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In April 2009, Canada’s first wave of pandemic
influenza (H1N1) virus infections (pandemic H1N1
influenza) began. The highest burden of severe illness

in Canada occurred in the province of Manitoba, where 45
Manitobans and 9 out-of-province patients were admitted to
an intensive care unit (ICU). In this first wave, ICU staff
and equipment were mobilized to expand bed capacity and
ventilator capabilities to accommodate clinical need. 

Although many individuals presented with mild, self-limited
symptoms and no sign of pulmonary involvement, some people
required admission to an ICU and received maximal life sup-
port measures.1–3 Predicting disease and mitigating hazard in at-
risk populations is an important aim of public heath epidemiol-
ogy, and in preparation for future waves of pandemic H1N1
influenza, determining correlates of the severity of disease may
be very important. Initial reports have suggested that, in addi-
tion to many of the previously known risk factors for complica-
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Background: In the context of 2009 pandemic influenza
(H1N1) virus infection (pandemic H1N1 influenza), identi-
fying correlates of the severity of disease is critical to guid-
ing the implementation of antiviral strategies, prioritiza-
tion of vaccination efforts and planning of health
infrastructure. The objective of this study was to identify
factors correlated with severity of disease in confirmed
cases of pandemic H1N1 influenza.

Methods: This cumulative case–control study included all
laboratory-confirmed cases of pandemic H1N1 influenza
among residents of the province of Manitoba, Canada, for
whom the final location of treatment was known. Severe
cases were defined by admission to a provincial intensive
care unit (ICU). Factors associated with severe disease
necessitating admission to the ICU were determined by
comparing ICU cases with two control groups: patients who
were admitted to hospital but not to an ICU and those who
remained in the community.

Results: As of Sept. 5, 2009, there had been 795 confirmed
cases of pandemic H1N1 influenza in Manitoba for which
the final treatment location could be determined. The
mean age of individuals with laboratory-confirmed infec-
tion was 25.3 (standard deviation 18.8) years. More than
half of the patients (417 or 52%) were female, and 215
(37%) of 588 confirmed infections for which ethnicity was
known occurred in First Nations residents. The proportion
of First Nations residents increased with increasing severity
of disease (116 [28%] of 410 community cases, 74 [54%] of
136 admitted to hospital and 25 [60%] of 42 admitted to
an ICU; p < 0.001), as did the presence of an underlying
comorbidity (201 [35%] of 569 community cases, 103
[57%] of 181 admitted to hospital and 34 [76%] of 45
admitted to an ICU; p < 0.001). The median interval from
onset of symptoms to initiation of antiviral therapy was 2
days (interquartile range, IQR 1–3) for community cases, 4
days (IQR 2–6) for patients admitted to hospital and 6 days
(IQR 4–9) for those admitted to an ICU (p < 0.001). In a
multivariable logistic model, the interval from onset of
symptoms to initiation of antiviral therapy (odds ratio [OR]
8.24, 95% confidence interval [CI] 2.82–24.1), First Nations
ethnicity (OR 6.52, 95% CI 2.04–20.8) and presence of an
underlying comorbidity (OR 3.19, 95% CI 1.07–9.52) were
associated with increased odds of admission to the ICU

Abstract (i.e., severe disease) relative to community cases. In an
analysis of ICU cases compared with patients admitted to
hospital, First Nations ethnicity (OR 3.23, 95% CI 1.04–10.1)
was associated with increased severity of disease. 

Interpretation: Severe pandemic H1N1 influenza necessi-
tating admission to the ICU was associated with a longer
interval from onset of symptoms to treatment with antivi-
ral therapy and with the presence of an underlying comor-
bidity. First Nations ethnicity appeared to be an indepen-
dent determinant of severe infection. Despite these
associations, the cause and outcomes of pandemic HINI
influenza may involve many complex and interrelated fac-
tors, all of which require further research and analysis.

