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Background: Severe acute respiratory syndrome (SARS) has only
recently been described. We provide individual patient data
on the clinical course, treatment and complications experi-
enced by 14 front-line health care workers and hospital sup-
port staff in Toronto who were diagnosed with SARS, and we
provide follow-up information for up to 3 weeks after their dis-
charge from hospital.

Methods: As part of the initial response to the SARS outbreak in
Toronto, our health care centre was asked to establish a SARS
unit for health care workers who were infected. Patients were
admitted to this unit and were closely monitored and treated un-
til they were well enough to be discharged. We prospectively
compiled information on their clinical course, management and
complications and followed them for 3 weeks after discharge.

Results: The 11 women and 3 men described here (mean age 42
[standard deviation {SD} 9] years) were all involved in providing
medical or ancillary hospital services to patients who were later
found to have SARS. Onset of symptoms in 4 of our patients
who could clearly identify only a single contact with a patient
with SARS occurred on average 4 (SD 3) days after exposure. For
the remaining 10 patients with multiple patient contacts, symp-
tom onset followed exposure by a mean of 3.5 (SD 3) days after
their exposure. All patients were treated with ribavirin, and all
patients received levofloxacin. Many experienced major compli-
cations. Dyspnea was present in 12 patients during their stay in
hospital, and all developed abnormalities on chest radiograph; 3
patients developed severe hypoxemia (PaO, < 50 mm Hg). All
patients experienced a drop in hemoglobin. Nine patients had
hemolytic anemia. Three patients experienced numbness and
tingling in their hands and feet, and 2 developed frank tetany.
All 3 had magnesium levels that were less than 0.1 mmol/L. All
patients recovered and were discharged home. At a follow-up
examination 3 weeks after discharge (5 weeks after onset of ill-
ness), all patients were no longer weak but continued to become
fatigued easily and had dyspnea on minimal exertion. For 5 pa-
tients, chest radiographs still showed residual disease.

Interpretation: SARS is a very serious illness even in healthy, rela-
tively young people. The clinical course in our patients, all of
whom met the case definition for SARS (which requires pul-
monary involvement), resulted in dyspnea and, in some indi-
viduals, severe hypoxemia. Severe hemolytic anemia may be a
feature of SARS or may be a complication of therapy, possibly
with ribavirin.
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’ I \ he early phases of the Toronto outbreak of severe
acute respiratory syndrome (SARS) have been de-
scribed elsewhere.! A summary report of 144 cases

of SARS,? which includes the 14 cases reported here and

another 15 that were reported earlier in CMA7,’ has been
published. In this report, we provide additional details
about the main clinical features, management, and severity
and frequency of complications of SARS. We also include
information about our patients’ clinical status 1 week and
3 weeks post discharge from our SARS unit.

Methods

As the number of patients with SARS increased in Toronto in
March 2003, West Park Healthcare Centre, a 478-bed facility
providing rehabilitation, complex continuing care and long-term
care, was asked to establish an operational SARS unit to provide
medical care to health care workers affected with SARS. Staff as-
signed to the new unit included a manager, nurse practitioner,
advanced practice nurse, unit clerk, clinical pharmacist, regis-
tered dietitian, respiratory therapists, x-ray and laboratory tech-
nicians, and a chaplain. Nursing care was provided by nurses at
our centre supplemented by additional nurses hired from the
community. Because our centre did not usually provide critical
care, nurses with experience in critical care were temporarily
transferred from other regional hospitals. Our hospital infection
control nurse was on site several times a day to monitor infection
control measures and precautions. Medical coverage was pro-
vided by 2 staff physicians: a family practitioner (who is also the
Chief of Staff) and a respirologist (who is the physician in charge
of the Tuberculosis Service).

Diagnosis of probable SARS was based on the case definition
of the World Health Organization.* This diagnosis requires that
the patient have radiographic features of pneumonia, respiratory
distress syndrome, or an unexplained respiratory illness resulting
in death with autopsy results demonstrating pathology of respira-
tory distress syndrome without an identifiable cause.

Data collection

We prospectively documented daily changes in the physical
examination, laboratory tests and clinical course for all patients.
For this report, all 3 authors reviewed all the patients’ records us-
ing a standard data collection form. The information retrieved in-
cluded the following: age, sex, occupation, medical history, time
and nature of exposure, symptoms and physical findings on ad-
mission, chest radiograph, ECGs, complete blood count with a
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differential, platelet and reticulocyte count, liver function tests,
and measurement of urea and creatinine, albumin, electrolytes,
magnesium, phosphate, calcium (ionized), lactate dehydrogenase
(LD), creatine kinase (CK) and blood sugar.

