and the United States, we forecasted the end of the pandemic, and for Brazil, we predicted the peak value for daily deaths per
million. We also discussed additional factors that could play an important role in the fight against COVID-19, such as the fast
response of local authorities, testing strategies, number of beds in the intensive care unit, and isolation strategies adopted.

Results: The European data analysis demonstrated that the transmission rate of COVID-19 increased similarly for all countries
in the initial stage of the pandemic but changed as the total confirmed cases per million in each country grew. This was caused
by thevariation intimely action by local authoritiesin adopting i solation measures and/or massive testing strategies. The behavior
of daily confirmed cases for the United States and Brazil during the early stage of the outbreak was similar to that of Italy and
Sweden, respectively. For daily deaths per million, transmission in the United States was similar to that of Switzerland, whereas
for Brazil, it was greater than the counts for Portugal, Germany, and Austria (which had, in terms of total deaths per million, the
best resultsin Europe) but lower than other European countries.
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Conclusions: Thefitting skew parameters used to model the curves for daily confirmed cases per million and daily deaths per
million allow for amore realistic prediction of the end of the pandemic and permit usto compare the mitigation measures adopted
by local authorities by analyzing their respective skew-normal parameters. The massive testing strategy adopted in the early stage
of the pandemic by German authorities made a positive difference compared to other countrieslike Italy where an effective testing
strategy was adopted too late. This explains why, despite a strictly indiscriminate lockdown, Italy’s mortality rate was one of the

highest in the world.

(IMIRx Med 2021;2(2):€21269) doi:10.2196/21269
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Introduction

The study and development of models of infectious disease
dynamics plays a fundamental role in the management of an
unknown outbreak. Nevertheless, such models often create
controversy about how, when, and whether there could be a
useful tool in aiding policy decisions [1]. In the COVID-19
crisis, it appearsthat some articleswere written to address|ocal
authoritiesrather than to scientifically discussthereal situation
of the spread of the outbreak in each country.

It is clear that the timelier the action of local authorities, the
more effective the result. The number of confirmed casesis a
reliable number only if atesting strategy is adopted. Without
it, we do not know in which stage of the disease the country is
in a a given time. Many European countries had a similar
weekly transmission rate in their apparent early stage of the
disease, but, for example, for Italy and Spain, as well as
Germany and Austria, it led to completely different outcomes.
As we shall see in detail later, the massive testing strategy
adopted by German and Austrian authorities created a positive
differencein favor of these countries.

Often, countries are compared to each other by using their total
confirmed cases. This is obviously misleading due to their
varying population sizes. Nevertheless, thetota confirmed cases
per million (TCCpM) could also be misleading. Let us for
example consider the following val ues taken from Worldometer
[2] on May 30: Belgium, Spain, the United Kingdom, Italy,
Iceland, and Singapore had a TCCpM val ue between 4000 and
6000. Arethey inasimilar situation in their management of the
COVID-19 pandemic? The answer isfound by examining their
valuesfor total deaths per million (TDpM), which are 815, 580,
566, 551, 29, and 4, respectively. This demonstrates clear
differencesin how each country wasimpacted by the outbreak.
New Zealand, Australia, South Africa, and South Korea also
have amortality rate comparableto Singapore, but their TCCpM
is approximately 300, which is well below that of Singapore.
It is important to observe that, without a vaccination,
immunization aso plays a fundamental role. Hence, in the
previous cases, |celand and Singapore obtained the best results
in combating the COVID-19 outbreak, whereas European
countries exhibited the worst outcomes. The best way to fight
the outbreak isto reach the maximum number of immunizations
together with a minimum number of deaths per million. This
point should be highlighted in scientific discussions and in the
information disseminated by the media.

https://xmed.jmir.org/2021/2/e21269

If a country does everything well, mortality is controlled over
time. If the action of local authorities in adopting mitigation
measures and testing strategies is not effective, heath care
systems become overwhelmed, and the mortality rate increases
to critical levels. During the outbreaks in Italy and Spain, the
untimely prevention and isolation measures and aweak testing
strategy led to collapsed health care systems and ahigh mortality
rate, despite lockdowns where people were only permitted to
leave their homesfor shopping (food and other necessities), for
medical issues, and to travel to and from work only when
necessary. Brazil, in time, banned international travel; canceled
football matches;, closed its land borders;, shut down all
nonessential public services (eg, al universities and primary
and high schools) and private businesses, with employees
working from home; and restricted commerce to supermarkets,
pharmacies, restaurants (for takeaway or delivery only), gas
stations, and other critical services. Despiteitsineffectivetesting
strategy when facing the outbreak, the timely action seems, at
the moment, to yield good results in terms of deaths if we
comparethe early Brazilian stage of the disease to the European
onewhere strict lockdownswere adopted. However, since Brazil
is a big country, caution is needed when speaking of “good
results” Indeed, while some Brazilian states plan to relax the
quarantine rules, others, which are facing a heath system
collapse, are planning, following the European example, astrict
lockdown with a ban on unnecessary movement of people and
vehicles.

We aso find other approaches worldwide. By quickly
implementing public health measures, Hong Kong demonstrated
that COVID-19 transmission can be effectively contained
without resorting to the strict lockdown adopted by China, the
United States, and Western Europe. The Hong-Kong TCCpM
is approximately 145 and the mortality rateis 0.5 (TDpM). As
one of the most heavily affected epicenters during the severe
acute respiratory syndrome (SARS) epidemic in 2003, Hong
Kong was better equipped to face the COVID-19 outbreak
compared to other countries. Improved testing, greater hospital
capacity to handle novel respiratory pathogens, and apopulation
that understood the need to improve persona hygiene and
maintain physical distancing made the difference.

In Europe, one country stands out in its approach to tackle
COVID-19. In Sweden, individual stook responsibility for social
distancing. High schools and universities were closed, but
primary schools, gyms, restaurants, and bars remained open,
with socia distancing rules enforced, and gatherings were
restricted to 50 people. Sweden’s mortality rate per 1 million
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inhabitants was lower than that of Italy, Spain, and the United
Kingdom but higher than its neighbors Norway, Finland, and
Denmark. Neverthel ess, hospitals have not, at the moment, been
overwhelmed asin Italy and Spain. Thereisno debate over how
to reopen society, and whether there will be a second wave,
because society has largely remained open, and the local
consequences of alockdown have been avoided. As remarked
by its local authorities, Sweden opted for a marathon-style
responseinstead of asprint-like oneto closeitsfirst COVID-19
wave.

To understand the mathematical reason behind lockdowns, a
brief discussion of the basic reproduction number, the so-called
R, number, iswarranted [3]. It refers to the number of infected
people caused by 1 infected person at the beginning of an
outbreak, before widespread immunity starts to develop and/or
any attempt is made to reduce transmission. The subscripted 0
refersto the lack of immunity in the population. The R, should
not be confused with R, which is the number of persons
infected, at any given time, by an infected individual. It
decreases asimmunized peopleincrease, either by vaccination,
natural immunity, or through death of infected persons. In the
case of COVID-19, there is no vaccine as of the writing of this
paper. Therefore, immunity to theinfection in alarge percentage
of people (provided that the disease does not spread rapidly
within the population), the so-called herd immunity [4], can
only be achieved through two chains: natural immunity or death.
When the number of susceptible people decreases, as people
die or become immune by exposure, the R, number decreases,
and the sooner people recover or die, the smaller the R, value
becomes. The basic R, predicts the ratio of immunization that
a population requires to achieve herd immunity.

The critical immunity threshold for random vaccination
(assuming 100% vaccine effectiveness) is (Ry—1)/R, [4]. For a
basic R, of 2.5 (the COVID-19 reproduction number estimated
by Li et a [5] for Wuhan was 2.2), the critical immunity
threshold is thus given by 3/5 (ie, 60%) of the population. For
R,=5, thethreshold increasesto 4/5 (ie, 80%) of the population.
At any time, the effective reproduction number (R) can be
expressed in terms of the R, and the percentage of immunized
people in the population at that time, Pimm(t), by
R=Ry[1-Pimm(t)]. Mitigation and i sol ation strategies are often
used to artificially reduce the reproduction number. For
example, in Iran, the Ry was 4.9 in the first week [6]. After the
closure of schools and universities, the R, was 4.5, and after a
reduction in work hours, this decreased to 4.3 [6].

Without a vaccine, immunization at a much-delayed speed,
ensuring that health services are not overwhelmed, is the only
way to manage the pandemic. Isolation (or lockdown when
necessary) isthe maintool to allow those experiencing the most
acute symptoms to receive the medical support they need.
Nevertheless, what mitigation measures should be adopted
continues to be amatter of discussion; they certainly cannot be
implemented without massivetesting strategies. Indeed, testing
is not only important because it shows, at any given moment,
thereal situation of the outbreak, it isalso essential to sensitize
and empower people.

https://xmed.jmir.org/2021/2/e21269
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A recent study from King's College London [ 7], based on data
fromasurvey of 2250 UK residents aged 18-75 years, classified
the population according to their response to the COVID-19
crisis and lockdown measures. Three groups were identified:
accepting (44%), suffering (47%), and resisting (9%). In the
resisting cluster, with an average age of 29 years of which 64%
were male, 58% thought that “too much fuss’ was being made
about therisk of coronavirus (around 6 times higher than in the
other two groups); 76% opposed official guidelines, such as
meeting friends or family outside their home (41%) or going
outside when having coronavirus-like symptoms (35%). The
researchers also observed that, contrary to what was observed
intheresisting group, where young people dominated the sample
count, people aged 55-75 years made up the largest portion of
the accepting group. Women constituted nearly two-thirds of
the suffering cluster, whereas men represented al most two-thirds
of the resisting group. Worldwide, people spent weeks without
seeing friends and/or family, without school or university,
holidays, sports, or even being able to go to work. So, stress,
anxiety, depression, and fear of the pandemic are common
responses to lockdown measures during the COVID-19
pandemic [8,9].

Methods

Overview

In the early stage of the pandemic, the mitigation strategies
adopted by local authorities could be monitored using countries
weekly transmission rate. At the end of the outbreak, they can
be evaluated by studying the skew-normal distributions that fit
the daily confirmed cases and deaths curves of each country.
In this paper, we analyzed in detail the testing strategies of
various countries during the early stage of the COVID-19
pandemic and fitted the pandemic curves by skew-normal
distributions to show how massive testing strategies are more
effective than the containment measures (ie, full lockdowns)
implemented in some countries.

Data

We collated data collected by the global repositories
Worldometer [2], the World Health Organization (WHO) [10],
and GitHub [11].

The number of intensive care unit (ICU) beds in European
countries was obtained from Rhodes et a [12]; updated counts
were obtained for Germany from Brandt et al [13]. For the
United States, counts were taken from Halpern and Tan [14],
who reported 96,596 ICU beds (292 beds per 1 million
inhabitants), with the following distribution: metropolitan, 94%;
micropolitan, 5%; and rural, 1%. For Brazil, datawere obtained
from the Associagdo de Medicina Intensiva Brasileira
[15]—46,000 ICU beds (216 beds per 1 million), subdivided
into the five regions of Brazil: North (4%, 90 beds per 1
million), Northeast (19%, 150 beds per 1 million), Central-West
(10%, 250 beds per 1 million), Southeast (52%, 270 beds per
1 million), and South (15%, 220 beds per 1 million).

Skew-Normal Distributions
The normal distribution [16] is one of the most important
probability distributions in the field of statistics because it fits
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many natural phenomena. It describes how the values of a
variable are symmetrically distributed around its center, |, and
shows how the probabilities for extreme values further away
from the mean go rapidly to zero in both directions. It is also
known as the Gaussian distribution or the bell curve. Normal
distributions are often used to fit data because, in many cases,
the average point of arandom variable, with afinite mean and
variance, isitself arandom variable whose distribution, as the
number of data points increase, converges to a normal
distribution. Normal distributions have also been used to fit
curves pertaining to the COVID-19 pandemic. Nevertheless,
their use led to misleading predictions regarding the end of the
outbreak in many countries. Although we aways expect
uncertainties with forecasts, we must try to minimize them so
that our predictions can be as close as possible to redlity. It is
well known that the curves of epidemiological models are
asymmetric. So, why not use asymmetric distributionsto fit the
data?n particular, why do we not use skew-normal distributions
in the place of normal distributions?

It is clear that before reaching the peak, normal distributions
can be used to estimate the pandemic curves of daily confirmed
cases per million (DCCpM) and daily deaths per million
(DDpM). Indeed, eventual asymmetries can only be seen after
acountry has reached its peak. However, to estimate the end of
the outbreak, skew-normal distributions, as we shall see later,
are fundamental to obtain the correct answer. Skew-normal
distributions contain an additional parameter (with respect to
normal distributions) that measuresthe asymmetry of the curves
(for a detailed review, see [17-21]). A negative value of this
parameter indicatesthat the left tail islonger (the peak isfound
at the left of ), and a positive one indicates that the right tail
is longer (the peak moves to the right of p). As seen in
Multimedia Appendix 1, the blue line represents a Gaussian
distribution centered at p=0 (0=3). Thered lineisaskew-normal
distribution with a negative parameter (s=-2), and the green
line represents a skew-normal distribution with a positive
parameter (s=3).

Theexplicit anaytical formulaof the skew probabilities’ density
functions, used in this paper to fit the DCCpM and DDpM
curves of 12 European countries and the United States, isgiven

by:
@]

where a=c for the confirmed cases, a=d for the deaths, and Erfc
is the complementary error function:

]

The skewness of the distribution is defined by:

@
Bl

where
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and s is limited to (-1,1). The mean value is given by
mean=p+a09d, and the mode (maximum) has not an analytic
expression but, as shown by Azzalini [21], an accurate closed

form, given by:
@]

Three fitting parameters were obtained, for both the TCCpM
and the TDpM data, by modeling their curves by the respective
cumulative skew-normal distributions:

]

The cumulative skew-normal distribution can be expressed in
terms of the complementary error function and the T-function,
introduced by Owen [22] in 1956:

@

The TCCpM and TDpM curves were modeled by using the
NonlinearModel Fit calculation of the computational program
Wolfram Mathematica (Wolfram Research) [23].

The p Factor

Recalling that herd immunity and low mortality are both
fundamental for tackling the outbreak, weintroducethe p factor,
which can be used to easily compare countries. If two countries
have the same TCCpM value, the one with the greater tests per
confirmed case (TpC) value should have a lower number of
infected people in its population with respect to the other. A
lower p value implies a better rating:

@

Results

Mortality Rate

Based on data collected from global repositories, Table 1
displays statisticsfor 12 European countries, 10 South American
countries, and the United States, as of May 30, 2020.