Previously published at www.cmaj.ca
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tions of seasonal influenza, obesity4 and other underlying
comorbidities3,5 may be risk factors for severe disease. The
interval from onset of symptoms to initiation of antiviral ther-
apy or other treatment and supportive care was also associated
with adverse outcome in a recent case series.6 In a Canadian
study of severe pandemic H1N1 influenza, First Nations people
were proportionally overrepresented among patients in the
ICU.2 However, it is unclear if this association was independent
of potential confounding factors. The ability to determine cor-
relates of severe pandemic H1N1 disease and subsequent need
for ICU resources in at-risk populations would provide oppor-
tunities for public and population health analysis and action,
public education, strategic prioritization of vaccination efforts,
efficient and equitable allocation and use of antiviral drugs, and
development of infrastructure within the health system.

The objectives of this study were to identify factors that
were correlated with severity of disease in confirmed cases of
pandemic H1N1 influenza. Our hypothesis, which was based
on existing literature, was that obesity, First Nations ethnicity
and longer interval from onset of symptoms to treatment
would be important determinants of the severity of disease.

Methods

Study design, population and variables
We designed this investigation as a cumulative case–
control study. The study population consisted of all labora-

tory-confirmed cases of pandemic H1N1 influenza involv-
ing residents of the province of Manitoba for whom the
final location of treatment was known: community, hospital
or ICU. Infections were confirmed by reverse transcription
polymerase chain reaction at the Cadham Provincial Labo-
ratory in Winnipeg, Manitoba. We based our definitions of
case severity on the type of care required. Severe cases
were those in which the patient was admitted to an ICU
within the province of Manitoba. We defined two control
groups. Moderate cases were those in which the patient
required admission to hospital but not to the ICU. Mild
cases, also termed community cases, were those without
admission to hospital. 

We defined self-reported ethnicity as either First Nations
or another ethnic group. First Nations peoples are one of
the three officially recognized groups of Canadian Aborigi-
nal peoples, the others being the Inuit and the Metis. We
assessed income according to income quintiles based on
each individual’s location of residence, as defined by the
postal code in the person’s mailing address.7 We combined
the top three quintiles for comparison with the bottom two
quintiles combined. 

We defined the variable “any comorbidity” as referring to
heart disease, diabetes mellitus, tuberculosis, asthma, smoking,
neuromuscular disease, kidney disease, malignancy, immune
suppression, lung disease, cognitive dysfunction, pregnancy,
alcoholism, substance abuse and injection drug use. 
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Figure 1: Epidemic curve of laboratory-confirmed cases of 2009 pandemic influenza (H1N1) virus infection in
Manitoba according to final location of treatment (n = 889). The epidemic curve represents the dates of onset
for confirmed cases, based on the earliest of the following dates: date of onset of symptoms, date of admis-
sion to hospital, date on which investigation form was received, date on which specimen was obtained or
date on which report was received. For five additional cases, the date of onset according to this definition
occurred before Apr. 2, 2009, and these cases are not represented in the figure. ICU = intensive care unit.
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Data sources
In response to the emerging H1N1 pandemic, epidemiologists
and clinician investigators from Manitoba Health and the
University of Manitoba’s Section of Critical Care indepen-
dently created case report forms to facilitate disease surveil-
lance and data collection regarding this novel infection. Pub-
lic health nurses completed the provincial forms via
interview, in person or by telephone, or by chart review for all
confirmed cases of pandemic H1N1 influenza in the province
of Manitoba. The information collected included patients’
demographic characteristics, medical history, clinical infor-
mation, treatments and outcome. The database of information
collected by the University of Manitoba’s Section of Critical
Care contained prospectively collected data for all cases of
pandemic H1N1 influenza in which the patient was admitted
to an ICU in the province of Manitoba. Trained research
nurses and medical students collected data about these
patients. As a result of efficient data-sharing processes put in
place by the province of Manitoba at the start of the pandemic
H1N1 influenza outbreak, we were able to combine data ele-
ments from the two sources to create one complete record for
each laboratory-confirmed case of pandemic H1N1 influenza.
This study was approved by the Research Ethics Board at the
University of Manitoba.