Chest radiographs were performed on admission and there-
after as clinically indicated. Hematological and biochemical tests
were done every 2 days or daily depending on the patient’s clinical
status. When clinically indicated, sputum, urine and blood speci-
mens were sent for serology and for bacteriological testing. We
interviewed all the patients to determine the number and health
status of their household contacts. Microbiology investigations of
specimens received from all of the SARS cases were conducted at
local, national and international laboratories.

Our study was approved by the West Park Healthcare Centre
research ethics board for the data collection and reporting. All pa-
tients gave approval for publication of details of their case histories.

Results
Initial assessment

Our 14 patients were initially assessed as outpatients at
their place of employment 2-3 days after the start of their
symptoms. None of the patients were suspected of having
SARS at the time, and all were sent home with instructions
to continue to measure their temperature and monitor for
the appearance of respiratory symptoms. They were also
instructed to return for further assessment if their symp-
toms worsened. All patients were home for a period of 4.6
(standard deviation [SD] 2.0, range 1-8) days before admis-
sion to our SARS unit (Table 1). On the day of admission

of the first patients to our unit (Mar. 23, 2003), some of
them had returned to the emergency department because
of worsening of their symptoms; others still at home were
contacted and instructed to go directly to West Park
Healthcare Centre for admission. We did not see these pa-
tients before their admission to the SARS unit.

Clinical presentation

The patients, 11 women and 3 men aged between 27
and 63 (mean 42 [SD 9]) years, were health care workers or
support staff who had been involved in the care of patients
who were later found to have SARS (Table 1). Contact
with SARS patients had occurred before full infection con-
trol measures for personal protection were instituted. Al-
most all our patients were healthy, young adults. None
were smokers. Most had multiple potential exposures.
Twelve were able to indicate the date of the exposure that
they believed had resulted in infection with SARS. On ad-
mission, 12 patients were considered to have probable
SARS and 2 were thought to have suspect SARS.

Of the 4 patients (cases 1, 3, 8 and 9) who could identify
a single contact with a patient with SARS, the interval be-
tween putative exposure and onset of symptoms (headache,
fever, malaise, myalgias) was 4 (SD 3) days. For the 10 pa-
tents with multiple contacts with patients with SARS, the
interval between the last unprotected contact and develop-
ment of symptoms was 3.5 (SD 3) days. Among our pa-
tents, fever, headache, myalgias and malaise were present

from the beginning.

Table 1: Characteristics of health care workers with SARS* in a special unit at West

Park Healthcare Centre, Toronto

Interval between
exposure and onset

Interval between
onset of symptoms

Caseno. Age, yr  Sex of symptoms, d Comorbidities and admission, d
1 42 F 2 None 4
2 33 F 1 None 4
3 42 F 3 None 3
4 51 F 9 None 4
5 50 F 4 None 8
6 31 F 4 None 6
7 27 F 6 None 3
8 38 F 4 None 8
9 53 F 1 None 5

10 48 M 3 Mitral valve prolapse 3

11 42 M 3 None 3

12 63 M 8 Type 2 diabetes 8

mellitus

13 38 1 None

14 56 F 4 Hypertension, cancer 3

of the bladder,

osteoporosis

Note: SARS = severe acute respiratory syndrome.

*All patients had unprotected exposure to the SARS virus. Case 13 had unprotected exposure to case 2, and case 14 had

unprotected exposure to case 3 during resuscitation.
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Into the second week my hemoglobin
became dangerously low and the doctor
indicated | would probably need a blood
transfusion. | was determined I was not

going to be given blood, so I drank Ensure
as much as | could and tried to eat even
though I wasn’t hungry.
Elizabeth Matthews (case 14)
ECG technician, Scarborough Grace
Hospital

The symptoms and signs on admission are illustrated in
Fig. 1. All patients had a temperature that was higher than
38°C once antipyretic drugs were stopped. Eleven (79%)
had generalized severe myalgias that involved the extremi-
ties and, in some, the pelvic girdle and the chest wall. Eight
(57%) experienced profound generalized weakness. Mild
nonspecific headache was present in 7 patients (50%), and
6 (42%) presented with a history of dry cough. None re-
ported a productive cough. Nausea was present in 3 pa-
tients; none had diarrhea.

Anorexia was experienced by all patients during their
first week in hospital; their diets were modified and lim-
ited to fluids and soft foods. Nausea and vomiting devel-
oped in 7 patients 2-3 days after admission. It was con-
trolled in all but 1 patient with antiemetic drugs. Mild
diarrhea, although not present on admission, did develop
on day 4 in 3 patients. Six patients required intravenous
rehydration.