On May 30, 2020, the total death count was greatest for Italy
(TDpM=551.1), the United Kingdom (TDpM=566.0), Spain
(TDpM=579.6), and Belgium (TDpM=814.9). In these countries,
the TpC number was similar (14.9 for Belgium and Spain, 15.3
for the United Kingdom, and 16.4 for Italy), and their TCCpM
ranged from 3845.7 (Italy) to 5111.7 (Spain). The mortality rate
was 16.2% for Belgium, 11.3% for Spain, 14.3% for Italy, and
14.1%for the United Kingdom. Ireland and Switzerland, which
had a TpC ratio of 13.0 and 12.8, had a lower mortality rate
(6.6% and 6.2%, respectively). The United Kingdom and Ireland
had a similarly low number of ICU beds (the WHO suggests a
number between 100 and 300 beds per 1 million population as
adequate) but a differing mortality rate. The same occurred for
Italy (125 beds per million) and Spain (97 beds per million),
and Switzerland (110 beds per million). Belgium, despite an
adequate number of beds per million (159), had the worst
mortality rate.
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Sweden and the Netherlands had a TpC ratio of 6.2 and 7.1,

respectively; that of the United States was 9.1. For these

countries, the mortality rate was 11.8% (Sweden), 12.8%
(Netherlands), and 5.9% (United States). Here, the great

DelLeo

difference in the number of ICU beds and the temporal shift at
the beginning of the outbreak (allowing for better preparation
of the health care system) clearly played afundamental role.

Table 1. Thetotal deathsper 1 millioninhabitants, the total confirmed cases per million, tests per confirmed case, population sizein millions, population
density per km2, and the number of intensive care unit (ICU) beds per million for 12 European countries, 10 South American countries, and the United

States, as of May 30, 2020.

Country Total deaths per Total confirmed Tests per con- Population sizein  Population density 1CU beds per mil-
million cases per million  firmed case millions lion
Belgium 814.9 5016.0 149 11.6 376 159
Spain 579.6 5111.7 149 46.8 96 97
United Kingdom 566.0 4024.0 153 67.8 274 66
Italy 551.1 3845.7 16.4 60.5 200 125
France 439.8 2842.5 7.5 65.3 119 116
Sweden 4351 3674.6 6.4 10.1 23 58
Netherlands 348.0 2705.1 75 17.1 421 64
Ireland 336.9 5087.6 130 4.9 70 65
United States 313.7 5351.2 9.8 330.8 36 292
Switzerland 2231 3586.6 12.8 8.6 208 110
Ecuador 189.4 2191.5 29 17.6 63 N/A2
Portugal 136.9 3157.2 24.7 10.2 112 42
Brazil 135.8 2346.7 19 2124 25 216
Peru 132.9 4731.6 6.5 329 25 N/A
Germany 101.8 2186.0 216 83.8 233 339
Austria 74.2 1853.9 26.9 9.0 76 218
Chile 52.2 4966.4 59 19.1 23 N/A
Bolivia 26.5 819.8 3.0 11.7 10 N/A
Columbia 175 526.3 120 50.8 41 N/A
Argentina 11.7 359.5 9.6 45.1 16 N/A
Uruguay 6.3 234.6 53.3 35 20 N/A
Paraguay 15 135.8 30.1 71 17 N/A
Venezuela 0.5 514 669.0 284 35 N/A

3N/A: not applicable.

For Brazil, which had the lowest TpC value (1.9), the mortality
rate was 5.8%, similar to the United States. It is clear that for
all the countries, due to the fact that there was a good number
of asymptomatic people, an increasing number of tests should
decrease the mortality rate—that is, when the TpC number
resembles Spain's value, the mortality rates of Sweden, the
Netherlands, the United States, and Brazil should further
decrease. Portugal (TpC=24.7), Germany (TpC=21.6), and
Austria(TpC=26.9) had thelargest TpC numbersand exhibited
avery low mortality rate of 4.3%, 4.7%, and 4.0%, respectively.

It should be noted that when comparing the mortality rate
percentage, we must consider the number of tests done per
confirmed case. To correctly interpret any data, we need to
know how much testing for COVID-19 has been done by the
country. Without complete data, it becomes difficult to assess
which countries are doing well and understand how the

https://xmed.jmir.org/2021/2/e21269

pandemic is spreading. When discussing the total deaths per 1
million population, the number of testsis not important. In this
case, we haveto consider the stage of the outbresk. For example,
the South American countriesarein astage of infection different
to that of the European countries, which are closing their first
COVID-19 wave. Looking at the total deaths per 1 million
population, aparticular caseis called to our attention. In Table
1, of the first 4 countries listed, Italy had the highest TpC
number (16.4), and the value for Germany was 21.6. Considering
that both countries are closing their first wave of the pandemic,
how can their large difference in TDpM (Italy: 551.1 vs
Germany: 101.8) be justified?

To answer to this question, we looked at the data reported in
Table 2 and collected for Austria, Germany, and the 4 countries
with the greatest TDpM numbers in Table 1 (Belgium Spain,
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Italy, and the United Kingdom) according to the Our World in
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Data repository [24].

Table 2. Tests per million, total confirmed cases per million, and tests per confirmed case for Austria, Germany, Italy, the United Kingdom, Spain,

and Belgium on different dates.

Country and date Tests per million Total confirmed cases per million  Tests per confirmed case
February 27
Austria 50 0.33 151.5
Italy 200 10.83 18.5
March 8
Austria 500 11.56 433
Germany 1490 1241 120.1
Italy 830 121.9 6.8
Belgium 350 17.24 20.3
March 15
Austria 910 95.56 9.5
Germany 3010 69.15 435
Italy 2070 409.04 51
Belgium 1070 76.38 14.0
March 22
Austria 2370 398.00 6.0
Germany 7170 296.81 24.2
Italy 4270 977.49 4.4
Belgium 2220 293.19 7.6
March 29
Austria 5160 976.44 53
Germany 11,490 740.99 155
Italy 7510 1614.69 4.7
Belgium 4000 934.14 4.3
April 5
Austria 12,040 1339.00 9.0
Germany 16,360 1194.79 13.7
Italy 11,440 2131.37 54
Belgium 6320 1697.5 37
April 13
Austria 16,480 1560.11 10.6
Germany 20,890 1552.17 135
Italy 17,320 2636.63 6.6
United Kingdom 5420 1307.09 4.1
Spain 19,900 3634.59 55
Belgium 9900 2636.98 38

Massive Testing Strategy

On March 8, Belgium, Austria, and Germany had a similar
TCCpM value (between 10 and 20) but adifferent TpC number:
20.3,43.3, and 120.1, respectively. Thisindicatesthat when the
pandemic wasinitsinitial stage reaching the TCCpM value of

https://xmed.jmir.org/2021/2/e21269
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10-20, the testing strategy in Austria was twice as effective as
that of Belgium, and Germany showed amassivetesting strategy
6 times more effective than Belgium and twice as effective
compared to Austria. On March 8, the pandemic in Italy was at
an advanced stage, with a TCCpM value of 121.9.

IMIRx Med 2021 | vol. 2 | iss. 2 | €21269 | p.43
(page number not for citation purposes)


http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIRX MED

To compare the testing strategy of Italy with that of Germany,
we have to go back to February 27 when Italy’s TCCpM was
10.83. The TpC number of Italy, when the disease reached 10-20
TCCpM, was similar to Belgium. An easy way to compare
testing strategies is by normalizing the TpC to one of the
compared countries. This allows us to yield an effectiveness

DelLeo

factor (EF) with respect to that country. For example, by
choosing Italy asthe normalizing country, the EF for Belgium,
Austria, and Germany is 1.1, 2.3, and 6.5, respectively. Table
3 reports the EFs generated when repeating this for other
intervals of TCCpM.

Table 3. The effectiveness factor of the testing strategy of Italy, Belgium, Austria, and Germany.

Intervals of total confirmed cases per million  Effectiveness factor

Italy Belgium Austria Germany
10-20 1.00 (18.5) 1.10 (20.3/18.5) 2.34(43.3/18.5) 6.49 (120.1/18.5)
250-450 1.00 (5.1) 1.49 (7.6/5.1) 1.18 (6.0/5.1) 4.75 (24.2/5.1)
900-1200 1.00 (4.4) 0.98 (4.3/4.4) 1.20 (5.3/4.4) 3.11 (13.7/4.4)
1300-1700 1.00 (4.7) 0.78 (3.7/4.7) 1.91 (9.0/4.7) 2.87 (13.5/4.7)

In Figures 1 and 2, we show the temporal behavior of the
TCCpM and TDpM curves for the United States and for
countries in Europe and South America. The data of Table 1
and the plots of Figures 1 and 2 are periodically updated online
[25].

Lastly, it is worthwhile to discuss the situation in Venezuela
(Table 1, last row), whose TDpM was 0.5, TCCpM was 51.4,
and TpC was surprisingly 669. Due to its socioeconomic and
political crisis, Venezuela was isolated from the world even
before the COVID-19 outbresk and wasthefirst nation in South
Americatoimposeastrict lockdown. Thismay explain thelack

https://xmed.jmir.org/2021/2/e21269

of widespread transmission in Venezuela. With respect to the
high number of tests, it isimportant to observe that Venezuela
performed a substantial number of rapid blood antibody tests
(manufactured in China) checking for proteins devel oping after
someoneisinfected [26]. Few nasal swab exams were used by
local authorities. It is important to recall that only swab-test
positives are added to the official statistics of confirmed cases.
Inclusion or exclusion of antibody tests explains why, for
example, thetotal number of confirmed casesreported for Spain
by Worldometer [2], where antibody tests are considered, and
in GitHub [11], where they are not, differ.
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Figurel. Curvesof thetotal confirmed cases per 1 million inhabitants (TCCpM) for (A) 12 European countries and the United States and (B) all South
American countries, on day 130 (May 30, 2020). A stabilization point is seen in amost all European countries. This has not yet occurred in South
America where the outbreak is delayed with respect to Europe. Among the 12 European countries analyzed, the higher TCCpM numbers belong to
Spain, Ireland, and Belgium, followed by Italy and Switzerland. The United States overtook the European countries with the highest TCCpM numbers,
the United Kingdom overtook Italy, and Sweden sits between Switzerland and Italy.
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Figure 2. Curvesof thetotal deaths per 1 million inhabitants (TDpM) for (A)12 European countries and the United States and (B) all South American
countries, on day 130 (May 30, 2020). Among the 12 European countries analyzed, the higher TDpM numbers belong to Belgium, Spain, the United
Kingdom, and Italy. The Spain anomaly is due to the lower number of deaths on day 125 (26,837) with respect to deaths on day 124 (28,752). Among
the South American countries, Ecuador showsthe more critical situation, followed by Peru and Brazil with nearly the same number of deaths per million

and very similar curves.
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Weekly Transmission Rates

We now discusstheweekly rate of DCCpM and DDpM. Before
introducing what, for simplicity, we refer to as apha (o) [27]
and beta (B) factors, we first compare the outbreak in different
countries. We shall analyze, asanillustrative example, Germany

https://xmed.jmir.org/2021/2/e21269
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and Italy, the United States, and Brazil. In these countries, the
outbreak did not start at the same time. Hence, we compared
them with each other to see when they reached the same number
of TCCpM. Let us consider the moment at which they reached
10 TCCpM. This happened for Italy on February 27
(TCCpM=10.83), for Germany on March 7 (TCCpM=9.53),
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for the United Stateson March 15 (TCCpM=10.69), and, finally,
for Brazil on March 24 (TCCpM=10.58). To see how the
outbreak was spreading in these countries, we can comparetheir
DCCpM numbers. This can be done by averaging the weekly

DelLeo

data from February 27 for Italy, March 7 for Germany, March
15 for the United States, and March 24 for Brazil. This
comparison can be also donefor aTCCpM value of 100 (Table
4).

Table4. Theweekly transmission rate of daily confirmed cases per million and tests per million for Italy, Germany, the United States, and Brazil upon

reaching 10 and 100 total confirmed cases per million.

Country Total confirmed cases per million  Date 7-day moving average® Tests per million
o factor
Italy 10.83 Feb 27 3.63 200
Germany 9.53 Mar 7 2.15 1490
United States 10.69 Mar 15 281 120
Braxzil 10.58 Mar 24 176 N/AD
[ factor
Italy 97.24 Mar 7 18.06 700
Germany 110.47 Mar 17 27.57 3010
United States 100.61 Mar 22 25.07 760
Brazil 97.58 Apr11 7.55 300

Daily confirmed cases per million/7.
BN/A: not applicable.

Figure 3A isaplot of the a factor for 12 European countries
and the United States. The weekly transmission rate of DCCpM
weregreatest for Ireland and Spain (~200 and 180, respectively),
followed by Belgium and Switzerland (both ~130), with the
first three countries closing their first wave of the pandemic
with a TCCpM around 5000. Italy and Germany showed a
maximum rate of approximately 100 and 70, respectively, and
afinal TCCpM of around 4000 and 2000, respectively. Figure
4A demonstrates that all the European countries, with the
exception of Sweden, present the same curves for their initial
weekly transmission rate. In particular, the a factor of the United
States followed, up to 1000 TCCpM, the same curve as Italy.
So, why do the European countries exhibit a different behavior
in the successive stages of the outbreak?

The answer once again comes from the testing strategy adopted
by local authorities and can be seen by observing Table 4. Italy
(on February 27) and the United States (on March 15) reached
TCCpM vaues of 10.83 and 10.69, respectively, with an a
factor of 3.63 for Italy and 2.81 for the United States. Due to
the fact that, at that time, Italy and the United States tested 200
and 120 inhabitants per million, respectively, their initial-stage
behavior was comparable. The plotsin Figure 3A, as well the
amplification done in Figure 4A, are not normalized. Hence,

https://xmed.jmir.org/2021/2/e21269

Germany’s curve is similar to those of Italy and the United
States. Nevertheless, looking at the last column of Table 4, we
immediately see a great difference in the testing strategy of
Germany (1490 tests per million) compared to Italy (200 tests
per million) and the United States (120 tests per million), leading
to a German relative factor with respect to Italy of (2.15/3.63)
x (200/1490) = 0.29/3.63, and to the United Statesof 0.17/2.81.
Reaching 100 TCCpM, the German effective factors become
6.41/18.06 and 6.96/25.07.

Data on the testing strategy adopted by the different countries
are often available. Hence, when the plots given in Figures 3A
and 4B are used to compare countries to each other, they have
to be appropriately normalized by the tests per million relative
ratio.

