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Low dose Middledose  High dose
group (n=36) group (n=36) group (n=36)
Age, years
18-29 9 (25%) 12 (33%) 10 (28%)
30-39 13 (36%) 14 (39%) 15 (42%)
40-49 8(22%) 3(8%) 7 (19%)
50-60 6 (17%) 7 (19%) 4 (11%)
Mean age, years 37-2(10-7) 36-3 (11-5) 35.5(101)
Sex
Male 18 (50%) 19 (53%) 18 (50%)
Female 18 (50%) 17 (47%) 18 (50%)
Mean body-mass 23:3(2.7) 23-.9(2:7) 241(31)
index, kg/m®
Underlying diseases*
Yes 1(3%) 2 (6%) 4 (11%)
No 35(97%) 34 (94%) 32(89%)
Pre-existing adenovirus type-5 neutralising antibody
Mean GMT 168.9(139) 1495(105)  1150(13-4)
<200, titre 16 (44%) 17 (47%) 20 (56%)
>200, titre 20 (56%) 19 (53%) 16 (44%)
Data are n (%) or mean (SD). GMT=geometric mean titre. *Seven participants had
hypertension, chronic bronchitis, gout, or were a carrier of hepatitis B virus.
Table 1: Baseline characteristics
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Low dose Micdle dese High dose Tatal
group (n=36) group (=36} group (n=36]  (N=108)
Al adverse reactions within 0=7 days
Ay 0 (B3N 0 (EIN) I7(TE%) B7 (B1m)
Grade 3 TiE%) 2(6%) G{17%) 10(9%)
Injection site adverse reactions within 0-7 days
Pain 17 (d7%) 20 [56%) 21 (5B%) SH(54%)
Induration 1(6%) 1(3%) 1(I%) 4 (4%)
Redriess 1 (E%) 1(3%) 103%) 4 (4'%)
Swellirg 41(11%) 4(11%) o B (7w
Ich (6%} 3 (E%) ] 5(5%)
Muscular weakness ] ] 1(I%) 1(1%)
Systemic adverse reactions within 0-7 days
Fiver 15 (42%) 15 (42%) 20 (56%) S0 [46%)
Grade 3 fever (E%) 2 (6%) 5 {14%) 9(B%)
Headache 14 (39%) 11(31%) 17 (47%) 42 (39%)
Fatigue 17 (%) 14 (39%) 16 (44%) A7 [44%)
Grade 3 fatigue o o 2 (6%) (%]
Viomiting 1(3%) o EL ] 2(2%)
Digrrhaoey 38w 4 (11%) Cil4%) 12 (11%)
Mursche pain 7{19%) 3 (BR) Bi12%) 1B (17%)
Grade 3 musche pain ] ] 1(3%) 1(1%)
Joint pain 1(6%) 2(E%) 5(14%) G(B%)
Grade 3 joant pain o o 1(3%) 1(1%)
Theoat pain 1(3%) 3E%) 4(11%) Bimw)
Cough 1(3%) 2(6%) (8% B (E%)
Maiiea 2(E%) 1(3%) 3(8%) b (%)
Functional Gl drsoeder 1(3%) o o 1{1%)
Dyiproea o o 2 (%) (%)
Grade 3 dyspnoea ] ] 1(3%) 1(1%)
Appetite impaired B (17%) 5i14%) 6(17%) 17 (16%)
Dizziness 1(1%) ] 1(I%) (%)
Musccaal abrormality o o 1(E%) 1(1%)
Pruritus 1(3%) 1(3%) 1(3%) Fi(I%)
Ohverall adverse events within 0-28 days
My 31(BE%) I0(EIN) 2F(TE%) ER (B1%)
Grade 3 1 (G6%) 1(E%) B{17%) 10[9%)

Duata sre o (%), Ay refers o ol the participants with sry grade sdverse reactions or events. Adwerse reactions and
events wene graded acconding to the scale fsed by the Ching State Food and Drug Admrenitration. Grade J=sevene

[, prevented activity). Gl=gastrointestinal

Table 3: Adverse reactions within 7 days and overall adverse events within 28 days after vaccination
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UK, which was transformed into an infirmary for 850 sailors, Sept 19, 1957
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Nurse Nadyne Weber at Cleveland's Grace Hospital, USA, during the influenza pandemic, December, 1968
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A el
1446 Adult patients were admitted with
Covid-19 during the study period
70 Were excluded
26 Were intubated before study
baseline

28 Were intubated and died
before study baseline
3 Died before study baseline
13 Were transferred to other
facility before study baseline

Y

1376 Were included in the propensity-
score-matched and regression analyses

Figure 1. Study Cohort.