Analysis
We generated the following descriptive statistics: frequency
analysis (percentages) for categorical variables and means
(and standard deviations [SDs]) or medians (and interquartile
ranges [IQRs]) for continuous variables. We assessed overall
differences between groups in terms of severity of disease for
continuous and categorical variables using analysis of vari-
ance (ANOVA) or the χ2 test or Fisher’s exact test, as appro-
priate. We used univariable and multivariable logistic regres-
sion to examine the relation between variables of interest and
severity of disease. In particular, we compared cases of severe
disease (i.e., those with ICU admission) with controls who
remained in the community or who were admitted to hospital
but not to the ICU. To assess the consistency of effect, we
also compared community cases with cases involving admis-
sion to hospital but not the ICU. We express results from
logistic regression analyses as odds ratios (ORs) and 95%
confidence intervals (CIs), with ORs greater than 1.0 signify-
ing greater risk of severe disease compared with the referent
group. We estimated model parameters using the method of
maximum likelihood. The confidence intervals and p values
reported here reflect a two-tailed α level of 0.05. 

Results

From the start of the epidemic (about Apr. 2) to Sept. 5, 2009,
a total of 894 cases of pandemic H1N1 influenza were con-
firmed among Manitoba residents (Figure 1). The location of
care could be determined for 795 (89%) of the confirmed
cases: 569 (72%) of the patients remained in the community,
181 (23%) were admitted to a hospital but not the ICU, and
45 (6%) were admitted to an ICU. The mean age of infected
individuals included in the analysis was 25.3 years (SD 18.8).

The age-specific distribution of confirmed infections by loca-
tion of care is illustrated in Figure 2. Females accounted for
417 (52%) of the infections. Ethnicity was known for 588
(74%) of the 795 infections; of these, First Nations individu-
als accounted for 215 (37%) of the confirmed infections.
Health care workers accounted for 62 (8%) of all infections.

The mean age of infected individuals was 25.3 (SD 17.5)
for community cases, 23.0 (SD 21.9) for patients who were
admitted to hospital but not the ICU and 33.4 (SD 19.7) for
those admitted to the ICU (p = 0.004) (Table 1). First Nations
residents accounted for 116 (28%) of 410 community cases,
74 (54%) of 136 patients admitted to hospital and 25 (60%) of
42 admitted to the ICU (p < 0.001). Females represented 296
(52%) of the 569 community cases and 90 (50%) of the 181
hospital admissions without ICU care, but 31 (69%) of the 45
ICU cases (p = 0.03). Of the 34 adult patients admitted to the
ICU with comorbidities, the proportion with clinical obesity,
defined as body mass index greater than 30, was 62% (n =
21). Height and weight were not recorded consistently
enough for patients in the two control groups to allow analy-
sis of the relation between obesity and severe outcomes. The
presence of an underlying medical condition, including preg-
nancy, increased with severity of disease (201 [35%] of the
569 community cases, 103 [57%] of the 181 patients admitted
to hospital and 34 [76%] of the 45 patients admitted to the
ICU; p < 0.001). The proportions of female patients with con-
firmed pandemic H1N1 influenza who were pregnant was 3%
(9 of 296 female patients) in the community group, 20% (18
of 90 female patients) in the hospital group and 13% (4 of 31
female patients) in the ICU group. 

As expected, symptoms were correlated with severity of
disease (Table 1). In particular, shortness of breath increased
with severity of disease, being reported by 209 (37%) of the
569 patients in the community, 118 (65%) of the 181 patients
who had been admitted to hospital and 39 (87%) of the 45
patients admitted to an ICU (p < 0.001).