We recall one more time that the success of a country in
combating the pandemic is not to reduce the TCCpM but to
reduce its TDpM. Immunization & so plays afundamental role
in disease management. Obvioudly, reducing infections also
has an effect on decreasing the rate of mortality. However, itis
possible to find many examplesin which alarge TCCpM value
does not necessarily imply a large TDpM vaue (see, for
example, Ireland’s curves in Figure 3).
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Figure 3. Theweekly spreading rate for (A) daily confirmed cases per million (DCCpM; a factor) and (B) daily deaths per million (DDpM; 3 factor),
calculated for 12 European countries and the United States when these countries reach the same value for total confirmed cases (TCCpM) and total
deaths per million (TDpM). For the factor, the number of tests per million should be considered as normalization, but this number is not always available.
The curves show a clear asymmetry. They allow for the prediction of afinal TCCpM greater than 5000 for Ireland, Spain, and Belgium; around 4000
for Italy and the United Kingdom; and around 2000 for Austriaand Germany. For total deaths, Bel gium exhibited the worst result (around 800), followed
by Spain, the United Kingdom, and Italy (around 600). Austria and Germany had lower mortality rates.
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Figure 4. The weekly spreading rate at the beginning of the outbreak for 12 European countries, the United States, and Brazil. (A) Confirmed cases:
Brazil, with an initial behavior similar to Sweden, shows a steep increase in its curve, overtaking most European countries and the United States. (B)
Deaths: the Brazilian curve overtakes those of Austria, Germany, and Portugal (which have the lowest mortalities) but remains below all other European
countries and the United States. DCCpM: daily confirmed cases per million, DDpM: daily deaths per million, TCCpM: total confirmed cases per million,
TDpM: total deaths per million.
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Next, we analyzed the weekly transmission ratefor DDpM, the  In this case, the comparison can be done directly without any
so-called (3 factor, which was done analogously to what has  testing normalization. Obviously, subnotification of deaths has
been done for the DCCpM. Table 5 takes Italy, Germany, the tobeconsidered aswell, but, at the moment, we have no reliable
United States, and Brazil asillustrative examples. information on this. Between 10 and 20 TDpM, Table 5 shows
the worst 3 factors for Italy and the best ones for Brazil.
Nevertheless, theincreasing rate for Italy, Germany, the United
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States, and Brazil show a factor of 1.6, 1.4, 1.6, and 2.1,
respectively. In Figure 3B, we see that Ireland, despite its high
valuesfor TCCpM and peak in DCCpM, will closeitsfirst wave
of the pandemic withaTDpM value between 300 and 400, well
below Belgium (TDpM=800) and Italy, Switzerland, and Spain
(TDpM range 550-650). The plots also show good results for

DelLeo

Austria (TDpM<100), Germany (TDpM~100), and Portugal
(TDpM=150).

In Figure 4B, which is an amplification of Figure 3B, Brazil
overtakes the curves of Austria, Germany, and Portugal
(meaning that its final TDpM will be greater than 200) but is
still under that of other European countries and the United
States.

Table 5. The B factor for Italy, Germany, the United States, and Brazil upon reaching 10 and 20 total deaths per 1 million population.

Country

Totd deathsper million Date 7-day moving average?

10 total deaths per million
Italy
Germany
United States
Brazil
20 total deaths per million
Italy
Germany
United States

Brazil

10.43 Mar 10 252
10.98 Apr1 1.72
10.34 Mar 29 224
10.08 Apr 17 0.85
20.93 Mar 13 4.00
18.90 Apr5 244
19.68 Mar 1 351
20.18 Apr 17 1.75

@Daily total deaths/7.

Analysis of Skew-Normal Distributions

The threefitting parameters, with their respective 95% Cls, are
shown in Tables 6 and 7 for 10 European countries. The
cumulative density function and probability density function

for these countries, which are closing their first pandemic wave,
are displayed in Figures 5 and 6. The DCCpM plotsin Figure
6 clearly show their asymmetric nature. This explains why
forecasts based on normal distributions, dueto the lack of profile
asymmetry, leads to misleading resullts.

Table 6. The fitting parameters (center, standard deviation, and skewness) of the skew-normal distributions for the countries in Figures 5 and 6 for

total confirmed cases per million.

Country Parameter Total confirmed cases per million (95% ClI)
Uc(95% CI) Sigc (95% ClI) S (95% ClI)
Ireland 73.4(1.4) 19.2(0.1) 1.6 (0.3) 5040 (39)
Belgium 63.7 (0.4) 26.5(0.1) 3.3(0.3) 5014 (25)
Spain 57.8 (0.5) 22.6(0.1) 4.6(0.8) 4977 (26)
Italy 50.9(0.2) 32.3(0.1) 5.1(0.3) 3889 (10)
Switzerland 54.8 (0.2) 20.1(0.1) 45(0.5) 3551 (10)
Portugal 60.2 (0.4) 32.4(0.1) 8.2(2.2) 3133 (32)
France 70.8(6.2) 14.4(0.3) 0.8(0.9) 2723 (24)
The Netherlands 62.1 (0.4) 25.9 (0.1) 2.8(0.2) 2684 (12)
Germany 56.9 (0.4) 24.3(0.1) 5.0 (0.9) 2136 (11)
Austria 55.4 (0.6) 17.3(0.1) 49(17) 1777 (11)
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Table 7. The fitting parameters (center, standard deviation, and skewness) of the skew-normal distributions for the countries in Figures 5 and 6 for

total deaths per million.

Country Parameter Total deaths per million (95% CI)
Ug (95% CI) sigq (95% ClI) S (95% ClI)

Belgium 71.2(0.4) 21.8(0.5) 3.7(0.4) 810 (4)
Spain 59.8 (0.4) 26.1(0.6) 7.0 (1.6) 600 (4)
Italy 54.3(0.2) 33.7(0.3) 5.8 (0.4) 562 (2)
France 66.6 (0.4) 22.6 (0.6) 4.4(0.6) 436 (2)
The Netherlands 64.8 (0.2) 28.0 (0.4) 43(0.3) 354 (1)
Ireland 82.3(2.6) 16.1(2.0) 1.2(0.5) 330 (4)
Switzerland 64.7 (0.2) 21.8(0.3) 32(0.2) 223(1)
Portugal 66.2 (0.4) 34.8(11) 5.9 (0.9) 143 (2)
Germany 70.4 (0.4) 24.9 (0.6) 3.1(0.3) 102 (1)
Austria 66.9 (0.4) 20.2 (0.5) 2.8(0.3) 71 (1)

The greatest asymmetries are found in the skew-normal
distributions of Portugal for confirmed cases (y.=0.94) and of

Spain for deaths (y4=0.92). The most symmetric distributions
belong to Ireland (y.=0.33 and y;=0.20) and France (y.=0.08),
each with a profile very similar to Gaussian distributions.

By using thefitting parameters of the skew-normal distributions,
we can also obtain information about the mean values of the
DCCpM and DDpM curves. For example, for Germany, Spain,
Italy, and Belgium, we find p=75.9, 75.4, 76.1, and 83.9,

respectively, showing that the epidemic began in the same period
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inthefirst three countriesand aweek later in Belgium. Itisalso
interesting to calculate the shift between the mean values of
deaths and confirmed cases (Amean=pg—-+040—00.). For
Germany, this value was 13.4. For Spain, Italy, and Belgium,
itislower: 5.0, 4.7, and 2.5, respectively. Thisindicatesthat in
Spain, Italy, and Belgium, only people with moderate or severe
symptoms were being tested; this serves as additional evidence
of the different testing strategies adopted in the early stage of
the outbreak by Spain, Italy, and Belgium vs Austria and
Germany.
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Figure5. Skew-normal cumulative distribution functionsfor 10 European countriesthat have closed their first pandemic wave. TCCpM: total confirmed
cases per million, TDpM: total deaths per million.

4500

Anoa
500
Bl
2500
FL ]

WAL/ Ao T

FE]

WAL/ WdD0L

10040
50
0
5504
B
A5
A
A5
R
250
2000
1500
1000
500
a
5500
5000
4500
4000
500
000
2500
2000
1500
L
B
0
BA
B
450
AE
A5
3000

WL/ mdooL

1500

pL]
500
L
BEO0
00
4500
Bl
2500
Bl
2500
L]

WdeLL/ Do

1500
10
ol

WAL/ WdD0L

a
40 50 a0 0 B0 S0 00 110 120 130 =0 60 YO S0 00 W00 110 120 130
DAY 85: April, 15 DAY BS: April, 15

https://xmed.jmir.org/2021/2/e21269 JMIRX Med 2021 | vol. 2 | iss. 2 | €21269 | p.52

(page number not for citation purposes)
XSL-FO

RenderX


http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIRX MED

DelLeo

Figure 6. Skew-normal probability distribution functions corresponding to the cumulative distribution functions plotted in Figure 5. DCCpM: daily

confirmed cases per million, DDpM: daily deaths per million.
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We observed that, among the distributions plotted in Figure 6,
that of the Netherlands shows a smooth growth and a peak
(comparableto that of Germany) and islower than all the other
distributions. The Netherlands attempted to adopt a different
form of lockdown. In contrast to most other European countries,
where peoplewere virtually housebound, the Dutch authorities
opted for what they called an “intelligent” lockdown. The Dutch
position, in many aspects similar to the Swedish one, reflects
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the idea that immunization also plays a fundamenta role in
managing the pandemic. Despite its differing approach with
respect to the strict lockdowns of Belgium (TDpM=814.9),
Spain (TDpM=579.6), the United Kingdom (TDpM=566.0),
Ity (TDpM=551.1), and France (TDpM=439.8), the
Netherlands seems to have made the right choice, closing their
first wave of the outbreak with a smaller number of deaths per
million (TDpM=348.0).
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The United Kingdom, Sweden, the United States, and
Brazl
In Figures 7 and 8, we plot the cumul ative density function an

in Tables 8 and 9.

Figure 7. Skew-normal cumulative distribution functions for the United Kingdom, Sweden, and the United States.
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Figure 8. Skew-normal probability distribution functions corresponding to the cumulative distribution functions plotted in Figure 7. DCCpM: daily
confirmed cases per million, DDpM: daily deaths per million.
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Table 8. Thefitting parameters (center, standard deviation, and skewness) of the skew-normal distributions of the United Kingdom, Sweden, and the

United States for total confirmed cases per million.

Country Parameter Total confirmed cases per million (95% ClI)
1c(95% CI) sige (95% Cl) s (95% Cl)

United States 64.4(0.1) 63.6 (0.1) 11.1 (0.6) 7618 (90)

Sweden 65.3 (0.6) 95.8 (1.1) 7.6(1.2) 7253 (675)

United Kingdom 68.6 (0.4) 42.4(0.1) 4.6 (0.4) 4753 (78)

Table 9. Thefitting parameters (center, standard deviation, and skewness) of the skew-normal distributions of the United Kingdom, Sweden, and the

United States for total deaths per million.

Country Parameter Total deaths per million (95% CI)
Hg (95% CI) sigg (95% CI) 4 (95% Cl)

United States 69.5(0.2) 31.9(05) 5.4(0.4) 595 (4)

Sweden 72.3(0.6) 435 (2.8) 5.7 (1.0) 524 (18)

United Kingdom 70.6 (0.2) 43.2(0.8) 6.4 (0.4) 377 (4)

The curves of the United Kingdom and Sweden, in terms of the
DCCpM and DDpM skewness and DDpM standard deviation,
are similar to that of Italy and Portugal, respectively. The
difference is found in the standard deviation of DCCpM. The
c valuefor the United Kingdom (c=42.4) is greater than that of
Italy (c=32.3), and the c of Sweden (c=95.8) is the highest
among all the countries studied in this paper. Sweden’s high
standard deviation is a clear consequence of the milder
mitigation measures adopted by local authorities. Contrary to
what will happen in other European countries, where once the
first phase of the pandemicis closed and anew waveis expected
to come, Sweden will probably face asingle long period of the
pandemic.

The greater standard deviations of the DCCpM curves of the
United Kingdom and Sweden, with respect to those pertaining
totheir DDpM, leadsto mean values of DDpM |ower than those
of DCCpM (United Kingdom: py=94.5, p.=101.7; Sweden:
Hq=106.5, u.=141.1), which is contrary to what has been seen
for other European countries. This result confirms what we
discussed in the Introduction, that is, when speaking of
COVID-19 numbers, it isfundamental to look at the deaths per
million. Predictions of the critical peak region for the DDpM
curvesare clearly moreimportant than the onesfor the DCCpM
curves. When the DDpM curves cannot be modeled, because
one of the three parameters oscillates, we can resort to what we
call dynamical prediction. Thishappens, for example, for Brazil,
where the peak till shows an oscillating behavior. This point
will berevisited later.

The skew-normal predictions can be complemented by the
graphical analysis of the a and 3 factors given in Figure 3. For
example, Figure 3A shows a closing curve for the United
Kingdom (black line) between 4000 and 5000 TCCpM, and this
isin agreement with the skew-normal prediction (4753, SD 78).
For the United Kingdom, with a popul ation of 68 million people,
aTCCpM of 5000 means 340,000 confirmed cases at the end
of thefirst pandemic wave. For Sweden (yellow line), thefactor
does not yet show a decreasing trend. This means that the
skew-normal forecast yields a TCCpM value greater that 7000

https://xmed.jmir.org/2021/2/e21269

(7253, SD 675) corresponding to 70,000 confirmed cases
(considering that the Swedish population is 10 million
inhabitants), which could represent alower limit. As observed
before, the number of total infected people is only one of the
analyses that needs to be done to assess how a country has
tackled the epidemic. When looking a the skew-normal
predictions for the total deaths in the United Kingdom and
Sweden, we find values around 600 (595, SD 4) and 500 (524,
SD 18), respectively. This predicts approximatively 40,000 and
5000 deaths for the United Kingdom and Sweden, respectively.

For the United States, the skew-normal prediction for the
TCCpM results in a value of approximately 7500 (7618, SD
90); thismeansthat for a population of 330 million people, there
will be 2.5 million confirmed cases at the end of the first
pandemic wave. Interestingly, the TCCpM of the United States
and Sweden is similar despite differing mitigation measures.
However, as observed earlier, when we compare the total
confirmed cases between two countries, we must hormalize
using their TpC ratio, which in this caseis 2/3 (Table 1).

The United States and the United Kingdom similarly adopted
strict lockdowns. The factor of the United States (Figure 3B,
whiteline) predicts, at the end of thefirst wave, aTDpM of 400
(130,000 deaths) compatible with the skew-normal prediction
(377, SD 4). The United Kingdom should close its first wave
withaTDpM of 600. Thisdifference could be explained by the
differencein the number of ICU beds per 1 million for the two
countries (66 for the United Kingdom and 292 for the United
States). Sweden, if the prediction is confirmed, should close
with aTDpM of 500 without resorting to a strict lockdown and
despite its very low number of beds per 1 million (58), which
iscertainly awin for the Swedish authorities. It should be noted
that most European countries are now entering the second phase
of COVID-19, and as mitigation measures are relaxed, their
response will resemble the Swedish approach.

For Brazil, it is not yet possible to model the DCCpM and
DDpM curves because the skew-normal parameters are still in
their oscillating phase. However, the a and (3 factors can be
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used to compare the epidemic curves of Brazil with those of
the European countries when they were in the same stage of the
outbreak. In particular, the Brazilian DDpM weekly spreading
curve (Figure 4B) overtakes those of Austria, Germany, and
Portugal, but it islower than those of other European countries
like Spain, Italy, and the United Kingdom.