Study baseline was defined as 24 hours after arrival at the emergency de-
partment. Covid-19 denotes coronavirus disease 2019.
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Table 1. (Continued.)
-

Characteristic Unmatched Patients Propensity-Score—Matched Patients |
Hydroxychlorogquine Mo Hydroxychloroguine Hydroxychlorequine  No Hydroxychloroguine
{N=811) (M =5865) (N=811) (N=274)
Diastolic blood pressure — mm Hg 75 (67-82) 76 [68-584) 75 (67-82) 74 (65-83)
Heart rate — beats/min 9B (86-111) 97 (83-109) 98 (86-111) 97 (84-108)
Onygen saturation — % 94 (90-96) 96 (94-98) 54 (90-96) 94.5 (92-96)
Respiratory rate — breaths min 20 (18-22) 18 (18-20) 20 (18-22) 19.5 (18-23)
Calculated Pacy:Ficy 223 (160-303) 360 (248-431) 223 (160-303) 273 (185-360)
Initial laboratory tests — median (IQR)
p-Dimer — pgfmil 1.25 (0.76-2.28) 1.1 (0.59-2.35) 1.26 (0.76-2.29) 1.33 (0.66-2.45)

Ferritin — ng/ml

Lactate dehydrogenase — U liter

785 (420-13 7)
414 (322-546)

481 (213-989)
333 (246-448)

777 (417-1370)
412 (321-544)

552 (283-1095)
370 (273-515)

C-reactive protein — mg/liter 125 (75-199) 76 (20-150) 125 (74-199) 106 [48-183)

Procalcitonin — ng/mi 0.21 (0.11-0.53) 0.14 {0.09-0.39) 0.21 (0.11-0.53) 0.18 {0.10-0.45)
Neutrophil count per mm'* 5.06 (3.64-7.26) 453 (2.72-6.81) 5.05 (3.63-7.26) 4.95 (3.20-7.30)
Lymphocyte count per mm; 0.94 (0.65-1.28) 1.02 (0.64-1.47) 0.95 [0.66-1.30) 0.98 (0.68-1.37)
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Figure 2. Freedom frem Composite End Point of Intubation or Death,
The shaded areas represent pointwise 95% confidence intervals.
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Table 2. Associations between Hydroxychloroquine Use and the Composite
End Point of Intubation or Death in the Crude Analysis, Multivariable Analysis,
and Propensity-Score Analyses.
Analysis Intubation or Death
No. of events/no. of patients at risk (%)
Hydroxychloroquine 262/811 (32.3)
No hydroxychloroquine 84/565 (14.9)
Crude analysis — hazard ratio (95% Cl) 2.37 (1.84-3.02)
Multivariable analysis — hazard ratio (95% CI)* 1.00 (0.76-1.32)
Propensity-score analyses — hazard ratio (95% Cl)
With inverse probability weighting| 1.04 (0.82-1.32)
With matchings 0.98 (0.73-1.31)
Adjusted for propensity scoref 0.97 (0.74-1.28)
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Table 1. Characteristics of Patients Receiving or Mot Receiving Hydroxychloroquine, before and after Propensity-Score Matching. ™

Characteristic Unmatched Patients Propentity-Score—Matched Patients|
Hydroxychloroguine No Hydroxychloroguine Hydroxychloroguine Mo Hydroxychloroguine
(N=811) (N =565) (N=811) (M =274)
Age — no. (%)
=40 yr 80 (9.9) 105 (18.6) BO (9.9) 28 (10.2)
40-59 yr 217 (26.8) 142 (25.1) 217 (26.8) 69 (25.2)
60-79 yr 367 (45.3) 220 (38.9) 36T (45.3) 118 (43.1)
=B0 yr 147 (18.1) 98 (17.3) 147 (18.1) 59 (21.5)
Female sex — no. (%) 337 (41.6) 258 (45.7) 337 (41.6) 113 (41.2)
Race and ethnic group — no. (%)
Mon-Hispanic white 74 (9.1) 57 {10.1) 97 (12.0) 36 {13.1)
Man-Hispanic black £9 (11.0) 82 (16.3) 120 (14.8) 40 [14.65)
Hispanic 412 (50.8) 286 (30.6) 530 (65.4) 172 (62.8)
Other 43 (5.9) 36 (6.4) &4 (7.9) 26 (9.5)
Missing data 188 (23.2) 94 (16.6) 0 o
Body-mass index — no. (%)§
<185 13 {1.6) 13 (2.3) 18 (2.2) 7 (2.6)
18.5-24.9 147 (18.1) 98 (17.3) 184 (22.7) 53 (19.3)
25.0-29.9 224 (17.6) 157 (27.8) 279 (34.4) 96 (35.0)
30.0-39.9 218 (26.9) 133 (23.5) 268 (33.0) 99 (36.1)
=40.0 52 (6.4) 20 (3.5) 62 (7.6) 19 (6.9)
Mlsilng data 157 (19.4) 144 (25.5) [ ] ]
Insurance — no. (%)
Medicaid 165 (20.3) 146 [25.8) 166 (20.5) 54 (19.7)
Medicare 396 (48.8) 261 (46.2) 399 (49.2) 141 (51.5)
Mo insurance 79 [9.7) 49 [8.7) 79 (9.7) 29 (10.6)
Commercial insurance 166 (20.5) 106 {18.8) 167 (20.6) 50 (18.2)
Missing data 5 (0.6) 3 (D.5) o o
Current smoking — no. (%) 9 (11.09 68 (12.0) &9 (11.0) 32 (11.7)
Past diagnoses — no. (%)
Chronic lung disease¥ l46 (18.0) 105 {18.6) 146 (18.0) 49 (17.9)
Diabetes 301 (37.1) 190 (33.6) 301 (37.1) o4 (34.3)
Hypertension 398 (49.1) 38 (6.7) 398 (49.1) 146 (53.3)
Cancer 109 (13.4) 67 (11.9) 109 (13.4) 35 (12.8)
Chraonic kidney disease 133 (16.4) 105 [18.6) 133 (16.4) &1 (22.3)
Transplantation, HIV infection, or A0 [4.9) 18 (3.2) A0 [4.9) 11 (4.0)