Antiviral therapy was known to have been prescribed for
173 (34%) of 511 patients in the community group and 83
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(54%) of 154 who were admitted to hospital, whereas 42
(95%) of 44 patients admitted to the ICU received antiviral
therapy (p < 0.001). Oseltamivir was used for 274 (97%) of
the 282 patients for whom the agent administered was known.
Severity of illness increased with increasing interval from
onset of symptoms to the start of antiviral therapy (Figure 3).
The median interval before initiation of treatment was 2 days
(IQR 1–3) for community patients, 4 days (IQR 2–6) for
those admitted to hospital but not the ICU and 6 days (IQR 4–
9) for those admitted to the ICU (p < 0.001). Before the diag-
nosis of pandemic H1N1 influenza, 239 (42%) of the patients

in the community group, 127 (70%) of those admitted to hos-
pital and 29 (64%) of those admitted to an ICU had sought
medical care related to their symptomatic illness. 

ICU cases v. community controls
The interval from onset of symptoms to initiation of antiviral
therapy was the strongest univariable correlate of severity of
disease (Table 2). The odds ratio of severe disease among
patients with an interval of more than two days was 12.0
(95% CI 4.65–30.7) compared with an interval of up to two
days. When the interval from onset of symptoms to treatment
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Table 1: Baseline characteristics of patients with laboratory-confirmed 2009 pandemic (H1N1) influenza in Manitoba, 2009 

 Location of care; no (%) of patients*  

Characteristic 
Community 

(n = 569) 
Hospital (other than ICU) 

(n = 181) 
ICU 

(n = 45) p value 

Age, mean (SD)        

 All patients      25.3 (17.5)     23.0 (21.9)     33.4 (19.7) 0.004 

 Adults (≥ 18 yr)      35.7 (14.0)     39.6 (17.2)     40.5 (14.9) 0.03 

 Children (< 18 yr)        8.2 (4.4)       4.2 (4.7)       5.1   (6.4) < 0.001 

Sex, female  296 (52)   90 (50) 31 (69) 0.03 

Ethnicity, First Nations n = 410 n = 136 n = 42  

 116 (28)   74 (54) 25 (60) < 0.001 

Income quintile, two lowest 
combined 

n = 569 n = 181 n = 45  

 263 (46) 128 (71) 26 (58) < 0.001 

Rural residence 259 (46) 115 (64) 24 (53) 0.001 

Health care worker   51   (9)     7   (4)    4   (9) 0.08 

Symptoms        

 Fever 469 (82) 150 (83) 42 (93) 0.17 

 Cough 448 (79) 146 (81) 43 (96) 0.02 

 Shortness of breath 209 (37) 118 (65) 39 (87) < 0.001 

 Myalgia 282 (50)   58 (32) 26 (58) < 0.001 
 Gastrointestinal† 271 (48)   79 (44) 23 (51) 0.55 

 Headache 317 (56)   57 (31) 20 (44) < 0.001 

Any comorbidity‡  201 (35) 103 (57) 34 (76) < 0.001 

Comorbidity (adults only) n = 333 n = 92 n = 34  

 Lung disease   59 (18)   35 (38) 16 (47) < 0.001 

 Obesity NA NA 21 (62) NA 

 Diabetes mellitus   27   (8)   20 (22) 15 (44) < 0.001 

 Malignancy     5   (2)     6   (7)   4 (12) < 0.001 

 Smoking    76 (23)   26 (28) 13 (38) 0.10 

 Kidney disease     3   (1)     7   (8)   5 (15) < 0.001 

 Pregnancy     9   (3)   18 (20)   4 (12) < 0.001 

 Immune suppression     5   (2)     6   (7)   7 (21) < 0.001 

 Abuse of alcohol or other  
substances, injection drug 
use 

  19   (6)     9 (10)   7 (21) 0.005 

Note: IQR = interquartile range, NA = not available, SD = standard deviation. 
*Unless indicated otherwise. 
†Nausea, vomiting, diarrhea. 
‡Heart disease, diabetes mellitus, tuberculosis, asthma, smoking, neuromuscular disease, kidney disease, malignancy, immune suppression, lung disease, cognitive 
dysfunction, pregnancy, alcoholism, substance abuse, injection drug use. 
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was assessed as a continuous variable, the OR
was 1.25 (95% CI 1.14–1.38) for every addi-
tional day. The presence of a medical comor-
bidity significantly increased the odds of severe
disease (OR 5.70, 95% CI 2.83–11.5). Obesity
could not be analyzed because of missing data,
as described above. The odds for severe dis-
ease were greater among First Nations resi-
dents compared with all other ethnicities (OR
3.73, 95% CI 1.94–7.16) and among females
compared with males (OR 2.40, 95% CI 1.21–
4.77). The univariable odds ratio associated
with pregnancy was 3.64 (95% CI 0.86–15.4).
The odds of severe disease were greater in the
two lowest income quintiles combined than in
the three highest income quintiles combined
(OR 2.08, 95% CI 1.07–4.07) (Table 2). 