The initial treatment consisted of a loading dose of 2 g
of intravenous ribavirin, followed by 1 g every 6 hours for
4 days and then 0.5 g every 8 hours for 3 days for all sus-
pect and probable cases. In addition, levofloxacin, 500 mg
daily for 6 days, was added for all probable cases (those who
had abnormal chest radiographs).

Initially, none of the patients received steroids. During
their hospital course, 5 patients were given intravenous
methylprednisolone at a high dose (125 mg intravenously
every 6 hours) for 1 to 2 days, followed by a tapering dose
of prednisone (initial dose 40 mg daily). Two patients re-
ceived oral prednisone alone. In 3 patients, steroids were
prescribed due to severe respiratory failure (Pao, < 50 mm
Hpg). In the remaining 4, steroids were prescribed because
of severe hemolysis.

The clinical course, treatment and laboratory test results
are shown in Figs. 2, 3 and 4 and summary measures of the
various laboratory tests (admission, peak and nadir values)
in Tables 2 and 3. Here we emphasize some of the major
symptoms and complications that developed during the
course of the patients’ illness.

SARS and Toronto health care workers

Laboratory diagnosis of SARS

Direct microscopic examination for bacteria and fungi
including Pneumocystis jiroveci on all respiratory specimens
was negative. Routine bacterial and fungal cultures were
negative for all blood, respiratory and urine specimens.
Cultures for Legionella spp., direct fluorescent antibody
testing against Legionella spp. on all respiratory specimens,
and testing for the presence of Legionella pneumophila
serogroup 1 antigen in urine specimens yielded negative
results.

DNA was extracted from all respiratory specimens.
Polymerase chain reaction (PCR) detection for targets
specific for atypical pneumonia agents including L. preu-
mophila, Mycoplasma pneumoniae, Chlamydia pneumoniae,
C. psittaci and Chlamydophila at the genus level was found
to be negative. PCR testing targeting Yersinia pestis and
Bacillus anthracis was also found to be negative. No prod-
uct was obtained using universal primers targeting the
16S rRNA gene sequence. Virological examination of
SARS specimens was initiated immediately upon receipt.
Direct fluorescent antibody testing against influenza A/B,
parainfluenza 1/2/3, adenovirus and respiratory syncytial
virus was completed on all nasopharyngeal swabs and was
negative.

PCR testing for the coronavirus was positive on na-
sopharyngeal swabs from 4 patients. In addition, serum
was positive by immunofluorescent assay (IFA) in one of
them. Negative results for coronavirus were present in the
remaining 10 patients. The results of serum enzyme-
linked immunosorbent assay (ELISA) were negative in all
patients.
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Fig. 1: Symptoms and signs of patients on hospital admission.
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Fig. 2: Temperature and hematological measurements in 14 patients treated for SARS at the West Park Healthcare Centre,
Toronto. SARS = severe acute respiratory syndrome.
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Complications of SARS in our patients

Pulmonary disease

Cough and dyspnea were common on admission. Dys-
pnea was present in 5 of our patients on admission and de-
veloped in a further 7. Thus, overall, 12 patients developed
shortness of breath. In 7 patients, the dsypnea prevented
them from walking more than 5 metres.

On admission, 12 of the 14 patients had abnormal chest
radiographs. The remaining 2 patients developed abnor-
malities on chest radiographs within 3 days of admission.

SARS and Toronto health care workers

Focal air space disease was seen in all patients. Bilateral ab-
normalities were present in 7 patients. One patient had
minimal unilateral involvement.

Figs. 5 and 6 show the chest radiographs of 2 of our pa-
tients. Case 10 had an initial abnormal chest radiograph
showing perihilar air space disease that continued to deteri-
orate. Case 4 had a relatively unremarkable admission film
that showed deterioration by day 3. At discharge, between
12 and 15 days after admission, 2 patients had normal chest
radiographs and 12 patients showed improvement in their
radiographs.