Dynamical Predictions

To make some reliable predictions for Brazil, let us examine
the dynamical peak (Figure 9). Until the peak is reached, we
cannot speak of asymmetric distributions; hence, the standard
norma distribution must be used to obtain dynamical
predictions. The idea behind dynamical predictionsis simple:
intheinitia stage of the disease, the daily updated datalead to
forecasts that change drastically from one day to the next. For
example, on day 65 (March 26), the peak of the DDpM curves
for the United Kingdom, Sweden, and the United States was

https://xmed.jmir.org/2021/2/e21269
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predicted to occur on day 103 (May 3), day 109 (May 9), and
day 116 (May 16), respectively (Figure 9). Five days later, the
peak of the DDpM curves was predicted on day 92 (the United
Kingdom and the United States) and day 127 (Sweden). In
Figure 9, the dashed red line (day of the prediction coinciding
with the prediction of the peak) representsthe critical line. When
the prediction curve crossessuch aline, it tendsto stabilize (see
the United Kingdom, Sweden, and the United States). For Brazil,
the oscillating peak is getting closer to the critical line. For a
symmetric distribution, after the crossing point, we should,
theoretically, have a horizontal line. Therefore, the inclination
of thedynamical curve, after the crossing point with the critical
ling, is an indication of the breaking of symmetry in the
distribution. For example, the DDpM skew-normal curves of
the United States and Sweden should have greater asymmetry
compared to the United Kingdom. This is confirmed by the
standard deviations provided in Table 4.
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Figure9. Thedynamical curve for the peak of daily deaths per million (DDpM). The oscillatory behavior tends to stabilize when the curve crosses the
critical (dashed red) line. After stabilization, theinclination is an indication of the breaking of symmetry in the distribution.

155
145
135
125
115
105

95

85

75

954
0]
754

654

55+
55

65 75 85 95 105 115 125

DAY 95: April, 25

Thedynamical analysisof Brazil's peak showsthat the country
is approaching its DDpM peak. To see when this will happen,
let us consider the number of deaths on May 30 (day 130), that
is, 28,834. If we go back to day 80 (April 10), we find 1057
deaths. Table 10 displays the number of deaths every 5 days
starting on April 10.

The ratios between the number of deaths every 5 days (eg,
1.64=1736/1057) can be modeled using a linear fit:
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yd=2.4-xd/100. Solving for xd and setting yd=1, we find that
xd=140, which predicts the peak of the DDpM curve to fall
around June 10. Considering the increase of the last 10 days,
thisindicates apeak of around 200 TDpM, anumber comparable
to that of the most critical European countries (Figure 3B) but
with a number of DDpM at a peak lower than those of these
countries (Figure 4B) and similar to the Dutch and Swedish
peaks. Recaling that the Netherlands is closing its first
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pandemic wave at around 400 and the prediction for Sweden is
around 500, for Brazil this means approximately 80,000 deaths
if the mitigation measures remain similar to the current ones
(which are comparableto the Netherlands' approach). Relaxing
the mitigation rules (resembling Sweden’'s approach) will
probably result in surpassing a TDpM value of 600, that is,
exceeding 120,000 deaths.

Looking at the TDpM situation acrossthe five regions of Brazil,
we find (on May 31) a very heterogeneous situation, with the

DelLeo

Central-West (TDpM=23) and South (TDpM=18) regions well
below the national value of 140, the Northeast (TDpM=155)
and Southeast (TDpM=157) regionswith a TDpM comparable
to the national one, and the Northern (TDpM=309) region
surpassing the national one. In Sdo Paulo State (TDpM=166),
Sdo Paulo City (11.8 million inhabitants) has a TDpM of 357
whereas Campinas (1.2 million inhabitants) hasa TDpM of 63.
This large heterogeneity indicates the impact of varying local
mitigation measures when combating the long epidemic wave.

Table 10. The number of deaths every 5 days, starting on April 10, and ratios between the number of deaths every 5 days, for Brazil.

Day Deaths, n Ratio
80 1057 N/A2
85 1736 164
90 2587 1.49
95 4057 157
100 6006 1.48
105 7938 132
110 11,123 1.40
115 14,962 135
120 18,859 1.26
125 23,473 124
130 28,834 1.23

8N/A: not applicable.

p Factor Analysis

Table 11 presents the p factor for the 10 European countries of
Figures 5 and 6 by using the data in Table 1. A lower value
implies a better rating.

Table 11. The p factor for 10 European countries.

Table 12 displays the p factor for countries that have adopted
a smart testing strategy and reduced the number of deaths per
1 million inhabitants at the end of May 2020 [2].

Country p factor
Switzerland 0.80
Ireland 0.86
The Netherlands 0.96
Germany 1.01
Portugal 1.07
Austria 1.08
France 1.16
Spain 1.69
Italy 2.35
Belgium 242

https://xmed.jmir.org/2021/2/e21269

JMIRx Med 2021 | vol. 2 | iss. 2 | €21269 | p.59
(page number not for citation purposes)


http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIRX MED

DelLeo

Table 12. Thetotal deathsper 1 million inhabitants, total confirmed cases per million, tests per confirmed case, population sizein millions, and p factor

on May 31, 2020.

Country Total deaths per Total confirmed cases  Tests per con- Population sizein  p factor
million per million firmed case millions
Iceland 29 5295 338 0.34 0.19
South Africa 12 552 22.2 59.24 0.48
Norway 44 1558 291 542 0.82
Finland 58 1243 269 5.54 1.26
Czech Republic 30 866 47.8 10.71 1.66
South Korea 5 224 80.2 51.27 1.79
Australia 4 283 204.2 2547 2.89

It isimportant to recall that the p factor considers not only the
mortality rate but also theimmunization rate. It isclear that with
an indiscriminate and strict lockdown, a country will avoid
deaths, but at the same time, it will have a very low
immunization level when facing the second wave of the
pandemic.

Table 12 is aso useful for understanding why the TpC is
important. For example, South Africa and South Korea have
similar mortality rates: 12/552 and 5/224, respectively. However,

South Korea's testing strategy led to a number of tests 4 times
that of South Africa. Consequently, the number of infected
people in South Africa is expected to be greater than that of
South Korea probably by the same factor. This explains the
final ratio of the p factor between South Africaand South Korea.

Inthe case of Italy, where afull national lockdown wasimposed
at the beginning of March, Table 13 presents metrics and the p
factor associated with each of its regions.

Table 13. Thetotal deathsper 1 million inhabitants, total confirmed cases per million, tests per confirmed case, population sizein millions, and p factor

for the regions of Italy on May 30, 2020.

Region/country Total deathsper  Total confirmed Testsper con-  Populationsize p factor
million cases per million  firmed case in millions
Piedmont 865 6857 10.3 4.46 1.30
Lombardy 1598 8823 84 10.06 152
Valled Aosta 1172 9697 127 0.12 153
Liguria 941 6226 109 155 1.65
Molise 71 1406 33.0 0.31 1.67
Emilia-Romagna 921 6224 11.6 4.46 172
Marche 645 4397 152 153 2.23
Trentino-Alto Adige 704 6565 216 1.07 2.32
Tuscany 278 2708 24.7 3.73 254
Umbria 86 1626 48.9 0.88 2.59
Abruzzo 308 2471 22.6 131 2.82
Apulia 124 1114 26.0 4.03 2.89
Lazio 124 1312 328 5.88 3.10
Veneto 390 3903 344 4.91 344
Sicily 55 688 433 5.00 3.46
Campania 71 827 413 5.80 3.55
Sardinia 79 827 417 164 3.98
Friuli-Venezia Giulia 273 2681 40.3 122 4.10
Basilicata 438 712 73.7 0.56 4.97
Calabria 50 594 59.9 1.95 5.04
Italy 551 3846 16.4 60.47 2.35

https://xmed.jmir.org/2021/2/e21269

JMIRx Med 2021 | vol. 2 | iss. 2 | €21269 | p.60
(page number not for citation purposes)


http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIRX MED

From these data, it is clear that regions such as Caabria
(TCCpM=594, TpC=59.9), Sicily (TCCpM=688, TpC=43.3),
Basilicata (TCCpM=712, TpC=73.7), Sardinia (TCCpM=827,
TpC=41.7), and Campania (TCCpM=827, TpC=41.7) have a
very low immunization rate; this should be considered when
entering the second wave of the pandemic. The best factor,
combining the mortality and immunization rates, belongs to
Piedmont. The Italian data also show that a smart lockdown
and an appropriate testing strategy should provide better results
than an indiscriminate full lockdown.

Discussion

Principal Findings
In thisfinal section, after studying the metrics associated with
the COVID-19 outbreak, we recommend following these steps:

1. The weekly transmission rate of the DCCpM (DDpM) as
countries reach the same number of TCCpM (TDpM) can
be used to compare countries that are at different stages of
the outbreak, which we refer to asthe a (or ) factor;

2. Beforereaching the peak, the dynamical (oscillatory) curve
of the parameters to be fitted can be used to understand
when such a curve crosses the critical line and tends to
stabilize;

3. After reaching stabilization, asymmetrical distributions
have to be introduced to model the DCCpM and DDpM
curves (we used skew-normal distributions).

As shown in the previous sections, the timely massive testing
strategy implemented by German authorities resulted in a
substantial difference in the outcomes of Germany and Italy.
Indeed, mitigation measures (such as physical distancing, contact
tracing, restricting public gatherings, closing schools and
universities) certainly become more effective when a country
adopts a timely and massive testing strategy, thereby limiting
transmission from asymptomatic cases and facilitating treatment
for sick people before the disease worsens. The quantitative
impact of a massive testing strategy has been studied by Gorji
et a [28]. Clearly, if acountry has not performed enough tests,
arandom smart testing strategy is required. By testing a much
smaller number of randomly selected people per day, it is
possible to obtain information on the local transmission rate
[29].

The Brazilian mitigation measures are similar to that of the
Netherlands, stricter than that of Sweden but certainly less
severe than the Italian lockdown. On May 30, Brazil reached a
TCCpM vaue of 2347 and a very low TpC number (1.9),
suggesting a great number of hidden infected people.
Nevertheless, the number of deaths (TDpM=126) till remain
under control, and as shown in the Results section, the peak
may possibly occur around June 10. For Brazil, the factor is
0.10. This means that, at the end of the first pandemic wave,
Brazil will reach agreat number of confirmed cases per million
(with a consequently good level of population immunization)
and arelatively low number of deaths. As shown for Italy, itis
clear that astrict national mitigation approach is not the correct
way to manage the pandemic. A smart local lockdown should
be preferred to anational one, asin medieval times. In contrast
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to most other European countries where people were virtually
housebound, the Brazilian, Dutch, and Swedish authorities
adopted a different mitigation approach: conservative (but not
medieval), moderate, and liberal, respectively. Italy and the
Netherlands are closing their first pandemic wave with TDpM
and TCCpM numbers of approximately 550 and 3800 for the
former and 350 and 2800 for the latter. Sweden, if the
predictions are correct, should close around 550 and 7500. The
Dutch and Swedish approaches have yielded positive resultsin
terms of deaths and confirmed cases per million compared to
the European countriesthat adopted a strict lockdown (Belgium,
Spain, the United Kingdom, and Italy), even though they were
heavily criticized in the beginning for their mitigation measures
and despite their less effective testing strategies.

Alarming predictions of the exponential growth rate of the
pandemic led the local authorities of many countries to
implement astrict lockdown. Neverthel ess, the Swedish DCCpM
curve does not confirm this fear, and it has a smooth increase
with respect to the curves of the United Kingdom and the United
States (Figure 7). Recently, Norwegian authorities have
concluded that the virus was never spreading as quickly as
predicted and that the effective reproduction rate had already
dropped to a value around 1.1 before the implementation of
most rigid mitigation measures [30]. Thisisalso happening for
Brazil (Figure 4A), where starting from day 80 (April 10) and
reaching day 130 (May 30), we have, every 5 days, an increase
of 1.30-1.45 in the total number of confirmed cases.

Need for a Massive Testing Strategy

Testing far more people means detecting more inhabitants with
fewer or no symptoms. Increasing the number of known cases,
but not the number of fatalities, we obviously decrease the
fatality rate and obtain amore reliable number for the mortality
rate of the pandemic. Nevertheless, thisis not the main goal of
amassivetesting strategy. The strategy of early and widespread
testing allows usto slow down the pandemic spread by isolating
known cases while they are infectious and to deliver medical
treatment in a timelier fashion, thereby saving lives. The
possibility of an early diagnosis, before the health of a patient
declines substantially, increases the chance of survival.

Long before recording its first case of COVID-19 in February,
Germany, in mid-January, developed a test and posted the
formula online, and laboratories across the country stockpiled
test kits[31]. This permitted greater testing with respect to other
European countries. The German and Austrian massive testing
strategy, implemented during the early stage of the pandemic,
made a great difference. Massive testing in the fina stage is
only useful for reducing the mortality rate on paper and not for
saving a substantial number of lives.

At the beginning of its outbreak, Germany conducted 120 tests
per confirmed case, far more than any other European country.
Medica staff, who were at heightened risk of contracting and
spreading the virus, were regularly tested. Donning adequate
protection, physicians, nurses, and laboratory technicians took
to the streets, conducting tests viathe corona taxi and suggesting
hospitalization even for patientswith mild symptoms[31]. This
was done at zero cost to the population (contrary, for example,
to what happened during the first several weeks of the outbreak
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in the United States), and this guaranteed broad-based testing.
In most countries, including the United States and Brazil, testing
was largely limited to the sickest patients. Testing and tracking
was a successful strategy used by both South Korea and
Germany.

Social distancing measures are important for flattening the
pandemic curve and avoiding the collapse of national health
care systems. Clear, detailed, and scientifically correct
information is fundamental to reassure and calm citizens, but,
as dready mentioned, massive testing strategies make a
noticeable difference in the fight against COVID-19.

An important consideration must be made about the absolute
numbers often used in the media: they cannot be used when
comparing different countries. For example, the absolute
numbers of tests, on May 30, for Germany and ltaly, are
3,824,621 and 3,952,971, respectively. At first glance, the small
difference seems not to deserve adeep analysis of their strategy.
However, as shown in this section, the massive testing strategy
adopted by Germany in the early stage of the disease led to
different results in terms of mortality rates, in favor of the
German people.

Other absolute numbers often used to compare countries are
total confirmed cases and total deaths. For example, in the
COVID-19 world ranking on Worldometer [2] (which lists 215
countries), the absolute numbers for total confirmed cases and
total deaths for Brazil on May 30 puts the country in position
2 for TCCpM (after the United States) and in position 4 for
TDpM (after the United States, the United Kingdom, and Italy).
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To compare countries, we obviously have to normalize using
their population; upon normalization, Brazil descendsto position
39 for TCCpM and 22 for TDpM.

Conclusions

We conclude by noting that this paper only represents one of
the many different ways of examining numerical datapertaining
to the COVID-19 outbreak. Any scientific analysis should
always be complemented by examining the local situation in
terms of ICU beds, hospital capacity, and equipment.
Researchers working with these data can certainly shed some
light on the situation, but nurses and physicians struggle on a
daily basis to help the population; they save lives, deserve
protection, and all the necessary support.

Comparing the epidemic across various countries certainly isa
difficult task. Mortality rates must always be traced back to the
average age of the population, to the capacity of the health
system, and to the strategies adopted by the authorities to
manage the COV1D-19 outbreak. The discussion and statistical
analysispresented in this paper clearly show why Germany was
so effective in pandemic management compared Italy. Massive
testing strategies are a more appropriate way to control the
pandemic. Skew-normal distributions allow usto obtain amore
realistic prediction of the end of the pandemic in each country.
The mortality rate hasto be calculated by comparing the deaths
in 2020 with those of 2019; this is the only effective way to
understand the effect of COVID-19 on the mortality rate of a
country and consequently to understand the real mortality rate
associated with the disease and whether deaths were due to
overloaded health care systems.
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Abstract

Background: Owing to the widespread use of general anesthesia, administration of spinal anesthesiain pediatric patientsis not
widely practiced. Yet there is ample positive evidence demonstrating its safety, effectiveness, and success.