In a multivariable logistic model with age,
sex, First Nations ethnicity, medical comorbid-
ity, interval from onset of symptoms to initiation
of antiviral therapy, urban v. rural status and
income quintile group, we found that treatment
interval (OR 8.24, 95% CI 2.82–24.1), First
Nations ethnicity (OR 6.52, 95% CI 2.04–20.8) and the pres-
ence of a medical comorbidity (OR 3.19, 95% CI 1.07–9.52)
were associated with increased severity of disease (Figure 4).

In a separate multivariable analysis of hospital controls
without admission to an ICU and community controls, we
observed consistent associations. The interval from onset of
symptoms to initiation of antiviral therapy (OR 3.61, 95% CI
1.79–7.28) and the presence of a medical comorbidity (OR
3.36, 95% CI 2.05–5.49) were significantly associated with
admission to hospital. Compared with community controls,
the odds of admission to hospital among First Nations indi-

viduals was 1.71 (95% CI 0.99–3.00). Age, sex, urban v. rural
status and income quintile group were not associated with
admission to hospital (without admission to an ICU) relative
to community cases. 

ICU cases v. hospital controls without ICU admission
Compared with patients under 16 years of age, those 16–45
years of age (OR 3.68, 95% CI 1.47–8.52) and those older
than 45 years of age (OR 3.32, 95% CI 1.31–8.44) had
greater severity of disease, according to our univariable
regression analysis (Table 2). An interval of more than two
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Figure 3: Severity of disease in relation to the interval from onset of symptoms
to treatment with antiviral agents. Increasing interval from onset of symptoms
to antiviral therapy was associated with increased severity of illness. ICU = inten-
sive care unit.

Table 2:  Univariable predictors of disease severity 

 Comparison; OR (95% CI) 

 ICU cases v. community cases ICU cases v. cases with hospital admission 

Age      

 16–45 yr v. < 16 yr 2.10 (0.95–4.62) 3.68 (1.47–8.52) 

 > 45 yr v. < 16 yr 3.29 (1.36–7.96) 3.32 (1.31–8.44) 

Female  v. male 2.40 (1.21–4.77) 2.61 (1.26–5.41) 

Pregnant v. nonpregnant (females aged 16–45 yr) 3.64 (0.86–15.4) 0.33 (0.08–1.38) 

Ethnicity     

 First Nations v. other  3.73 (1.94–7.16) 1.23 (0.61–2.49) 

 Missing data v. other 0.33 (0.09–1.13) 0.24 (0.06–0.88) 

Any comorbidity* 5.70 (2.83–11.5) 2.34 (1.12–4.91) 

Interval from symptom onset to antiviral treatment,  
> 2 d v. ≤ 2 d 

12.0 (4.65–30.7) 3.59 (1.32–9.80) 

Rural v. urban  1.37 (0.74–2.51) 0.66 (0.34–1.27) 

Income, lowest 2 quintiles v. highest 3 quintiles 2.08 (1.07–4.07) 0.68 (0.33–1.42) 

Note: CI = confidence interval, ICU = intensive care unit. 
*Heart disease, diabetes mellitus, tuberculosis, asthma, smoking, neuromuscular disease, kidney disease, malignancy, immune suppression, lung disease, cognitive 
dysfunction, pregnancy, alcoholism, substance abuse, injection drug use. 
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days from onset of symptoms to initiation of antiviral treat-
ment was correlated with severe disease (OR 3.59, 95% CI
1.32–9.80). A similar result was obtained when treatment
interval was analyzed as a continuous variable (OR 1.33, 95%
CI 1.18–1.56, for each additional day). Female sex (OR 2.61,
95% CI 1.26–5.41) and presence of an underlying comorbid-
ity (OR 2.34, 95% CI 1.12–4.91) were associated with severe
disease. First Nations ethnicity and income quintile group
were not associated with ICU admission relative to admission
to hospital without admission to an ICU (Table 2).

