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ABSTRACT

BACKGROUND: Estimates of the case-
fatality rate (CFR) associated with coro-
navirus disease 2019 (COVID-19) vary
widely in different population settings.
We sought to estimate and compare the
COVID-19 CFR in Canada and the United
States while adjusting for 2 potential
biases in crude CFR.

METHODS: We used the daily incidence
of confirmed COVID-19 cases and deaths
in Canada and the US from Jan. 31 to
Apr. 22, 2020. We applied a statistical
method to minimize bias in the crude

val as the lag time between disease onset
and death, while considering reporting
rates of COVID-19 cases less than 50%
(95% confidence interval 10%-50%).

RESULTS: Using data for confirmed
cases in Canada, we estimated the
crude CFR to be 4.9% on Apr. 22, 2020,
and the adjusted CFR to be 5.5% (credi-
ble interval [Crl] 4.9%-6.4%). After we
accounted for various reporting rates
less than 50%, the adjusted CFR was
estimated at 1.6% (Crl 0.7%-3.1%). The
US crude CFR was estimated to be 5.4%
on Apr. 20, 2020, with an adjusted CFR

of 6.1% (Crl 5.4%-6.9%). With reporting
rates of less than 50%, the adjusted CFR
for the US was 1.78 (Crl 0.8%-3.6%).

INTERPRETATION: Our estimates sug-
gest that, if the reporting rate is less than
50%, the adjusted CFR of COVID-19 in
Canada is likely to be less than 2%. The
CFR estimates for the US were higher
than those for Canada, but the adjusted
CFR still remained below 2%. Quantifica-
tion of case reporting can provide a
more accurate measure of the virulence
and disease burden of severe acute
respiratory syndrome coronavirus 2.

CFR by accounting for the survival inter-

tory syndrome coronavirus 2 (SARS-CoV-2) is funda-

mental to the disease burden imposed by the coronavi-
rus disease 2019 (COVID-19) pandemic. Quantification of this
risk can provide critical information on the health and socio-
economic impact of the pandemic and identify population
subgroups at highest risk for severe outcomes. The risk of
death from a diagnosed infection, often referred to as the case-
fatality rate (CFR), is the proportion of people who die from a
disease among all those diagnosed with the disease over a cer-
tain period.

Estimates of the COVID-19 CFR vary in different populations
and at different stages of the outbreak, ranging from 0.4% in
China! to 31.4% in the northwest region of Italy.? From
individual-level data for patients in Hubei Province, Mainland
China,® an adjusted CFR of 3.6% (95% confidence interval [CI]
3.6%-3.8%) was estimated. For the outbreak on the Diamond

T he risk of death associated with severe acute respira-

Princess cruise ship, the age-adjusted CFR was estimated at 2.6%
(95% Cl 0.9%-6.7%) in all age groups but was substantially
higher (13.0%, 95% Cl 5.2%-26.0%) among those aged 70 years
orolder.*

For ongoing outbreaks and especially during the exponential
growth phase, the delay between onset of disease and know-
ledge of the final outcome may result in biased estimates of the
CFR.> Furthermore, underestimation of the number of COVID-19
cases will inflate the CFR. Limited ability to test or recognize
mildly or moderately symptomatic people in both the United
States and Canada has likely led to substantial underestimation
of the rate of infection in affected communities.5’

Given the importance of the CFR in public health planning, we
sought to estimate the CFR for ongoing COVID-19 outbreaks in
the US and Canada while accounting for preferential ascertain-
ment of severe cases (leading to underestimation) and the lag
time between disease onset and death.
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Methods point in time, is (total number of deaths [t]/total number of cases

[t]) x 100. However, at any point in time during an ongoing out-
We extracted the daily incidence of confirmed cases and deaths  break, people who have died from infection will not represent
associated with COVID-19 (Figure 1A, Figure 2A) from Jan. 31to  the total number of deaths among those who are infected. The
Apr. 22,2020.51° The crude CFR, based on confirmed cases atany ~ denominator of the CFR also includes infected people who have
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Figure 1: (A) Daily incidence of coronavirus disease 2019 (bars) and associated deaths (black line) in Canada, 2020. (B) Crude case-fatality rate (CFR)
(dashed line) and adjusted CFR estimates (red line) from Mar. 19 to Apr. 22, 2020. The shaded area around the red line illustrates the 95% credible inter-
val for the adjusted CFR. Boxplots show the range of adjusted CFR estimates when the probability of reporting was less than 0.5 (95% confidence inter-
val 0.1-0.5). Boxes indicate interquartile range (IQR), and lines indicate extended range from minimum (25th percentile - 1.5 IQR) to maximum (75th
percentile + 1.5 IQR).
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Figure 2: (A) Daily incidence of coronavirus disease 2019 (bars) and associated deaths (black line) in the United States, 2020. (B) Crude case-fatality rate
(CFR) (dashed line) and adjusted CFR estimates (red line) from Feb. 28 to Apr. 20, 2020. The shaded area around the red line illustrates the 95% credible
interval for the adjusted CFR. Boxplots show the range of adjusted CFR estimates when the probability of reporting was less than 0.5 (95% confidence
interval 0.1-0.5). Boxes indicate interquartile range (IQR), and lines indicate extended range, from minimum (25th percentile - 1.5 IQR) to maximum

(75th percentile + 1.5 IQR).

not yet died from the infection but will do so at some point in the
future. Thus, a source of bias in calculating the CFR arises from
the lag time between infection and death.