Objective: The objective of this study isto compare postoperative patient comfort, length of hospital stay, and cost-effectiveness
of pediatric |laparoscopic appendectomies performed under spinal and general anesthesiawith the usua standard-of-care procedures
employed in the hospital.

Methods: Thisisacase series of 77 consecutive pediatric |aparoscopic appendectomies (involving 5-8—-year-old children) that
took place in a hospital in Chittagong, Bangladesh, in 2019. A total of 40 patients underwent spinal anesthesia and 37 patients
underwent general anesthesia. Variables such as surgery and operation theater times, pain score, incidence of postsurgery vomiting,
analgesic usage, discharge times, and hospital costs were recorded. Statistical analysis was used to analyze the data as a function
of anesthesiatype.

Results. The probability of vomiting when using spinal compared to general anesthesia was lower within the first 5 hours
(P<.001) and 6 hours (P=.008) postoperation. A significant difference (P<.001) was observed between the total costs of the two
procedures, with spinal anesthesia being less expensive. Patients were more likely to be discharged the same day of the procedure
when spinal anesthesia was used (P=.008).
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Conclusions: Spinal anesthesia has many advantages compared to general anesthesiafor pediatric laparoscopic appendectomies.
Patient comfort isimproved dueto asignificant decreasein vomiting. Thisallowsfor more rapid hospital discharges and substantial
cost savings, without compromising the outcome of the procedure.

(IMIRx Med 2021;2(2):625204)  doi:10.2196/25204
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Introduction

The history and success of pediatric spinal anesthesia
procedures, beginning with the 1898 report by Bier and several
studies by Gray and Cantab afew years|ater, hasrecently been
documented [1]. Due to improvements in general anesthesia,
there was little interest in pediatric spinal anesthesia until the
1950s, when more studies advocated for itsuse in children [2].
Since then, the spinal anesthetic approach has increased
dramatically in children, and the potential problems and risks
of general anesthesia in pediatrics have been documented [3].
However, even by 1984, Abgjian et al [4] noted that despite
reports of spinal anesthesia use in children and confirmation
that it isasafe alternative to general anesthesiaeven for patients
under 1 year of age, it remained underutilized. In 2006, Williams
et a [5] found complication rates to be very low among 1554
procedures and recommended spinal anesthesia for lower
abdominal or extremity surgery ininfants. An Italian and Finnish
collaborative published astudy of 1132 children, aged 6 months
to 14 years, with similar conclusions (specifically with
hyperbaric bupivacaine) [6]. Imbelloni et al [7] reported an
excellent rate of success in 307 consecutive cases of patients
under the age of 13 yearsin a Brazilian setting, although they
cautioned that spinal anesthesia in children should be
administered only by anesthesiologistsaready trainedin spinal
anesthesia in adults. They further noted that the cost to the
facility was 54% less than the cost of general anesthesia, which
isanimportant consideration in countrieswith limited financial
resources. In Nigeria, even as recently as 2010, only general
anesthesia was used. The first study in Nigeria indicated that
spinal anesthesia in children caused minima hemodynamic
disruption and was classified as a safe technique for
lower-extremity surgeries [8]. In 2010, Polaner and Drescher
[9], and a year later Ecoffey [10], reviewed the safety record
and concluded that athough usage of regional anesthesia,
whether as adjuncts, primary anesthesia, or postoperative
analgesia, was becoming increasingly common in pediatric
practice, data on their safety remained limited because of the
scarcity of large-scale prospective studies required to detect
low-incidence events. Despite this, their study concluded that
regional blockades in infants and children appeared to have a
very high degree of safety. They noted the importance of
attention to technique, detail, and prudent patient selection to
avoid possible complications.

Despite these positive outcomes, even asrecently as 2018, there
have been some debate regarding pediatric spinal anesthesia.
The European Society of Regional Anesthesiaand Pain Therapy
and the American Society of Regional Anesthesia and Pain
Medicine published their recommendations on local anesthesia

https://xmed.jmir.org/2021/2/e25204

and adjuvant dosage in pediatric regional anesthesia,
conspicuously noting that up to that point there was a large
variability of dosages used in clinical practices. Their
recommendations were intended to curb that variability [11].
The technique is still gaining traction, and even as recently as
2019, its benefits have been again summarized [12]. A recent
report out of Pakistan [13] noted the successful use of spinal
anesthesiaiin surgeries for the past 20 years, with the only real
danger being when it was applied by poorly or untrained
personnel.

Another recent area of debate is the applicability of spina
anesthesia to laparoscopic approaches to surgery. One of the
first reports of laparoscopy under spinal anesthesiawas reported
by Islam et a [14] in 2014, where |aparoscopic pyloromyotomy
proceduresin infants were investigated. Of the 12 cases studied,
9 were successful, while the other 3 cases required conversion
to generd anesthesia. The 3 failureswererelated to theinability
to accessthe intrathecal space and an inadequate block level so
that the infant did not tolerate insufflations of the abdomen.
Morerecently, Chiao and Boretsky [15] presented 3 case reports
employing laparoscopic surgery for inguinal herniarepair. All
procedures were successful, with 1 patient experiencing
hypertension and tachycardia during insufflations with brief
supplemental use of sevoflurane. The authors concluded that
the use of spinal anesthesia for laparoscopic surgery was
successful, with the advantage of decreased exposureto opioids
and general anesthesia agents, some of which are potential
neurotoxinsthat may negatively affect brain development. This
can provide an additional anesthesia option for providers and
families. The authors claimed that |aparoscopy could, perhaps,
no longer be viewed as being incompatible with the use of spinal
anesthesiain infants.

Despite theincreased prevalence and positive outlooks of spinal
anesthesiain children, itisstill not practiced everywhere owing
to the widespread use of conventional general anesthesia. In
this paper, we present a case series of 77 consecutive pediatric
laparoscopic  appendectomy patients, comparing their
postoperative comfort (measured by the incidence of vomiting
in the postoperative period), length of hospital stay, and
cost-effectiveness of the procedure performed under spinal and
general anesthesia.

Methods

Overview

This case series of 77 consecutive pediatric (5-8-year-old
children) laparoscopic appendectomiestook place at South Point
Hospital, Chittagong, Bangladesh, between January 1 and
December 31, 2019. Anesthesia choiceswere not predetermined
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but decided during the operation. Those receiving spinal
anesthesia (n=40) also received sedation with diazepam or
ketamine hydrochloride injection asan adjunct to dleviate their
anxiety and help them remain cam. Patients who received
general anesthesia (n=37) aso received nitrous oxide gas
throughout the intraoperative period as analgesics and were kept
relaxed by rocuronium. These represent the current standard of
care for these procedures at the hospital.

Spinal anesthesia consisted of 0.5% bupivacaine in 8.5%
dextrose at a dose of 0.4 mg/kg of body weight. CO,
insufflations pressures were kept under 8 mmHg, and the flow
was maintained between 2.0-2.5 L/min. For all procedures,
irrespective of the type of anesthesia, antiemetics were
administered at the start of the procedure, while dosages of
NSAIDs (nonsteroidal anti-inflammatory  drugs) were
administered toward the end of the operation, per the usual
practice in hospitals. Feeding was recommenced 4-5 hours
postoperation for the general anesthesia group and 2-3 hours
postoperation in the spinal anesthesia group.

Theethical clearancefor this study was provided by South Point
Hospital (Admn/SPH/191/2020).

Hypotheses

We hypothesized that spinal anesthesia is better than general
anesthesia for pediatric patients in terms of postoperative
comfort and cost-effectiveness. Our null hypotheses were as
follows: probability of vomiting <5 hrs postoperation is greater
for spinal than general anesthesia; probability of vomiting >6
hrs postoperation is greater for spinal than general anesthesia;
and probability of same-day discharge is greater for general
than spinal anesthesia.

Statistical Analyses

Statistical analysis of the data was performed using JMP
statistical software (SAS Ingtitute). Significance was held at the
95% level unless otherwise noted (minimum 90% level).
Chi-sguare and Fisher exact tests were used for contingency
analysis of categorical data. Parametric (Student t tests) or
nonparametric tests (Wilcoxon) were used for comparison of
continuous numerical data depending on the normality of the
data, determined using the Shapiro-Wilk test. The effects of
anesthesia on vomiting during the first 5 hours postoperation

https://xmed.jmir.org/2021/2/e25204

Hannan et al

and after 6 hours postoperation, time until patient discharge,
and cost of the procedure were examined.

Finaly, all factors were combined in amultiple correspondence
analysis. Multiple correspondence analyses are the categorical
equivalent of principal component analysis in multivariate
statistics. It produces a plot, which is a 2D representation of
“n-space,” wherenisthe number of variables. The 2 dimensions
chosen are those that explain the most variance in the data. The
closer the points are to this plot, the more highly they are
associated with one another on arelative basis, whilethe further
away from the origin the points are located, the more they are
discriminating themselves from the rest of the data.

Data Availability Statement

The data sets generated during and/or analyzed during the study
are available on Figshare [16].

Results

The descriptive statistics for the cohort of 77 patients in the
seriesare presented in Table 1. The dataindicate an approximate
even distribution of patients across gender, age, and anesthesia
method used for the procedure.

Results pertaining to incidence of vomiting up to 5 hours and
after 6 hours postoperation are provided in Table 2. The odds
ratios (ORs) for the incidence of vomiting based on
administration of general anesthesiaare also provided with 95%
confidence limits.

For the case of <5 hours postoperation, the P val ues determined
by the Fisher exact test wereall lessthan .05 for the entire cohort
aswell aswhen stratified by gender and age. The null hypothesis
was therefore rejected, and the probability of vomiting was
determined to be greater when general anesthesiawasused. The
odds for vomiting within the first 5 hours postoperation when
general anesthesiawas used for the overall cohort was 8.1, with
mal es exhibiting amaximum OR of 15.6 and femalesexhibiting
aminimum OR of 4.4,

After 6 hours postoperation, the same null hypothesis was only
rejected for the entire cohort, females, and the younger age
bracket of 5-6—year-old patients. The OR spread for these 3
cohortsisless compared to thefirst 5 hours postoperation (OR
3.5, 5.7, and 5.0, respectively).
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Table 1. Descriptive statistics of the patient cohort by gender, age, and anesthesia type used for the procedure (N=77).

Characteristic Count, n (%)
Gender
Female 38(49.4)
Male 39 (50.6)
Age (years)
5 17 (17.2)
6 17 (17.2)
7 24(24.3)
8 19 (19.3)
Anesthesia type
Spinal anesthesia 40 (52.0)
General anesthesia 37 (48.0)

Table 2. Statistical analysis of the effect of anesthesia on incidence of vomiting up to 5 hours postoperation and after 6 hours postoperation. The odds
of vomiting when a general anesthetic was used is given with the 95% upper and lower confidence limits.

Null hypothesis and cohort

P value? Odds ratio (95% confidence limits)

Probability of vomiting <5 hrs postoperation is greater for spinal than
All
Gender
Male
Female
Age (years)
5-6
7-8
Probability of vomiting >6 hrs postoperation is greater for spinal than

general anesthesia

<.001 8.1(2.9-22.4)
<.001 15.6 (3.2-77.2)
04 44(1.1-17.8)
02 6.7 (1.4-32.3)
<.001 13.0 (2.9-58.9)

general anesthesia

All 008 35(1.4-9.3)
Gender
Male 17 2.4(0.62-9.0)
Female 02 5.7 (L4-23.5)
Age (years)
56 04 5.0(L11-23.2)
7-8 12 2.6 (0.73-9.0)
8Fisher exact test.

The effect of anesthesia type on hospita discharge is
summarized in Table 3. The ORs for same-day discharge were
calculated based on the administration of spinal anesthesia. The
P values from the Fisher exact test rejected the null hypothesis
for the entire cohort, as well as for the female group and the
younger age bracket. Thus, the probability of same-day
discharge was greater when spinal anesthesia was used. This
mirrors the result for the probability of vomiting after 6 hours
postoperation. The OR values indicate that the younger age
brackets were particularly more likely to be discharged on the
same day when spinal anesthesia was used compared to the
overal cohort (OR 6.8 vs OR 3.5).

https://xmed.jmir.org/2021/2/e25204

A comparison of the cost of the procedure (in Bangladesh taka;
1USD=84.75BDT) when the different types of anesthesiawere
used is shown by the box plots in Figure 1. Results from the
Shapiro-Wilk tests indicated that the data did not follow a
normal distribution and thus a Wilcoxon test was used to test
for asignificant difference. The P value calculated was <.001,
indicating that the costs encountered when using spina and
general anesthesia were significantly different. Use of spinal
anesthesia was less expensive.

The effects of the adjuncts diazepam and ketamine
hydrochloride on the spinal anesthesiagroup were also examined
intermsof incidence of vomiting, but no significant differences
were found up to 5 hours postoperation (Fisher exact test,
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two-tailed; P=.26) or after 6 hours postoperation (P=.48). These
adjuncts aso did not affect the cost of the procedure (Student
t test; P=.26) nor the speed of discharge (Fisher exact test,
two-tailed; P=.48).

For the multiple correspondence analyses, the operation time
and the theater time were binned into two categories: above and
below the median value. The cost of the procedure was binned
into “less expensive” (less than 15,000 Bangladesh taka) and

Hannan et al

“more expensive’ (greater than 15,000 Bangladesh taka)
categories. The resultant plot is shown in Figure 2.

The plot of these 2 dimensions explains 57% of the variancein
the data and shows astonishingly well how “less expensive”
and spinal anesthesia are associated (they lie practically on top
of each other). Other factors found to be associated with the
“less expensive” category included an operation theater time
between 25-40 minutes (the shortest time bin), no vomiting
during the first 5 hours, and femal e patients.

Table3. Statistical analysis of the effect of anesthesiatype on hospital discharge. The oddsratio of same-day hospital discharge when spinal anesthesia

was used is provided with 95% upper and lower confidence limits.

Null hypothesis and cohort

P value?

Odds ratio (95% confidence limits)

Probability of same-day dischargeisgreater for general than spinal anesthesia

All .008 35(1.4-9.3)
Gender
Mae A1 2.9 (0.75-10.9)
Femae .04 4.4(1.1-17.8)
Age (years)
Age5-6 .02 6.8 (1.4-32.4)
Age7-8 18 2.2 (0.62-7.6)
8Fisher exact test.