In our multivariable model, which accounted for age, sex,
First Nations ethnicity, medical comorbidity, interval from
onset of symptoms to initiation of antiviral therapy, urban v.
rural status and income quintile group, we found that First
Nations ethnicity (OR 3.23, 95% CI 1.04–10.1) was associ-
ated with increased severity of disease (Figure 5). The odds of
severe disease associated with interval until treatment was
2.44 (95% CI 0.79–7.50) but did not reach statistical signifi-
cance (Figure 5).

Interpretation

Main findings
In this cumulative case–control study of laboratory-confirmed
cases of 2009 pandemic influenza (H1N1) virus infection
among Manitoba residents, severe disease, defined by admis-
sion to the ICU, was associated with a longer interval from
onset of symptoms to treatment with antiviral therapy and
with the presence of an underlying comorbidity relative to
those who were not admitted to hospital. After accounting for
other potential associations with severity of disease, we found

that people of First Nations ethnicity had increased odds of
severe disease compared with those of other ethnicities.

Explanation and comparison with other studies
Previous studies have shown that when otherwise healthy
individuals with seasonal influenza A are treated with neur -
aminidase inhibitors within 36–48 hours of onset, the duration
of symptoms is decreased by one to two days.8 Treatment
within 12 hours after onset of fever reduces the duration of
symptoms by 3.1 days relative to treatment started at 48
hours.9 Although randomized controlled trials of neur -
aminidase inhibitors in influenza-infected patients who have
been admitted to hospital are lacking, observational studies
have suggested that treatment of hospital inpatients who have
seasonal influenza can reduce mortality.10,11

The ability of neuraminidase inhibitors to prevent severe
disease in patients with progressive or persistent symptoms or
in patients with comorbidities has not been adequately investi-
gated. However, in a recently published case series of pan-
demic H1N1 influenza without controls, treatment initiation
within two days was associated with a lower risk of admission
to the ICU or death.6 In Mexico, treatment of ICU patients
with a neuraminidase inhibitor (v. no treatment) was associ-
ated with improved survival (OR 8.5, 95% CI 1.2–62.8).1

We found that severity of illness was greater among First
Nations people, a finding that persisted after accounting for
age, sex, comorbidities, interval from onset of symptoms to
treatment, rural residence and income level. This finding is
consistent with historical records from the 1918 Spanish
influenza pandemic, during which mortality in Aboriginal
communities was far higher than in non-Aboriginal commu-
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nities.12,13 Overrepresentation of Aboriginal people in the
severe disease cohort (requiring ICU care) was also noted in a
recent case series of 2009 influenza (H1N1) virus infection
from Australia and New Zealand.3 As with Aboriginal people
in Canada, this group experienced disproportionately higher
mortality during the 1918 pandemic.14

Common patterns of pandemic H1N1 disease motivate the
hypothesis that First Nations peoples may be genetically pre-
disposed to severe infection with the pandemic (H1N1) virus.
Host genetics have been shown to affect patients’ susceptibil-
ity to HIV infection and AIDS15,16 and their clearance of
hepatitis C infection.17 It is possible that particular human
leukocyte antigens or single nucleotide polymorphisms in
First Nations or Aboriginal groups affect the acquisition or
severity of infection. Intriguing as this hypothesis may be,
Canadian Aboriginal people and Australian Aboriginals and
Torres Strait Islanders do not share a common ancestry. What
they do have in common is a history of colonization, com-
bined with historic and continuing social inequities that have
led to significant health disparities.