Mild hypoxemia (Sa0, < 95% breathing room air) was
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Fig. 3: Lactate dehydrogenase, creatine kinase, aspartate transaminase and alanine transaminase measurements in 14 patients

treated for SARS at the West Park Healthcare Centre, Toronto.
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present on admission in 3 patients, but by the fourth day in
hospital an additional 4 patients had mild hypoxemia
(520, < 95% on room air) and required supplemental oxy-
gen. Three patients (cases 4, 6 and 12) developed severe
hypoxia (Pa02 < 50 mm Hg). The management of these
patients with more severe respiratory impairment consisted
of supplemental oxygen (high Fio, [50%]) and high doses
of intravenous steroids. We were unable to transfer these
patients to an acute care facility for the following reasons:
we were involved in caring for patients with SARS early in

the outbreak and it was felt that we could manage them,
short of intensive care unit care; the transfer procedure be-
tween hospitals for patients with SARS was not yet clear;
and the local hospitals had not yet established intensive
care units with isolaton capacity. At West Park Healthcare
Centre, there is a ventilatory care unit with staff familiar
with the care of ventilator-dependent patients. The attend-
ing respirologist, the nursing staff and the respiratory ther-
apists monitored these patients at the bedside and, if me-
chanical ventilation had been required, we were prepared

Patient 2
Total

I:' Steroid treatment
Z Ribavirin treatment

Myra Rudakewich

i Platelets

bilirubin Temperature Reticulocytes  Hb

100.0 40.0 240 120.00 450
875 3957 210 111.25 400
75.0 39.07 180 102.50 350
62.5 385 150 93.75 300
50.0 38.071 120 85.00 250
375 3757 90 76.25 200
250 37.07 60 67.50 150
125 365 30 58.75 100

0.0 36.07 T T T T T T T T T T T 1 +0 50.00 50
1 2 3 4 5 6 7 8 9 10 11 12 13 1-week
follow-up
Day
Total Patient 13
bilirubin  Temperature Reticulocytes Hb  Platelets

100.0 40.0 200 120.0 450
875 39578 175 112.5 400
750 39.07 B150 1050 350
625 385 125 97.5 300
50.0 38.07 r 100 90.0 250
375 375 75 82.5 200
250 37.0 50 75.0 150
125 36.5% 25 67.5 100

0.0 36.0 T 0 60.0 50
1 2 3 4 5 6 7 8 9 10 11 12 13 1-week
follow-up

+% Haptoglobin < 0.12 mg/L

42U packed red cells

Fig. 4: Temperature measurements and selected laboratory data for 2 of the 14 patients treated for
SARS at the West Park Healthcare Centre, Toronto.
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to initiate it. These patients perhaps could have benefited
from intubation and mechanical ventilation, but they were
successfully managed conservatively.

There was a good correlation between the severity of
dyspnea and findings on chest radiographs and blood gas
determinations; as dyspnea worsened, so did the chest radi-
ographs. For example, a 51-year-old woman with mild dys-
pnea on admission and an unremarkable chest radiograph
developed shortness of breath on day 3. This increased to
the point where she could not walk. Her blood gases on
room air showed a pH of 7.51, PaCo, 32 mm Hg, Pao,
47 mm Hg and HCO; 25 mEq/L. The chest radiograph
demonstrated extensive air space disease predominantly in-
volving the right lung without associated pleural effusion or
hilar or mediastinal adenopathy. However, there were ex-
ceptions. Two patients (cases 1 and 11) had no shortess of
breath even though their chest radiographs were similar to
those of the patients with dyspnea.

Hemolytic anemia

In 9 patients, the hemoglobin level fell 38 (SD 13) g/L.
Blood smears for all 9 patients showed polychromasia and
nonspecific erythrocyte changes (but not schistocytes).
Some smears showed hypersegmented neutrophils. The

fall in hemoglobin was accompanied by an increase in to-
tal bilirubin of 51 (SD 20) pmol/L, increased indirect

SARS and Toronto health care workers

bilirubin (49.4 [SD 18.3] pmol/L) and very low haptoglo-
bin values (< 0.12 g/L). In all cases, the fall in hemoglobin
was presumed to be a result of hemolysis. Although 3 pa-
tients (cases 2, 13 and 14) required transfusion of erythro-
cytes, only 2 received it because the other patient (case
14) refused. Patients who did not show evidence of he-
molysis (5/14) did have slight reductions in hemoglobin
(8.4 [SD 5.6] g/L).

In all cases, hemolytic anemia became evident between
4 and 6 days after the patient started receiving ribavirin and
levofloxacin. Ribavirin was started on the day of admission.
In 8 patients, we discontinued the ribavirin and the lev-
ofloxacin at the same time. In 7 patients who showed evi-
dence of hemolytic anemia and who did not receive trans-
tusion, reticulocyte counts measured at 1 week after
discharge were elevated (130 [SD 50] x 10°/L). The initial
hemoglobin level and the severity of the pneumonia were
similar for those patients who developed hemolysis and for
those who did not.

Two patients who had not demonstrated adverse affects
attributed to the ribavirin did develop a relapse of fever and
worsening of the abnormalities on their chest radiographs
after discontinuing the drug. Oral ribavirin was restarted in
both and the fever subsided 3 days after its reintroduction.
The evolution of the abnormalities on chest radiograph
was similar to that of the remaining 12 patients.