Figure 1. Comparison of the cost of laparoscopic appendectomies between procedures with general and spinal anesthesia (in Bangladesh taka; 1

USD=84.75 BDT).
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Figure 2. Multiple correspondence analysis plot from variables listed.
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Discussion

Laparoscopic surgery is now the method of choice for lower
abdominal procedures. Childers et a [17] reported that of the
9507 appendectomies conducted in children under the age of
18 years in the United States, 94.6% used laparoscopy. In 4
central European ingtitutions, of the 519 pediatric
appendectomies performed, 79.6% were conducted via
laparoscopy [18]. In Germany, Gosemann et a [19] found that
of 8110 pediatric appendectomies, 75% were performed using
laparoscopy. In 2018, in a wide-ranging study, Tom et a [20]
found that of the 58,511 appendectomies conducted in children’s
hospitals in the United States between 2003 and 2012, 70%
were done using laparoscopy, compared to 53% of the ~1.2
million conducted at nonchildren’s hospitals. Zani et al [21]
summarized the results of the European Pediatric Surgeons
Association survey on the management of pediatric appendicitis,
compiled from 169 respondentsfrom 42 countries (24 European
countries). For simple appendicitis, laparoscopy was the
preferred method for 89%, while for perforated appendicitis, it
remained the method of choice for 81%. In Japan, Fujishiro et
al [22] found that of the 4489 pediatric appendectomies
performed, 70.5% were performed laparoscopically. It is clear
from these studies that for pediatric appendicitis, |aparoscopy
is the method of choice, which was also the conclusion of a
review of pediatric appendicitis by Rentea et al [23]. However,
inall of these studies, an important fact is conspicuoudly absent.
No mention of the type of anesthesia administered during the
procedure is provided. An Egyptian study of 390 complicated
pediatric appendicitis cases was published by Khirallah et al
[24], comparing laparoscopic (200 cases) and open
appendectomies. All procedures were conducted under general
anesthesia, and the authors concluded that the laparoscopic
technique should be pediatric surgeons first choice for
appendectomy procedures. Thus, our study clearly addresses a
paucity of data pertaining to the effect of the type of anesthesia
on pediatric laparoscopic procedures in terms of postoperative
patient vomiting, discharge time, and relative costs.

https://xmed.jmir.org/2021/2/e25204

05

The results of the present study clearly showed that the use of
spinal anesthesiareduced thelikelihood of vomiting during both
thefirst 5 hours and after 6 hours postoperation (Table 1). This
mirrors the results of Verma et al [25] in their study of 102
pediatric patients aged 6 monthsto 14 years undergoing various
surgeries, including herniotomy, appendectomy, genitourinary
surgeries, and lower limb orthopedic surgeries, under spina
anesthesia. In this cohort, no incidence of vomiting was noted.
Similarly, Ahmed et a [26] in their study of 78 children with
asimilar range of procedures reported 6 cases of nauseaand 1
case of vomiting. Kokki and Hendolin [27] reported 10 patients
experiencing nausea but no vomiting in a cohort of 52 patients
between the ages of 7 and 18 years undergoing lower umbilical
procedureswith spinal anesthesia (bupivacainein 8% dextrose).
None of these studies stratified the incidence of vomiting by
gender, so in that respect, the results of our study are, to the
best of our knowledge, novel. However, the studies by Verma
et al [25] and Ahmed et al [26] were largely male dominated
(>80%); therefore, our observation that males are especially
less likely to experience vomiting in the first 5 hours
postoperation is not unexpected. Nonethel ess, the entire subject
of postoperative nausea and vomiting can be quite complex
[28].

There is ample evidence for shorter hospital stays with a
laparoscopic procedure [19,29-31] although the study by
Fujishiro et al [22] contradicted this observation. They found
no significant difference between laparoscopic and open
appendectomies in terms of length of stay. The present results
showed a definite trend for overnight stays when genera
anesthesiawas used, whereas same-day dischargeswere highly
associated with spinal anesthesia (Table 3).

Teja et a [32] have championed the need for more
cost-effectiveness research in anesthesiology. They noted a
paucity of cost-effectiveness data, particularly from a pediatric
perspective. Although the research to this end is relatively
simplistic and relates only to the cost of the procedures, a
significant reduction in cost (by nearly afactor of 5; Figure 1)
was found in this study when spinal anesthesia was used.
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Imbelloni et al [7] reported a savingsin anesthesia cost of 54%  anesthesiain laparoscopic appendectomy procedures. The data
when the spinal method was used compared to historical data.  provided strong evidence for more rapid hospital discharges
Thiswas pooled using a variety of pediatric procedures. and substantial cost savings, without compromising the outcome

In summary, the results of this case series provide a clear

of the procedure and postoperative comfort of the patient.

indication that spinal anesthesia has advantages to general
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those repositories.
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This is a peer-review report submitted for the paper “ Mass
Testing With Contact Tracing Compared to Test and Trace for
the Effective Suppression of COVID-19in the United Kingdom:
Systematic Review!”

Round 1 Review

General Comments

The paper titled, “ Mass Testing With Contact Tracing Compared
to Test and Trace for the Effective Suppression of COVID-19
inthe United Kingdom: Systematic Review” [1] iswell textured
and finely written with sufficient subpoints and clear divisions.
The English used is simple but lucid enough and enriched
compared to an international journal standard. From the very
beginning, thetitleis so effective and descriptivethat it provides
a brief outline for the readers. The abstract is finely written,
pointing to the outcomes of the paper, which also includes an
applaudable inculcation of a nutshell overview of the methods
inuse. The dataanalysis, results, and discussion, aswell asthe
detailed structure of the major findings, P values, statistical
coefficients, and so on, conform to the author's guide. But there
are afew minor typographical errorsthat need to be checked to
improve the write-up. Please consider the points in the Minor
Comments section. The citations mentioned in the paper fit well
with the context. Overall, the description of the content is very
clear, and every point is academically backed up with either
derivations or scientifically validated information, which is
commendable. The figures (mainly the flow chart) are very
precise but wonderfully narrative. The Methods section has been
presented in good harmony with the objectives, outcomes, and
strategy although my view on the outcomes differs abit (please
look at the Specific Comments section). The dataanalysis section

https://xmed.jmir.org/2021/2/e28719

is well structured, maintaining the flow of data management.
In total, the paper is a worthy piece but, in my view, it may
require a few minor changes. Kindly refer to the following
comments.

Specific Comments

1. Itiscrucial to remove afew points to make the paper easily
acceptable for readers and better its viability. | suggest cutting
abit inthe Research in Context section. It isfineto have ashort
review of the literature, but the paper overall is full of it so
shortening the aforesaid section may increase its impact.

2. 1 aso do not find the validity of having the Definitions
section. When an author is proposing anew theory bearing some
new terminology, this section is needed, but getting acquainted
with formal termsis the prime duty of readers.

3. In the Data Extraction section, you paced on the author’s
details, specificaly its singularity, which seemsinapplicableto
me. Please consider jotting that area down again in a twisted
fashion.

It isreally commendabl e the way you have composed this paper.
As mentioned earlier, the writing style is very soothing and
effective as aworthy academic contribution. Still, afew points
need more attention, which have been further segmented into
major and minor comments.

Major Comments

1. Reviewersare not asked to look into the grammar and spelling
very thoroughly, so | am giving an overview. Please consider
reading the paper again as afew words seemsto mismatch their
application. For instance, in the following sentence in the
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Background section, “I concur with the...,” the word “concurs”
isout of context, so please look into the matter.

2. In the Research to Context prior to Sudy section, there is
mention of a review; please cite it for a better scholarly
approach.

3. The paper bears agood philosophical measure of uncertainty
introduced. This section is very nicely formatted in an
appreciable way.

4. Outcomes occur within the Methods section, which is not
advised. Adding the outcomes here creates a sense of biasedness
since outcomes can never be assumed beforehand, whichiswhy
you may consider removing these points from here.

5. The section How the Intervention Should Work ought to be
included under Methods. | would suggest replacing its name
with Active Runs of I ntervention as a subsection. The objectives
and outcomes further include some basic information about
COVID-19 and the strain itself. Thisis really unimportant, so
please removethat portion to reduce the word count of the paper.

Conflictsof Interest
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6. In the Outcomes section, the third point: there is a point on
safety; however, the tone of safety in mass testing methods
seemsto be understated so | would like to propose emphasizing
the safe nature of MTT. Again, the paper is realy a worthy
piece for me, so consider these points as a proposal for
improvement.

Minor Comments

1. Many paragraphs lack the use of full stops at the end line.
Please have it checked with alittle care.

2. There are some issues with grammatical usages; please
consider fixing them. You may opt for artificia
intelligence-based screening to get better results (eg,
Grammarly).

3. The importance of the separate column for vote count in the
relative study of TT and MTT is not clear to me so please try
to expressitsviability in aline or so for clarity.

1.  Mbwogge M. Mass Testing With Contact Tracing Compared to Test and Trace for the Effective Suppression of COVID-19
in the United Kingdom: Systematic Review. IMIRx Med 2021 Apr 12;2(2):e27254 [FREE Full text] [doi: 10.2196/27254]
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This is a peer-review report submitted for the paper “ Mass
Testing With Contact Tracing Compared to Test and Trace for
the Effective Suppression of COVID-19in the United Kingdom:
Systematic Review!”

Round 1 Review

General Comments
This review paper [1] assessed the importance of mass testing
in controlling the spread of COVID-19 in the United Kingdom.
Specific Comments

This is a great, comprehensive work; congratulations to the
author. However, | have some suggestions:

Conflictsof Interest
None declared.

1. Theinformation provided in the Methods section is extraand
should not be mentioned there. The Methods section coversthe
methodology of the study, not the background.

2. Thereferencesto the studies mentioned in the Results section
do not follow the journal’ s requirements. Please kindly fix those.

3. For Table 1, my suggestion isto add more columns explaining
the summary of the study in a structured format. For example,
you can distribute the information you have in the description
as number of participants, the country under study, etc.

4. Do not repeat the methodol ogy in the Results section.

5. Headers in the Results section do not follow the journa’s
requirements.

6. Put abbreviations used in the paper at the end of the paper as
well (follow journal style).

Reference

1. Mbwogge M. Mass Testing With Contact Tracing Compared to Test and Trace for the Effective Suppression of COVID-19
in the United Kingdom: Systematic Review. IMIRx Med 2021 Apr 12;2(2):e27254 [FREE Full text] [doi: 10.2196/27254]

https://xmed.jmir.org/2021/2/e28745

IMIRx Med 2021 | vol. 2 | iss. 2 | €28745 | p.77
(page number not for citation purposes)


https://preprints.jmir.org/preprint/27254
https://med.jmirx.org/2021/2/e28744/
https://med.jmirx.org/2021/2/e27254/
http://dx.doi.org/10.2196/28745
https://med.jmirx.org/2021/2/e27254/
http://dx.doi.org/10.2196/27254
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIRX MED Asgari Mehrabadi

Edited by E Meinert; submitted 12.03.21; thisis a non—peer-reviewed article;accepted 12.03.21; published 12.04.21.

Please cite as:

Asgari Mehrabadi M

Peer Review of “ Mass Testing With Contact Tracing Compared to Test and Trace for the Effective Suppression of COVID-19 in the
United Kingdom: Systematic Review”

JMIRx Med 2021;2(2):€28745

URL: https://xmed.jmir.org/2021/2/e28745

doi: 10.2196/28745

PMID:

©Muilad Asgari Mehrabadi. Originally published in IMIRx Med (https://med.jmirx.org), 12.04.2021. Thisisan open-accessarticle
distributed under the terms of the Creative Commons Attribution License (https://creativecommons.org/licenses/by/4.0/), which
permits unrestricted use, distribution, and reproduction in any medium, provided the original work, first published in the IMIRX
Med, is properly cited. The complete bibliographic information, a link to the original publication on http://med.jmirx.org/, as
well as this copyright and license information must be included.

https://xmed.jmir.org/2021/2/e28745 JMIRx Med 2021 | vol. 2 | iss. 2 | €28745 | p.78
(page number not for citation purposes)

RenderX


https://xmed.jmir.org/2021/2/e28745
http://dx.doi.org/10.2196/28745
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIRX MED

Peer-Review Report

Fisher

Peer Review of “A Physical Activity Mobile Game for
Hematopoietic Stem Cell Transplant Patients: App Design,

Development, and Evaluation”

Abigail Fisher', BSc, PhD

Physical Activity and Health, Department of Behavioural Science and Health, University College London, London, United Kingdom

Related Articles:

Companion article: https.//preprints.jmir.org/preprint/20461

Companion article: https.//med.jmirx.org/2021/2/e28334/

Companion article: https://med.jmirx.org/2021/2/e20461/

Abstract

Thisisapeer review report.
(IMIRx Med 2021;2(2):€28339) doi:10.2196/28339
KEYWORDS

cancer; mobile app; gamification; bone marrow transplant; alphatesting; physical activity

Thisisa peer-review report submitted for the paper " A Physical
Activity Mobile Game for Hematopoietic Stem Cell Transplant
Patients: App Design, Development, and Evaluation.”

Round 1

Commentsfor Author gEditors

General Comments

1. This was a novel and interesting manuscript [1] on the
development and user evaluation of a walking app for
hematopoietic stem cell transplant (HSCT) patients. The
main comment isthat clarity on who comprised the usability
samples (survey respondents, initial usability testers,
additional usability evaluators), and who specificaly the
target sample for the gameis (HSCT patients can be fairly
diverse), would enhance the paper.

2. In general, the conducted and planned usability testing
seemed heavy on the expert testing and light in terms of
planned testing with patients. In addition, the focus appeared
to be very much on usability testing, without much
acknowledgment that there would be a need in the future
to test the impact on walking behavior.

3. While there is no doubt that expert usability testing is
important, and it is niceto see clear descriptions of the early
development processes, it does not seem sufficient to then
do ashort usability test with patients and release the app to
the public.

https://xmed.jmir.org/2021/2/e28339

4. It would be good to acknowledge that rigorous evaluation
(including feasibility, acceptability, and measured impact
on walking) would be required prior to release. | am sure
that thisis planned and has been considered, but perhaps a
flowchart or figure/table outlining each of the devel opment
steps, the samplesinvolved in these steps, and details on a
trial exploring the impact on walking within the target
sample might bring clarity.

Specific Comments
These are mostly for clarity rather than any issue with the study.

Abstract

1. Minor, but rather than “the aim of this paper,” replace with
“the aim of this study” or “the aim of this paper was to
describe....”

2. Makeit clear that the paper describes only the evaluation,
rather than a behavioral evaluation (ie, impact on physical
activity), and that the evaluation took place with game
development experts and clinicians rather than patients.
This was not clear until quite far into the methodology.
Some of the results (eg, “moving tiles”) lack context in the
abstract.

Introduction

1. In genera, this section is well written but could have
included more details on interventions that have tried to
promote physical activity in HSCT patientsin other contexts
to giveafull lay of theland.
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While the hypotheses around the reasons why the app might
encourage walking are logical, it would have been good to
include some references to support these, and some of the
justification for app content might have been better placed
in the Methods section.

It might have been good to give an indication of the likely
target sample(s) (eg, in terms of age) and information on
smartphone ownership in these groups because the
population (particularly age range) can be very diverse. It
would be interesting to get a sense of whether there was a
particular target demographic in mind for this game.

M ethods

1

Tied to the comment above, it was nice to see some
formative survey work. Again, it would be interesting to
get an idea of the age range and other demographics of the
response sample and whether these are exactly in line with
thetarget samplefor thisnew game (eg, Candy Crush tends
to be more popular among specific demographics).

Per the comment above, it was not immediately clear that
this paper would describe testing with game experts and a
nurse, rather than patients. This could be outlined early in
the methodol ogy.

Table 1 looks like it discloses emails; this should be
removed if they are genuine.