To minimize this bias, we applied a statistical method that
accounts for the uncertainty associated with different lag times
from disease onset to death, by allowing the probabilistic distri-

bution of the survival interval to vary within a broad range (see
Appendix 1, available at www.cmaj.ca/lookup/suppl/doi:10.
1503/cmaj.200711/-/DC1, for technical details). Given the possi-
bility of underreporting of disease owing to mild or asymptom-
atic illness that does not come to medical attention or is not
laboratory confirmed, we also estimated the CFR under the
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assumption of reporting rates less than 50% (95% CI 10%-
50%).142 We obtained the credible interval (Crl) values for CFR
estimates from the profile likelihood to account for the uncer-
tainty in the adjusted CFR values.

Ethics approval
This research was based on publicly available data and did not
require ethics approval.

Results

The crude CFR in Canada was estimated at 4.9% on Apr. 22,
2020. When we accounted for the survival interval, the adjusted
CFR was 5.5% (Crl 4.9%-6.4%) (Figure 1B). However, when we
considered the reporting rates of confirmed cases, we esti-
mated a further adjusted CFR of 1.6% (Crl 0.7%-3.1%) on the
same date by fitting a log-normal distribution to the simulated
data points (Figure 1B). Our CFR estimates for the US were
higher than those for Canada: the US crude CFR was estimated
at 5.4% on Apr. 20, 2020, and the adjusted CFR was 6.1% (Crl
5.4%-6.9%) (Figure 2B). For the range of reporting rates con-
sidered here, the adjusted CFR was estimated at 1.8% (Crl
0.8%-3.6%) on Apr. 20, 2020.

Interpretation

Our estimates suggest that, if the reporting rates of COVID-19
cases are less than 50% in Canada, the adjusted CFR is likely to
be less than 2%. Estimates of the adjusted CFR for the US were
slightly higher than those for Canada but still remained below
2%. We note that the CFR at the regional or city level may be dif-
ferent from country-level estimates. For example, using the same
methodology, we found that the crude CFR for New York City was
7.2% and the adjusted CFR was 7.8% (Crl 7.2%-8.8%) on Apr. 20,
2020. On the same date, the adjusted CFR with the reporting rate
interval was estimated at 2.2% (Crl 0.9%-4.5%) (unpublished
data, 2020).

Reasons for the variability in CFR estimates in different coun-
tries during COVID-19 outbreaks reported in the present study
and by Rajgor and colleagues®® merit further study. For example,
CFR estimates in similar geographic and climate conditions such
as western Pacific islands vary widely, from 0.39% (Singapore) to
7.14% (Philippines).** A meta-analysis of studies that estimated
the COVID-19 CFR showed that 13.5% (95% Cl 6.2%-21.5%) of
inpatients died.* In another study, an estimated CFR of 67% was
reported in critically ill patients.'*” The CFR will vary according
to the population considered, such as that in a critical care set-
ting, a general hospital or a long-term care facility.’** These
influences and other host, environment and exposure variables
that alter CFRs merit further study.

Limitations

The CFR s influenced by the demographic and comorbidity com-
position of the population, the availability and preparedness of
the health care system, and differences in the diagnosis, treat-
ment, prevention and control policies implemented in different

countries. The CFRs presented in the current study refer to the
entire population of Canada and the US. Case-fatality rates may
be higher among those with risk factors for severe disease, in
populations with a higher proportion of older adults, or in set-
tings without prepared health care systems or adequate
resources to care for a surge of cases.’®? Estimates of CFR also
depend on other factors such as the reporting rate, which may be
affected by testing capacity and characteristics of the disease.
Our CFR estimates are implicitly subject to these factors and may
change with quantification of these factors and additional data
over time as the pandemic evolves.

Conclusion

During the early stages of an emerging outbreak, when not all
cases are resolved or reported, improving crude CFR estimates
by removing sources of bias can provide preliminary information
for public health professionals and policy-makers on the popula-
tion burden of disease. Further studies are needed to quantify
the reporting rates given the possibility of asymptomatic infec-
tion, the underdiagnosis of COVID-19 cases owing to mild illness,
and province-, country- or region-specific rates. This quantifica-
tion can improve CFR estimates to provide a more accurate
measure of virulence for SARS-CoV-2 as it spreads through the
populations in Canada and the US.
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