Limitations
Using a multivariable model, we demonstrated that length of
time from onset of symptoms to treatment was the factor most
strongly associated with severe disease. In our analyses we
tried to control for several potential sources of bias that might
affect access to health care; however, it remains unclear
whether early diagnosis and treatment were associated with
higher-quality or more accessible medical care. Although it is
likely that the interval from onset of symptoms to initiation of
antiviral therapy could have a direct and causal effect on out-

comes, it might also be a marker of other independent causal
factors, such as other treatments (e.g., oxygen, fluids and
electrolytes, antimicrobials) or other correlates of patient or
system-wide characteristics. We were also unable to assess
factors relating to education level or household size. In our
study, we did not match ICU cases with incident cases of hos-
pital admission without ICU admission or with community
controls. If differences in patient presentation (e.g., because
of public awareness) or access to care existed, or if treatment
decisions differed over the course of the epidemic, these fac-
tors might have introduced bias that remained unaccounted
for by our analyses. Nonetheless, the brevity of the local epi-
demic and the relatively uniform distribution of cases and
controls throughout the course of the epidemic would have
minimized this potential source of bias.

With regard to the association between comorbidities and
severity of disease, it is possible that the presence of a comor-
bid condition that makes admission to the ICU more likely
might also have made ascertainment of virologic infection
more likely, thus producing an inflated estimate of any poten-
tial association. With regard to our study, the relative impact
or the direction of this type of selection bias, known as Berk-
sonian bias, is uncertain. Moreover, this type of bias may be
paradoxical and may result in a falsely negative association
when both the exposure and the disease increase the chance
of selection.18 On June 26, 2009, Manitoba Health released
recommendations for treatment of influenza (H1N1) virus
infection that encouraged treatment of individuals with risk
factors and those with abnormal vital signs. As a result of
these guidelines, comorbidities and risk factors such as First
Nations status may be overrepresented in the community
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Figure 5: Multivariable correlates of the severity of disease, for comparison between patients admitted to hospital but not to an inten-
sive care unit (ICU) and those admitted to an ICU. CI = confidence interval, OR = odds ratio.
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cohort, which could result in an underestimation of the asso-
ciated risks.

Although our study demonstrated an association between
First Nations ethnicity and the odds of severe disease, it is
possible that this increased risk reflects uncontrolled con-
founders such as housing or living conditions, income ade-
quacy, diet, additional underlying comorbidities or access to
health care resources.

At the peak of the 2009 influenza (H1N1) epidemic in
Manitoba, laboratory testing was recommended and given
priority for patients who had been admitted to hospital with
suspected or probable more severe disease. Even when testing
was offered to all, there were probably numerous individuals
in the community with mild disease who never sought med-
ical attention and/or were not tested. As a result, the actual
infection rate (the attack rate) and the seroprevalence rate
within the province of Manitoba have not been accurately
measured. Differential testing of the groups in our study (ICU
v. hospital admission without ICU admission or community)
may represent a source of information bias; however, an
analysis of our two control groups (hospital admission with-
out ICU admission v. community) demonstrated consistent
associations.

Conclusions
The severity of illness among patients infected with pandemic
H1N1 influenza was associated with the length of time from
onset of symptoms to treatment with antiviral therapy and
with the presence of underlying medical comorbidities, rela-
tive to controls not admitted to hospital. First Nations ethni -
city was associated with severe disease, relative to other eth-
nic groups. These data may have implications for proactive
public health and primary care using outreach methods at the
community level, whether for public health education, priori-
tization of vaccination efforts or strategies for antiviral treat-
ment.

This article has been peer reviewed.

Competing interests: None declared.

Contributors: All authors contributed to the study design. Steve Doucette,
Ryan Zarychanski and Tammy Stuart were involved in analyzing the data.
Ryan Zarychanski and Tammy Stuart drafted the original manuscript. All
authors were involved in revisions of the manuscript for significant intellec-
tual content, and all approved the final version submitted for publication.

Acknowledgement: We thank Dr. Marcia Anderson for her critical appraisal
of the manuscript and for her suggestions, which improved the quality and
accuracy of our reporting.