Asidefrom replicating the modd of Candy Crush, wasthere
any consideration for, or attempt to, include some of the
key behavior change techniques that are important for
physical activity change (eg, goal setting, self-monitoring,
feedback)? | can imagine they are probably in there by
default, but it would be nice to see which behavior change
techniques map to which game features and if there was

Fisher

any consideration of a theoretical basis in the app
development process.

The qualitative analysis is not mentioned until the Data
Analysis section—what was the purpose and how was it
carried out? It is worth acknowledging in the Methods to
provide context. In addition, | found the sentence describing
the qualitative analysis difficult to follow. Could this be
simplified?

The sentence on step counters, “To improve the accuracy
of our step counters of our designed WW, we recruited 5
additional usability evaluatorswho were nursing informatics
graduate students” could have been described in the
Methods section, as it came out of the blue in the Results.
In general, clarity on who comprised the usability samples
(survey respondents, testers, additional usability evaluators,
and the actual target sample for the game) would enhance
the paper.

Discussion

1

Discussion and conclusion are very short—it would have
been good to describe more current findings in relation to
other relevant studies. Another sample of 30 individuals
(students and programmers) was described here, which
seems like it might be planned work, but this was not
entirely clear. Perhaps a flowchart or table with al of the
planned steps and samples involved would be useful.

Per the general comment at the start, the focus seems very
expert heavy, with only abrief eval uation with patientsand
astrong focus on usability rather than theimpact on walking
behavior. It would be important to trial the app in patients
to determine whether it has an impact on walking behavior.
To what extent does it matter whether peoplefind it usable
and likeit if it does not actually change the target behavior?
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Thisisa peer-review report submitted for the paper " A Physical
Activity Mobile Game for Hematopoietic Sem Cell Transplant
Patients. App Design, Development, and Evaluation."”

Round 1 Review

General Comments

| appreciate the chance to review this study [1], and | applaud
the authors for their pursuit of an important topic. This paper
details the development and usability testing of Walking
Warrior, amobile app designed to hel p increase physical activity
(PA) levels in individuals who have undergone hematopoietic
stem cell transplant (HSCT). The study presents someimportant
and vauable insights into the development process of an
mHealth (mobile health) app. | appreciate that there may exist
some tension between more formative app development and
the level of strict adherence to scientific principles that one
would expect in late-stage efficacy testing, but nonetheless, |
believe the manuscript aswritten isnot yet sufficiently grounded
in scientific frameworks, theory, models, or methods to be
suitable for publication. | offer some suggestions bel ow.

Specific Comments
Major Comments

Introduction

1. | would recommend further developing the link between
how increasing PA can positively impact HSCT patients;
at present, thisis not sufficiently developed.

2. Thereferencefor the statement “Unfortunately, adherence
to recommended levels of PA islow in cancer patients’ is
not appropriate.

https://xmed.jmir.org/2021/2/e28649

3. Therationale and argument for the use of gamification and
game design elementstoincrease physical activity in cancer
survivors are not sufficiently developed. | recommend
incorporating some of the relevant theory and literature
detailing why this approach may be useful for physical
activity promation in this population.

4. Develop the gap in the literature—why is the lack of PA
mobile apps specifically for HSCT patients important?
What unique challenges faced by this population may make
existing PA app options less than ideal ?

5. The stated hypothesis, that the game will “motivate HSCT
patients to walk,” does not appear to align with the study
aims centered on expert heuristic usability evaluation.

6. Why would you hypothesize that the “game will motivate
HSCT patients to walk due to...continued game play
requireswalking: if they want to play more, they will need
towalk”? Thisis not readily apparent.

M ethods

1. There does not appear to be a scientific model, framework,
or theory undergirding the development process. | suggest
taking care to align the development process with an
existing scientific approach. You state that “The entire
development process was based on user-centered design,”
but there is no accompanying citation, and it is not clear
what this entails.

2. |twasstated that “A 40-item expert heuristic questionnaire
was designed and validated,” but this does not seem to be
the case. How was the instrument validated?

3. The qualitative data analysis methods do not seem to have
been grounded in a scientific framework. A description of
the hierarchical factor analysis methods is not present in
the Methods section.
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Results

1. | would recommend providing more information about the
characteristics of the study sample.

2. Interpretation of the descriptive statistics seems arbitrary.
Arethere normative values that can be referenced?

3. Key methods are presented in the Results section (eg, “To
improve the accuracy of our step counters of our designed
WW, we recruited 5 additional usability evaluators who
were nursing informatics graduate students”).

Discussion
1. Thediscussion should present study findingsin the context

of the existing literature. How do your results compare to
other studies centered on usability testing of physical

activity apps?

Round 2 Review:

| thank the authors for their responsiveness to reviewer
comments. | do have remaining concerns that need to be
addressed before this manuscript is suitable for publication.

1. Attheend of the Introduction section, you state:

"We hypothesizethat our gamewill motivate HSCT patients
to walk dueto: (1) large portion of HSCT patients earlier
reported to enjoy playing match-3 puzzle game such as
Candy Crush which is similar to our game; (2) continued
gameplay requireswalking: if they want to play more, they
will need to walk; (3) patients are educated that walking is
part of their therapy, playing the game reinforces this
behavior; 4) walking will allow playersto unlock additional
levels and allows them to earn higher scores; (5) game
playing and walking performance data are automatically
collected and displayed on a website that allows patient
self-tracking and provider review; (6) the gameismentally
challenging, this provides entertainment, logical thinking
opportunity, the element of chance, and high replayahility;
(7) tiles to move in the puzzle are displayed as cell types
and medications which are relevant to the HSTC patients
condition and provide education to players enhancing their
knowledge of the underlying biology and treatment they
receive; (8) in addition to their automatically collected data,
patients will participate in a survey which will serve as a
tool for software evaluation and additional devel opment
showing the individual patient's true experience and
opinions are valued and integrated into the next phase of
software devel opment.

However, the purpose of this project is not to test these or
any hypotheses. Please revise accordingly, removing all

Conflictsof Interest
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references to hypotheses (which imply that they will be
tested).

You state that “A 40-item expert heuristic questionnaire
wasdesigned and validated.” | appreciate that you provided
more details in response to previous comments. However,
based on what you have shared, | believe that claiming to
have “validated” the questionnaire would be misleading.
Please revise. For example, you may remove the word
“validated” and say something like, “ Two experts assessed
the face validity of the 40-item expert heuristic
questionnaire.” Thisis a subtle but important distinction.
Additionally, building on comment #2, the fact that this
was not ameasure with established psychometric properties
is a limitation of the study that needs to be explicitly
addressed as a limitation in the Discussion section.

| am skeptical of the finding articulated in the abstract as
“Findings from the expert usability evaluation suggest the
game's assets of clarity, ease of use, appropriateness,
quality, walking motivation, and mental effort were all
favorable” In the Results section, you state, “although 2
categories means were close to neutral (3.1), which is
considered favorable due to the wording of those items,”
but taking alook at the actual items, thisis not clear to me.
Please provide more evidence or commentary to substantiate
this claim, or otherwise revise accordingly. | think it could
be useful to talk about some of the potential opportunities
for improvement of this very interesting intervention.
Please provide evidence to support the claim that “HSCT
patients...carry a smartphone.”

Consider revising the sentence, “There is no personally
identifiable information in the database, only user’s names
and performance data’ to state “usernames,” not “user’'s
name,” if appropriate.

Please address the fact that there was only 1 bone marrow
transplant nurse to complete the expert heuristic usability
evaluation of WW as a limitation of this study in the
Discussion section. This seems to be a major limitation,
and that person’s scores seemed to be markedly different
from the programmers scores in some domains. Please
provide some commentary on this.

Related to this, this statement is quite unclear to me given
that there was only 1 bone marrow transplant nurse:
“Hierarchical cluster analysis confirmed that the bone
marrow transplant nurse and the computer programmer
neither least nor most represented their domain group.”
Please clarify.

Please move this statement, “ The process of using “game
design elements in non-game contexts’ is known as
gamification [24]” to the Introduction section.
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Thisisapeer-review report submitted for the paper "COVID-19
Testing Strategies and Lockdowns: The European Closed
Curves, Analyzed by Skew-Normal Distributions, Forecasts for
the United Kingdom, Sweden, and the United Sates, and the
Ongoing Outbreak in Brazl."

Round 1 Review

General Comments

This paper [1] is very interesting and approaches the problem
at hand with an innovative perspective. The statistical analysis
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is quite enlightening, showing how the available data should
be interpreted and used to improve health systems’ response to
the crisisand explaining why the working strategies of countries
like Germany and South Korea are so effective. | fully support
the publication of this paper. | suggest only a more careful
review to correct afew typosin the main text. Other than that,
| endorse this paper’s publication.
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Thisisapeer-review report submitted for the paper "COVID-19
Testing Strategies and Lockdowns; The European Closed
Curves, Analyzed by Skew-Normal Distributions, Forecasts for
the United Kingdom, Sweden, and the United Sates, and the
Ongoing Outbreak in Brazl."

Round 1 Review

General Comments

The title, abstract, and text of this manuscript [1] all aim to
answer multi ple questions pertai ning to the dynamics and control
of the COVID-19 pandemic in multiple regions/countries, using
mathematical methods. However, neither of the questions nor
the answers are clear, and the author has not completed any
“trandation” work, that is, trandlating mathematical calculation
into descriptions, predictions, and control strategies of the
pandemic.

My suggestion is that the author should focus on one specific
issue about the COVID-19 pandemic; for example: when will
adequate herd immunity be established in Sweden, the United
Kingdom, and other European countries per the curves? Or how
many people will die in the coming months in some European
countries? Or which control strategy is the best or better for
European countries? Then, the author should give aclear answer
to the question through mathematical calculations.

Round 2 Review

After reading the responses of the author to my comments, |
read again with patience the manuscript, which actually has not
been revised. | understand it is tough for a mathematical
researcher to conduct this work as they need to acquire alot of

https://xmed.jmir.org/2021/2/e28743

knowledge in virology, immunology, and infectious diseases.
However, this manuscript really needs to be revised greatly for
the following reasons:

1. Ingeneral, thismanuscript is written in the style of lecture
notes rather than a scientific report. For example, multiple
tableswere used without titles and legends, and none of the
tables were in the standard format of a scientific report.
Multiple tables could be deleted.

2. Per the author’s response, the main purpose of this paper
was to prove that massive testing strategies are probably
the best choice for managing the COV1D-19 pandemic. Has
this conclusion been given in the findings or interpretation
discussed in the abstract (the answer is no)? Has this
guestion been mentioned in the Introduction section (the
answer isno)?What strategies areinferior to massivetesting
strategies; which are probably the best? Why and how
should this conclusion be made through mathematical
calculations?

3. The author should focus on the key question mentioned in
the responses. The wordy explanation and calculation in
the first three sections should be shortened. Otherwise,
readers will not know what the author wants to convey
using mathematical language.

The author could consider the following structure: the
COVID-19 situation; the question this paper will answer; the
effects of the control measures (eg, distancing) that will be
involved in the mathematical model; theroles of the parameters
(eg, TCCpM) that will be involved in the mathematical model;
the principle of the mathematical model; the mathematical
model; the answer to the target question through calculation
using the model and the epidemiological data.
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This is a peer-review report submitted for the paper "Use of
Soinal Anesthesia in Pediatric Laparoscopic Appendectomies:
Case Series'

Round 1 Review

General Comments

Thispaper [1] isaretrospective case-control comparative study
between spinal and general anesthesia for laparoscopic
appendectomy in children. The manuscript isvery well written
with a good study design and robust statistical analysis and
display to defend the conclusion.

Specific Comments

Minor Comments

1

Objective: “The objective of this study is to demonstrate
that laparoscopic appendectomies are successful under
spinal anesthesia and €licit clear advantages over general
anesthesia” The authors state the objectives with the
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Series. IMIRx Med 2021 Apr;2(2):€25204 [FREE Full text] [doi: 10.2196/25204]

1.

conclusion in mind. Normally, the objective should be:
“Comparing spinal and general anesthesiafor thefollowing
variables...” This was done again in the last paragraph of
the Introduction section where thefinal conclusionisstated.

2. Methods: Should include only what was done and how it
was done; results (Table 1) should be moved to the Results
section.

3. Results: In Table 2, it isnot enough to have only asummary
of the results (significantly higher or lower); the actual
numbers should be presented.

4. Results: Should include only data and numbers with no
discussion or comments (make sense, encouraging, €tc).

5 Discussion: Please explain what is meant by extremity
surgery here: “Laparoscopic surgery is now the method of
choice for lower abdominal and (extremity) procedures.”

Round 2 Review

General Comments
Theauthors have adequately answered the reviewer’s comments.
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This is a peer-review report submitted for the paper “ Use of
Soinal Anesthesia in Pediatric Laparoscopic Appendectomies:
Case Series!

Round 1 Review

General Comments

The authors of this paper [1] should be commended for their
hard work in advocating for the interesting and potentially
beneficial yet underused practice of neuraxial spinal anesthesia
in the pediatric population for laparoscopic surgery. While this
iscertainly atopic worthy of additional research and publication,
this report in its current form presents several significant
challenges that will need to be addressed prior to acceptance
for publication. While it is certainly understandable for the
authors to attempt to demonstrate the potential benefit of this
technique compared with the standard-of-care general anesthetic,
| am concerned that the data as presented (or lack thereof) render
this less appropriate as a case-control study and more
appropriately a case-series report (describing the experience
and outcomes of patients undergoing the spinal technique, not
comparing them against patients undergoing a general
anesthetic). In the absence of randomized control, and without
describing a protocol for how the anesthetic technique was
decided, the possibility of confounding factors becomes
unacceptably large when attempting to draw conclusions from
asample size of this magnitude.

Additional information that can be provided to strengthen
case-control studies, which this manuscript could benefit from
(see Moolaet a [2]) include:

1 Were the groups comparable apart from the choice of
anesthetic (and age)—were underlying medical conditions,
weight, family history of postoperative hauseaand vomiting,
developmental history similar?

https://xmed.jmir.org/2021/2/e29605

2. Was the presence of postoperative nausea or vomiting a
binary measure?

Specific Comments

Major Comments

Thefocus on theincidence of postoperative nausea or vomiting
between the spinal and general anesthetic groupsisparticularly
problematic given what is described regarding the protocol (and
the authors' own admission in the Discussion section, which
states “confounding factors from different adjuncts delivered
intraoperatively make these results somewhat more difficult to
interpret—in fact, the entire subject of postoperative nauseaand
vomiting can be quite complex”). Even without a significant
description of the protocols (both experimental and anesthetic)
provided, questions can be raised about the construction of the
study. Patients undergoing spinal anesthesia received sedation
with diazepam and ketamine (both drugs with along duration
of effects and antiemetic properties), while patients undergoing
general anesthesia had nitrous oxide (and possibly a volatile
agent?) throughout the duration of the case—a fact that alone
is likely to put that patient population at significant risk for
postoperative nausea or vomiting. The fact that a number of
additional analgesics, antiemetics (which antiemetics were
administered to al patients—ondansetron or another agent?),
and adjuncts may be given by a number of different providers
raises the potential for significant confounding of these
measures.