Leukopenia and leukocytosis were noted at different

Table 2: Hematological and biochemical indices on admission, during the peak of illness, upon discharge and 1 week after

discharge
Mean value (and SD)*

1 wk post 3 wk post
Laboratory test Admission Peak Discharge discharge discharge
Hemoglobin, g/L 106.5 (43.2) 97.8 (21.2) 106.0 (15 O) 113.3 (13.0) 124.1 (8.4)
Leukocytes/ X 109/|_ 3.6 (1 .3) 18.6 (8.5) ( 6.0 (1 .5) 6.9 (2.1)
Platelets, x 10%/L 168.5 (42.0) 493.0 (207.0) 496.0 (170. 0) 399.0 (99.0) 315.7 (63.5)
Neutrophils, x 10°/L 3 (1.0 17.8 (8.0) 1(1.7) 3.8(1.4) 4.4(1.8)
Lymphocytes, x 10°/L 9(0.3) 0.6 (0.2) 7 (0.6) 1.6 (0.5) 1.9 (0.5)
Reticulocytes, x 10°/L 36.2 (16.0) 158.0 (4.0) 122.0 (4.5) 92.7 (49.7) 80.6 (28.0)
Magnesium, mmol/L 0.6 (0.3)t 0.4 (0.2) 1.0 (0.1) 0.9 (0.1) 0.8 (0.1)
Calcium, mmol/L 2.0 (0.1) 1.1(0.1) 1.3(0.4) 1.3(0.2) 1.3 (0.02)
Potassium, mmol/L 4.0 (0.4) 2.9(0.2) 4.0 (0.4) 4.2 (0.3) 4.1(0.2)
Sodium, mmol/L 139.0 (3.0) 127.0 (5.0) 139.0 (3.0) 140.0 (2.9) 141.0 (2.4)
Total bilirubin, pmol/L 5.0 (5.0) 51.2(0.2) 13.6 (8.8) 9.0 (3.6) 6.7 (3.0)
Lactate dehydrogenase, U/L 686 (245) 1592 (1200) 766 (288) 317 (97) 497 (74)
Creatine kinase, U/L 175.0 (147.0) 578.0 (143.0) 60.0 (37.0) 52.0 (22.0) 77.2 (47.0)
Aspartate transaminase, U/L 44.0 (29.0) 137.5 (145.0) 46.7 (50.0) 31.3 (14.0) 24.3 (4.6)
Alanine transaminase, U/L 43.0 (34.0) 103.0 (25.3) 86.0 (126.0) 52.6 (33.0) 30.7 (7.9)
Gamma-glutamyl-transferase, U/L 68.0 (63.0) 166.0 (92.0) 68.0 (50.0) 47.3 (24.0) 35.0(12.5)
Albumin, g/L 34.0 (2.8) 30.0 (2.2) Not applicable 39.9 (2.0) 42.0 (3.0)
Abnormal chest radiograph# 9 14 12 7 5
Note: SD = standard deviation.
*Unless stated otherwise.
tMeasured at day 4.
+Measured as number of patients.
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Although I never thought | was going
to die, as | got more ill with the disease
I did realize that this was the sickest I had
ever been in my whole life.
Pat Tamlin (case 3)
ICU nurse, Scarborough Grace Hospital

stages of the disease. Four patients initially presented with
leukocyte counts of less than 4 x 10° L. Five developed sig-
nificant elevations in their leukocytes, to a mean of 19.8 x
10° L by day 10. Similarly neutrophil counts in 5 of the pa-
tients were below normal, with a mean of 1.3 x 10° L at the
time of admission. Four patients eventually experienced el-
evated neutrophils (mean 19.2 x 10° L) by day 7. Lym-
phopenia (0.7 [0.2] x 10° L) was present on admission in 8
of our patients but had returned to normal by discharge.

Elevated LD and CK

High LD (mean 900 [SD 230] U/L) was present in 6 pa-
tients on admission. It increased to a mean 1608 (SD 1576)
U/L in an additional 7 patients during the course of their ill-
ness. Of those patients with the highest values of LD, 1 pa-
tient (case 3) had minimal changes on chest radiograph and
no hemolysis, 3 (case 4, 7 and 12) had extensive changes on
chest radiograph and no hemolysis, and 5 had both hemoly-
sis and extensive abnormalities on their chest radiograph.

High CK (peak 613.5 [SD 157] U/L) was seen in 6 pa-
tients. In 5 of these, there was also an increase in LD. In
the 1 patient with elevated CK and normal LD, the
transaminases were very high (case 7).