Funding: No specific funds were obtained for the conduct of this study. The
Public Health Agency of Canada provided salary support to help facilitate the
timely collection of patient data by trained research nurses and to offset the
cost of statistical consultation.

REFERENCES
1. Dominguez-Cherit G, Lapinsky SE, Macias AE, et al. Critically ill patients with

2009 influenza A(H1N1) in Mexico. JAMA 2009;302:1880-7.
2. Kumar A, Zarychanski R, Pinto R, et al. Critically ill patients with 2009 influenza

A(H1N1) infection in Canada. JAMA 2009;302:1872-9.
3. Webb SA, Pettila V, Seppelt I, et al. Critical care services and 2009 H1N1

influenza in Australia and New Zealand. N Engl J Med 2009;361:1925-34.
4. Intensive-care patients with severe novel influenza A(H1N1) virus infection —

Michigan, June 2009. MMWR Morb Mortal Wkly Rep 2009;58:749-52.
5. Hanshaoworakul W, Simmerman JM, Narueponjirakul U, et al. Severe human

influenza infections in Thailand: oseltamivir treatment and risk factors for fatal
outcome. PLoS One 2009;4:e6051.

6. Jain S, Kamimoto L, Bramley AM, et al. Hospitalized patients with 2009 H1N1
influenza in the United States, April–June 2009. N Engl J Med 2009;361:1935-44.

7. Manitoba Centre for Health Policy, University of Manitoba. Concept: construction of
census income quintiles. Winnipeg (MB): The Centre; 2008. Available: http://mchp
-appserv.cpe.umanitoba.ca/viewConcept.php?conceptID=1056 (accessed 2009
Nov. 19).

8. Moscona A. Neuraminidase inhibitors for influenza. N Engl J Med 2005;353:1363-
73.

9. Aoki FY, Macleod MD, Paggiaro P, et al. Early administration of oral oseltamivir
increases the benefits of influenza treatment. J Antimicrob Chemother 2003;51:
123-9.

10. McGeer A, Green KA, Plevneshi A, et al. Antiviral therapy and outcomes of
influenza requiring hospitalization in Ontario, Canada. Clin Infect Dis 2007;45:
1568-75.

11. Lee N, Cockram CS, Chan PK, et al. Antiviral treatment for patients hospitalized
with severe influenza infection may affect clinical outcomes. Clin Infect Dis
2008;46: 1323-4.

12. Graham-Cumming G. Health of the original Canadians, 1867–1967. Med Serv J
Can 1967; 23 : 115-66.

13. Johnson NP, Mueller J. Updating the accounts: global mortality of the 1918–1920
“Spanish” influenza pandemic. Bull Hist Med 2002;76:105-15.

14. Cleland-Burton J. Disease among the Australian Aborigines. J Trop Med Hyg
1928;6:65-72.

15. Gonzalez E, Kulkarni H, Bolivar H, et al. The influence of CCL3L1 gene-con-
taining segmental duplications on HIV-1/AIDS susceptibility. Science 2005;307:
1434-40.

16. Hardie RA, Luo M, Bruneau B, et al. Human leukocyte antigen-DQ alleles and
haplotypes and their associations with resistance and susceptibility to HIV-1 infec-
tion. AIDS 2008;22:807-16.

17. Thomas DL, Thio CL, Martin MP, et al. Genetic variation in IL28B and sponta-
neous clearance of hepatitis C virus. Nature 2009;461:798-801.

18. Rothman K, Greenland S, Lash T. Validity in epidemiologic studies. In: Modern
epidemiology. 3rd ed. Philadelphia (PA): Lippincott Williams & Wilkins; 2008.

Correspondence to: Dr. Ryan Zarychanski, University of
Manitoba, CancerCare Manitoba, ON2051 – 675 McDermot Ave.,
Winnipeg MB  R3E 0V9; ryan.zarychanski@cancercare.mb.ca 

CMAJ • FEBRUARY 23, 2010 • 182(3)264



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile (None)
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