Minor Comments

1. There are minor grammatical and sentence construction
choices that would benefit from additional copyediting.

2. What currency is used in describing the cost of the
procedure?
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Round 1 Review

General Comments

A good written presentation of the study [1] was conducted by
the authors.
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Thisisthe author’s response to peer-review reports for “ Mass
Testing With Contact Tracing Compared to Test and Trace for
the Effective Suppression of COVID-19in the United Kingdom:
Systematic Review!”

Round 1 Review

Editor: We are very grateful for your valuable comments in
improving this manuscript [1] so that it meets the required
standard. We read every comment with much interest and
addressed them accordingly. Given that our manuscript was a
transfer version from a preprint server, we did not have the
chance to comply with the editorial guidelines. We note that
your comments, most of which were already addressed in the
initially revised manuscript, have permitted usto further improve
on our work. We thank you for theimmenseinput and expertise.

https://xmed.jmir.org/2021/2/e28744

RenderX

1. All in-text references have now been corrected in addition to
previous corrections.

2. Footnote changes were already made in the initially revised
manuscript.

3. All URLs were aready updated and cited in the revised
manuscript.

4. We have modified the design in thetitle, from “rapid review”
to “systematic review.”

5. The corresponding author has now been listed as
recommended.

6. All major headings were aready updated.
7. Subheadings were already updated as recommended.

IMIRx Med 2021 | vol. 2 | iss. 2 | €28744 | p.94
(page number not for citation purposes)


mailto:mathew.ngime@alumni.lshtm.ac.uk
https://preprints.jmir.org/preprint/27254
https://med.jmirx.org/2021/2/e28745/
https://med.jmirx.org/2021/2/e28719/
https://med.jmirx.org/2021/2/e27254/
http://dx.doi.org/10.2196/28744
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIRX MED

8. We already verified that each section had at least two
subsections in the initial version.

9. We have dlightly modified the Methods subsectionsto mirror
those in the Results. Each Results subsection, notably Search
Results, Methodol ogical and Risk of Bias Assessment, Synthesis
of Results, and Interstudy Variability, has been explained in the
Methods section under Database Search, Data Quality
Assessment, Standardized and Synthesis Metrics, and
Heterogeneity Assessment, respectively.

10. The reporting of P values has been updated with the
correction of afew errors.

11. Multimedia appendices were aready inserted as

recommended in the previous version.

12. We have now included a statement on the study aim to wrap
up the introduction.

13. A summary of findings under Discussion was aready
included.

14. Lengthy tables were aready moved to the multimedia
appendices section according to the guidelines.

15. The abstract was already structured according to the
guidelines.

16. The results in the abstract were already fleshed up in the
initially revised manuscript.

17. The references were aready cleaned up in the previous
version of this manuscript.

18. Percentages have been restricted to 1 decimal place and
expressed in absolute values.

19. The issue of numbered headings was already corrected in
theinitially updated version.

20. Tables were already placed where they needed to appear in
the body of the text.

21. We have cited a few more scholarly articles (some from
JMIR Publications) as recommended.

22. All field codes were aready removed in the previously
updated manuscript.

23. Invented abbreviations were already taken care of in the
previous version.

24. Not applicable to this study.
25. Not applicable to this study.

References

Mbwogge

26. Tables were already modified, following the guidelines, in
the previous version.

27. All figures and tables have been edited and uploaded to
reflect these changes.

Response to Reviewer H

General Comments:

Reviewer H [2]: We are amazed by your outstanding comments
and attention to detail. We cannot thank you enough for your
expert knowledge and encouraging words. Your efforts in
bringing this manuscript up to standard for better readership
are highly applauded. We are happy to say that we agreed with
all the comments and are pleased to submit arevised version.

Specific Comments:
1. The Research in Context section has been sized down.

2. The section on definitions has been removed.
3. The Data Extraction section has been modified accordingly.

Major Comments
1. We thank you for highlighting this. We have truly improved
on the work further.

2. Thereview in question was cited in the Discussion section.
However, this has now been updated.

3. Thank you very much for the valuable compliments.

4. Your comments on outcomes are very pertinent. Outcomes
were defined as part of the PICO (population, intervention,
comparison, and outcome of interest) statement. Asaresult, we
have moved this to the section on dligibility criteria

5. The section How the Intervention Should Work has been
moved and modified as suggested. The objectives and outcomes
subsection has been modified as recommended.

6. The safe nature of the mass testing and tracing program has
been emphasized.

Minor Comments

1. We have verified that a full stop has been applied to each
paragraph.

2. The grammar has now been reviewed; thanks for the
suggestion.

3. We have included a statement for the column regarding vote
counts.
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This is the authors’ response to peer-review reports for "A  Responseto Reviewer P [2]
Physical Activity Mobile Game for Hematopoietic Sem Cell
Transplant Patients: App Design, Development, and

Evaluation”. Major Comments

Specific Comments

Response to Round 1 Reviews Introduction
1. Agreed, thiswas changed.
The authors of the manuscript [1] are grateful to the editor and 2. Agreed, this was changed.
reviewers[2,3] for their invaluable input and feedback. 3. Thiswas added.
4. This population varies between inpatients and outpatients
so an app for this type of varied use is appropriate. A
discussion was added.
5. We agree. New discussion points were added.

https://xmed.jmir.org/2021/2/e28334 JMIRx Med 2021 | vol. 2 | iss. 2 | €28334 | p.97
(page number not for citation purposes)

RenderX


mailto:liang@umaryland.edu
https://preprints.jmir.org/preprint/20461
https://med.jmirx.org/2021/2/e28649/
https://med.jmirx.org/2021/2/e28339/
https://med.jmirx.org/2021/2/e20461/
http://dx.doi.org/10.2196/28334
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIRX MED

6. Yes, continued game play requires walking aclinically set
number of steps. We further explained this in the updated
manuscript.

Methods

1. We changed the text from “user-centered design” to “we
focused on the intended users.” We achieved this by (1)
collecting data from the intended users about games they
already enjoy, and we chose Candy Crush asatemplate for
our gamedesign; (2) asurvey of clinical nurseswho worked
with the target patient population to tailor the game to the
intended users; (3) evaluation of the game and step counter
by nurses, some of whom worked with thetarget population;
and (4) the project is scheduled to be played by theintended
users to collect data from them for future changes.

2. We added discussion points on this.

3. Hierarchical cluster analysisand exploratory factor analysis
are quantitative analysis methods. We added more details
about this in the Methods section. The results and
interpretations are included in the Results section.

Results
1. Weadded moreinformation about the characteristics of the
study sample.

2. There are no known normative values.

3. We moved this to the Methods section.

Discussion

1. Whilethiswould be an additional important topic to cover,
the review we received from the journal states that this
paper is aready too long and we need to reduce the word
count, which we agree with. It would be alot of new content
to add, with only marginal relevance and little benefit for
this paper. Therefore, we prefer not to add other studies to
the Discussion section at this time. We discussed some
other related studiesin the Introduction section.

Responseto Reviewer V [3]

General Comments

1 We added more details about this.

2. We added more about the planned patient testing. Impact
on walking behavior is a long-term goal. The past work
that we report on in this paper is heavy on expert testing.

3. Thank you for pointing thisout. The decision to release the
game to the public is not a current consideration of this
project. We are far from that decision. We need to
administer it to our patients first, then analyze that data.
We replaced the rel ease part with the walking behavior test
part since that should happen first.

4. We added text on the issues raised. Since the paper is
already too long, maybe adding another figureis not needed.

Specific Comments

Abstract

1. We have made the changes accordingly.
2. We changed the paper to make this clear.

Introduction
1. Added.

https://xmed.jmir.org/2021/2/e28334

Cerbas et d

2. We made the changes accordingly.
3. Age and Android smartphone ownership were added. We
aretargeting all of these patients in the clinical setting.

M ethods

1. Added.

2. We made the changes accordingly.

3. Emails were removed.

4. Thanksfor asking this. Yes, goal settingonwalkingisdone
by clinicians. We coded that into the frequency and number
of steps needed to play the game. Self-monitoring and
feedback are done through the online database we discussed.
We have now added these aspects to the paper to clarify.

5. The purpose and the software used to conduct analyses
were added in the Methods section. We made some changes
and additions to the paper.

6. Thank you for pointing this out. We made these changes.

Discussion
1 and 2. Yes, these are all good points. We responded to each
of these commentsin the responses above and in the paper.

Response to Round 2 Reviews

Reviewer P [2]

1 All referencesto hypotheses were removed. However, note
that testing those hypotheses are long-term objectives of
this project that reach well beyond the scope of this paper
and beyond our current programming and evaluation
objectives.

2. Changes were made as suggested.

Discussion of this limitation was added as requested.

4. It was revised to remove ambiguity. The potentia
opportunitiesfor improvement are already discussed in the
paper. Theseinclude improvementsto each of the 40 items
surveyed in the expert usability evaluation; improvement
on the step counter’s accuracy, robustness, cheat proofing,
the game's speed, movement of tiles, graphical appearance,
“pause” and “back” buttons; the addition of atutorial and
other features; ease of use; optimizing for phone battery
drain; developing our own open-source step counter;
developing a separate step counter for iPhones and making
the game compatible with iPhones; coding to exploit
different hardware technol ogies; designing and devel oping
artificial intelligence and machine learning agorithms to
improve the step counter; training and fitting the step
counter to individual users; usability improvements; bug
fixes, user-driven modifications; changing the frequency
and amount of steps for individual users; optional release
of scoresfor public view, competitions among users, social
community building; adjusting the game per HSCT patients
feedback and recommendations; extending the project to a
rigorous evaluation that includes feasibility, acceptability,
patient walking behavior, and comparison of physical
activity between Walking Warrior users and nonusers; and
measuring impact on walking. These are al the major
improvements our team can think of at thistime.

5. Bvidence was added.

6. Done.

w
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7. Please see the newly added explanation and commentary 8. We made some changes and added more explanations.
in the Results section regarding the score differences. We 9. Done.
also discussed this limitation in the Discussion section.
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This is the author’s response to peer-review reports for
"COVID-19 Testing Strategies and Lockdowns: The European
Closed Curves, Analyzed by Skew-Normal Distributions,
Forecasts for the United Kingdom, Sweden, and the United
Sates, and the Ongoing Outbreak in Brazl."

Round 1 Review

The author of the manuscript [1] is grateful to the editor and
reviewers[2,3] for their invaluable input and feedback.

Responseto Reviewer D

We thank the reviewer [2] very much for their positive report.
As suggested, we have corrected the typos in the main text.
Response to Anonymous

Wethank thereviewer [3] for their comments. The main purpose
of this paper was to prove that massive testing strategies are

https://xmed.jmir.org/2021/2/e28893

probably the best choice for managing the COV1D-19 pandemic.
Thiswasclearly demonstrated in section || wherethe pandemic
in Germany and Italy was analyzed. As observed by reviewer
D, “the statistical analysis is quite enlightening, showing how
the available data should be interpreted and used to improve
health systems' response to the crisis and explaining why the
working strategies of countries like Germany and South Korea
are so effective” The mathematical points of this paper enabled
us to predict the peak by a dynamical analysis, as shown in
Figure 9, and the end of the outbreak by using skew-normal
distributions. In our conclusions, we have added a discussion
on these aspects to satisfy your suggestions.

Round 2 Review

We thank the reviewer [3] for their suggestions and
observations. Below we list responses and changes done in the
revised version.
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In the revised version, the table in section |1, where we
introduce the effectiveness factor (EF), is now labeled A
and has a legend. The three tables in section Il were
reduced to two tables (B and C), and now appear with their
corresponding legends. Thesetablesareimportant to justify
our discussion on the different testing strategies adopted
by Italy, Germany, the United States, and Brazil, and show
how the effective testing strategy of the German authorities
made a great difference compared to Italy.

In the revised version of the manuscript, we, following the
suggestions of the reviewer, added in some sentences on
interpretation in the Abstract section: “ The massive testing
strategy adopted, in the early stage of the disease, by
German authorities made a great difference with respect to
other countries, in particular with respect to Italy, where

Conflictsof Interest
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an effective testing strategy was adopted too late. This
explains why, despite a strictly indiscriminate lockdown,
the mortality rate was one of the highest in the world.”
The Introduction section of the revised version now begins
with: “In this paper, by analyzing in detail the testing
strategies of the German and Italian authorities, inthe early
stage of the COVID-19 disease, and fitting the pandemic
curves by skew-normal distributions (this allows us to
compare the outbreak spread in different European and
American countries by mathematical parameters), we show
how massive testing strategies are more effective than
strictly containment measures (full lockdowns) adopted by
some countries.”

Following the suggestions of the reviewer, in section I,
we shortened our mathematical discussion.
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This is the authors' response to peer-review reports for "Use
of Soinal Anesthesiain Pediatric Laparoscopic Appendectomies:
Case Series”

Round 1

The authors of the manuscript [1] thank the editor and the
reviewers[2-4] for their valuable comments and suggestionsto
improve the paper. We have substantialy modified the
manuscript to address the issues raised. We will address them
individually.

Anonymous [2]
Specific Comments

Minor Comments

1. We have changed the wording in the Abstract and
Introduction sections.

https://xmed.jmir.org/2021/2/e29608

2. We have addressed this and moved the descriptive statistics
table to the Results section.

3 and 4. We have significantly modified the results and their
presentation. Themosaic plotsin thefigures have been replaced
with tables with P values from the Fisher exact tests for al
comparisons. We have also now included odds ratios for these
with upper and lower confidence levels (95%). We believe this
adds to the robustness of the statistical analysis while enabling
the written description of the resultsto follow with more brevity.
Webelieveit iseasier to read.

5. We have deleted this part as we agree it is a bit ambiguous.
Anonymous [4]

General Comments
1. The groups were similar in age and gender.
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2. Yes, the presence of postoperative nausea or vomiting was
abinary response.

Specific Comments

Major Comments

We agree that the attempts to correlate pain scores with
anesthesiawere going to be confounded by the analgesics, which
iswhy we had those figures as supplemental material. However,
this was described in the manuscript proper, which we have
since removed (and the supplemental figures as well).

We have | eft the incidence of vomiting as a measure of patient
comfort in the paper. It was our goal to compare the two
procedures (spina vs general anesthesia), and by procedure,
this includes the usual standard-of-care protocols for each
anesthetic. Naturally, it would have been better if the exact same
protocols could have been used during the administration of
both anesthetics, but that is not possible. Even if the vomiting
islargely aresult of nitrous oxide use in the general anesthetic,
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that could be a good enough reason to use spinal anesthesiaall
by itself. Our results verify this. Additionally, there is evidence
that this nitrous oxide effect is mostly predominant in longer
procedures. According to Peyton and Wu [5], a “duration of
exposure to nitrous oxide less than 1h has little effect on the
rate of postoperative nausea and vomiting.” The maximum
operation timesin our study were ~45 minutes.

Minor Comments

1. A native English speaker has reviewed and made further
copyediting changes.

2. The currency (Bangladesh taka) has now been listed in the
text and along the figure axistitle.

Round 2

Further Editorial/Peer-Reviewer Comments
The study has been labeled a* case-series report” as advised.
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