Hypomagnesemia and tetany

Values were within normal ranges in 6 patients and be-
low normal in the remaining 8 patients, reaching a nadir,
0.35 (SD 0.3) mmol/L, on day 4. Three patients (cases 2,
8 and 13) experienced numbness and tingling in their
hands and feet, and 2 of them developed tetany (stiffness
and frank spasm of the hands and feet). In all 3 patients,
the magnesium level was less than 0.1 mmol/L, and cor-
rected calcium levels were 0.92 (SD 0.13) mmol/L. All 3
had a significant drop in their hemoglobin, and 2 (cases 2
and 13) received transfusion. Noninvasive measurement
of Paco, revealed normal values. All 3 responded to mag-
nesium and calcium replacement. Serum magnesium was
not initially measured. However, following the develop-
ment of tetany and hypomagnesemia in the 3 patients de-
scribed above, we began to measure magnesium in the
other patients.

Hypocalcemia and hypokalemia

Hypocalcemia was present in most patients (mean nadir
1.02 [SD 0.14] mmol/L) within 3 days of admission. Half
of the patients developed hypokalemia with a mean nadir of
2.9 (SD 0.2) mmol/L by day 5. It had become normal by
discharge.

ECG changes

ECG abnormalities, mainly minor atrial arrhythmias
such as atrial extrasystoles, were noted in all patients. Mild
T-wave inversion was noted in 2 patients, and 1 patient
showed QT prolongation (0.49 seconds). One patient de-
veloped atrial fibrillation with rapid ventricular response
(rate 179 beats per minute). This patient responded to
medical cardioversion.

Table 3: Significantly altered hematological and biochemical results

Mean abnormal

value (and SD) Mean day of peak/nadir

No. (and %)
Laboratory values of note of patients affected
Hemoglobin < 100 g/L 8 (57)
Hemoglobin 100-120 g/L 4 (29)
Leukocytes < 4 x 107/L 12 (86)
Leukocytes > 11 x 10”/L 5(36)
Platelets > 400 x 10"/L 9 (64)
Platelets < 125 x 107/L 429
Neutrophils > 8.0 x 10°/L 321
Neutrophils < 2.0 x 10°/L 5(36)
Lymphocytes < 1.0 x 10%/L 8(57)
Magnesium < 0.7 mmol/L 8 (57)
Calcium < 1.10 mmol/L 8 (57)
Potassium < 3.4 mmol/L 7 (50)
Albumin < 32 g/L 8 (57)

83.3 (6.0) Day 10
114.7 (9.3) Day 13
3.0(0.5) Day 1
19.8 (9.0) Day 10

602 (6.6) At discharge
109.2 (9.4) Day 1
19.2 (11.0) Day 7

1.3(0.4) Day 1

0.6 (2.2) Day 1
0.35 (0.3) Day 4
1.02 (0.1) Day 4

2.9(0.2) Day 5
30.1 (4.1) Day 4-6

Note: Average length of stay 14.4 days, measured from day of admission (day 1) through discharge.
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Psychological effects of SARS on health care
workers

Most patients expressed feelings of fear, depression and
anxiety at the time of the acute illness (see appendices con-
taining patients’ accounts of their illness at www.cmaj.ca).
In addition, many expressed nonspecific anger and frustra-
tion at being in isolation and without contact with family
and loved ones. This was particularly the case for those pa-
tients with young children, and especially the 2 patients
whose children developed

SARS and Toronto health care workers

on climbing stairs. They had continued to regain weight, and
the cough was no longer present. The chest radiograph had
cleared for an additional 2 patients. For 5 patients the chest
radiograph was still abnormal, but improvement was noted.
In those patients who experienced hemolysis, the reticu-
locyte count was well above normal (130 [SD 50] x 10°/L)
1 week after discharge, and it remained slightly elevated at
the 3-week follow-up visit. Hemoglobin had increased by a
mean of 124 (SD 8) g/L.
Since the appointment at week 3 post discharge, we have
seen 4 of the patients (case

SARS. The fact that all the
patients were health care
workers or hospital support
staff posed a special chal-
lenge for our team. They
were compliant but, at
times, challenging with re-
gard to their status and
treatment. As most of these
patients were either critical

The daily chest x-ray became my major
social event, when | got to ambulate in the
hallway — although the gowning and
gloving would leave me “breathless.”
Sylvia Gordon (case 5)

CCU nurse, Scarborough Grace Hospital

1 because of severe insom-
nia; case 3 because of a re-
current cough and wheez-
ing that developed after
being well for over 1 week;
case 14 because of severe
insomnia, dyspnea and de-
pression; and case 5 be-
cause she was out of town
at the time of the 3-week

care nurses or physicians,
they wanted daily reports
on their test results and wanted to discuss the abnormali-
ties. These findings were similar to those reported by
Maunder and colleagues.’

After one of our nurses was diagnosed with SARS, 24
members of the SARS unit team were quarantined, some at
home and others on working quarantine. This was a source
of considerable stress for our team.

Outcome

Patients remained in hospital for a mean of 14 (range
12-15) days. All improved clinically. Chest radiographs had
completely cleared in 2 of the patients and had improved in
the remaining 12 by the end of their stay in hospital. At the
time of discharge, they had been afebrile for at least
72 hours. The hematological and biochemical values had
also improved (Table 2).

Follow-up

All patients were seen in a special SARS clinic 1 week and
3 weeks after discharge. At the first follow-up visit, all the pa-
tents were feeling better, however, they still felt weak and
complained of dyspnea on exertion. They all reported signif-
icant weight loss during their acute illness (mean 7 [SD 2]
kg). As their appetite was improving, they were regaining
some of their weight. Two patients had low grade fever (up
37.5°C) for 2-3 days following discharge. Only 2 patients
had persistence of a slight dry cough. The chest radiograph
was clear for 7 patients and, although improved, abnormali-
ties on chest radiograph persisted for the remaining 7.

Three weeks after discharge, the patients were no longer
as weak but still complained of easy fatiguability and dyspnea

follow-up clinic). We have
kept in contact by tele-
phone with all of the patients at least twice a week. One pa-
tient (case 10) has returned to work part-time but is ex-
tremely tired at the end of the day. The remaining patients
are much better, but they are still experiencing insomnia,
easy fatiguability and dyspnea following activities that did
not cause it before their illness. One patient continued to
have mild pyrexia on and off up to 37.6°C, mostly in the
evenings 2 or 3 times a week.

We plan further follow-up of these patients with partic-
ular emphasis on pulmonary function. We are also plan-
ning chest CT scans and graduated exercise tests. Case 1
had a sleep study that showed severe periodic limb move-
ments. We are therefore planning to do sleep studies in all
or most of this cohort.

Household contacts

Our patients had a total of 33 household contacts. In 2
cases, one family member (a daughter aged 14 years and a
daughter aged 17 years) was diagnosed with SARS 1 week
and 12 days respectively after the parent had been removed
from the household. Both children recovered uneventfully.

Interpretation

We report the main clinical features and the outcome of
14 SARS patients, all health care workers and hospital sup-
port staff, who had contracted the disease upon unpro-
tected exposure at the hospital where case 2 of the Toronto
outbreak had been admitted.! Our findings are similar to
those reported in larger numbers of patients both in
Toronto and in Hong Kong.?** A report by Dwosh and
colleagues’ describes the containment procedures taken in a
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community hospital. The situation in our hospital was dif-
ferent, because at the time of admission the patients were
considered either to have suspect or probable SARS.
Therefore, appropriate measures were taken to protect the
staff from the beginning.

Our cases met the WHO case definition for SARS.*
Coronavirus was detected by PCR in only 4 of our patients.
This probably indicates that, although recent data indicate
that a coronavirus could be the causative agent,”" we do
not yet have a reliable diagnostic test and the diagnosis is
mainly based on the clinical, biochemical, radiological and
epidemiological features.>”*"

None of our patients required mechanical ventilation,
despite 3 having had significant hypoxemia. They re-
sponded to close monitoring and aggressive treatment with
supplemental oxygen and intravenous steroids.

There have been no designed controlled studies using
ribavirin in the treatment of SARS. Empiric treatment with
ribavirin, a ribonucleoside analogue, is based on its pro-
posed mechanism of action as causing mutagenesis of RNA
viral genomes. Apparently it has a broad spectrum of activ-
ity on RINA viruses and has been approved for the treat-
ment of respiratory syncytial virus and hepatitis C in con-
junction with interferon."

Fig. 5: Case 10 had an initial abnormal chest radiograph showing perihilar air space disease that continued to deteriorate during

the course of the acute illness.

Fig. 6: Case 4 had a relatively unremarkable admission film that showed deterioration by day 3.
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All our patients were treated empirically with intra-
venous ribavirin. Because of the adverse effects observed in
12 patients, the drug was discontinued in all. In 2 patients,
we observed a recurrence of the fever and worsening of the
abnormalities seen on chest radiograph. We did not ob-
serve any deterioration in the remaining 12 patients.

It is our impression that the hemolytic anemia present in
9 of our patients had a deleterious effect and increased their
morbidity. These adverse effects of ribavirin were not men-
tioned in some of the Hong

SARS and Toronto health care workers

low potassium and/or low magnesium levels. The abnor-
malities resolved when the imbalances were corrected. The
results of troponin assays were negative.

We had difficulties deciding on the appropriate timing
for discharge. Without clear discharge criteria, Toronto
hospitals have generally followed the World Health Orga-
nization (WHO) recommendations.” We discharged pa-
tients after they had been afebrile for at least 72 hours and
their biochemical, hematological and radiographic abnor-

malities were improving

Kong SARS reports,”* how-
ever, other sources have re-
ported an association between
ribavirin use and hemolysis."”
Examination of the clinical
course of our patients and the
frequencies of complications
suggests that ribavirin may not
have been effective and may
actually have caused some of
the complications. Only a ran-
domized controlled clinical

trial will resolve this question.
The initial level of LD was

My respirations were not really painful,
it is just that I felt each breath. I tried
to explain it to the doctors: “It’s like
when you finish running and you stop
and catch your breath and you get that
so-called stitch in your side, and you
also feel your breathing — it’s
something similar to that.”
T.B. (case 1)

along with their clinical sta-
tus. Only 2 patients had com-
plete resolution of the abnor-
malities on chest radiograph
at the time of discharge. All
patients were discharged on
home quarantine for an addi-
tional 14 days. This was in
contrast to current recom-
mendations that they remain
quarantined for 7-10 days.
We chose a longer period of
time out of concern for re-
lapse and the danger of trans-

marginally elevated in all the
patients. During the course of
their illness, the peak value was over 1000 U/L in 4 pa-
tients, and over 1500 U/L in an additional 5 patients (peak
5109 U/L in one). High levels of LD are usually associated
with tissue damage. In our patients these high levels may
have reflected muscle tissue damage, hepatic injury and/or
hemolysis. Although CK was elevated on admission in only
1 patient, it became elevated in another 5. In 3 patients,
myalgias were predominant (cases 4, 6 and 11).

An elevated neutrophil count has been reported to be asso-
ciated with an adverse outcome." In 4 of our patients neu-
trophil counts were extremely high (17.8 [9.3] x 10°/L). All of
them had extensive radiographic abnormalities and a worsen-
ing of their clinical course consistent with the elevation in
neutrophils. Lymphopenia was a consistent finding that was
in agreement with previous reports."*™* The initial low reticu-
locyte counts might reflect bone marrow suppression caused
by ribavirin, as reported by Koren and colleagues.”

Another association with a poor outcome is the presence
of diabetes,'? however, in our cohort only 1 patient had
type 2 diabetes mellitus. Even though the initial course was
complicated by respiratory insufficiency, there was an im-
provement and the patient’s stay in hospital was not signifi-
cantly prolonged. Hypomagnesemia was described in the
report on the Toronto cases.” We cannot explain this find-
ing, because the usual causes" were not present in our pa-
tents. We wonder if ribavirin excreted renally has an ad-
verse effect on tubular reabsorption of magnesium.

The electrocardiographic abnormalities were most likely
the result of electrolyte imbalances. QT prolongation and
atrial disturbances can be seen in patients with low calcium,

mission to contacts, partly be-
cause one of our patients’
children developed SARS 12 days after the parent was re-
moved from the household.

The follow-up of our patients has allowed us to appreci-
ate that although the acute phase of the illness appears to
have resolved, there are lingering nonspecific after-effects of
this disease that perhaps may continue for an unknown pe-
riod of time. None of our patients have reported secondary
cases in their household following their discharge home.

As Maunder and colleagues found in their hospital,’
most patients voiced some complaints consistent with de-
pression and anxiety regarding various facets of their dis-
ease, stay in hospital, personal and family impact, and the
nature of their occupational exposure. Some reported in-
somnia and nightmares. This was compounded by their
post-discharge home quarantine. The psychosocial aspects
associated with this illness should not be underestimated
and warrant further investigation. In addition to the effect
on the patents, the psychological impact on staff and their
families was also noted to be significant.

The transmission of SARS is believed to be the result of
droplet exposure. Our observaton suggests that this is indeed
the case. The total number of household contacts of our pa-
tients was 33. It is remarkable that only 2 patients infected a
family member (2 previously healthy teenagers). This in spite
of unprotected contact in the home environment for a mean
of 4.5 days and the presence of very young children in 2 of
the households. We can only hypothesize that not all patients
with SARS are as infectious as has been reported previously.
This fact gives us some hope that this disease will not spread
in a totally uncontrolled manner in the community.
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