immune-suppressive medications
Medications at baseline — no. (%)

Swatin 308 (38) 197 (34.9) 308 (38) 197 (39.1)
ACE inhibitar or ARE 236 (29.1) 142 (25.1) 236 (29.1) 5 (31.0)
Systemic glucocorticoid 216 [26.6) 57 (10.1) 216 (26.6) 42 (15.3)
Direct oral anticoagulant or warfarin 76 [9.4) 47 [(8.3) 76 (9.4) 24 [8.8)
Azithromycin 486 (59.9) 127 (22.5) 486 (59.9) 102 {37.2)
Crther antiblotic agent 604 (74.5) 305 (54.0) B04 (74.5) 183 (66.8)
Toclizumakb 58 (7.2) 12 (2.1) 58 (7.2) 2 (3.3}
Remdesivie 22 (2.7) 5 (0.9) 22 (2.7) 5 (1.8)
Initial vital signs — median (IQR)
Systolic blood pressure — mm Hg 125 (111-139) 127 {111-144) 125 (111-13%) 126 (110-138)
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Figure 1. Bar graph displays the number of median procedures that have been performed during and
outside the March 20-May 1 "COVID-19 period™ by prior first-year fellows, in comparisaon to total first-
year procedures performed and to number of procedures required for competency to be assessed.
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Table 1 Participant characteristics on baseline variables and MBI

outcome
Categorical variables n %)
Gender

Frermuale 257 (B4_B)

el 46 (15.2)
Occupation

Nurse 234 (74.8)

Physician 43 (13.7)

Othaer 36 (11.5)
Age

20-29 59 (18.9)

30-39 BS (27.2)

A0-49 93 (29.8)

=50 75 (24.0)0
Years in practice

0-=5 85 (27.4)

&-10 53 (17.1)

1020 BO (25.8)

=20 92 (29.7)
Years in dept

=5 171 (55.2)

610 52 (16.8)

10=20 &0 (19.4)

=30 27 8.7
Faced life stress

Yes 1359 (48.8)

Mo 146 {51.2)
Faced professional stress

Yes 118 {41.8)

Mo 164 (58.2)
Relationship

Marriedistable 50 (16.4)

Single/casual 254 (B3.6)
Close friends

Yaos 249 (86.8)

Ho s (13.2)
Continuous variables Mean (5D)
MBI emotional sxhaustion 21.96 (11.1)
MBI depersonalisation 9.37 (6.8)
MBI: pericnal accomplishment 37.10 (6.7}
CI55: emotion orented 3862 (10.5)
CI155: ask orented 60.78 (8.9)
C155: avoidance orented A43.92 (9.57)

Distraction orented 21.27 (6.4)

Social distortion 17.26 (4.3)

CI55, Coping Inventory for Stressful Situations. MBI, Maslach Burnout Inventony.
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Table 2 Hospital level variables and participant relation to

hospital
Categorical n (%)
Type of emergency department
Urban 221 (70.2)
Suburban 94 (29.8)
Occupation
Teaching 222 (70.5)
Non-teaching 93 (29.5)
Visits per year
30k 25 (7.9)
20-50k 132 (41.9)
>50 k 158 (50.2)
Hospital type
Primary 53 (16.8)
Secondary 104 (33.0)
Tertiary 158 (50.2)
Where are you from in relation to the hospital
Same local area 145 (50.9)
New Brunswick 79 @271.7)
Maritimes 25 (8.8)
Canada 26 (9.1)
Other 10 (3.5)
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Table 1. Baseline Characteristics of the Patients and Initial Diagnostic Testing.*
All Patients Low C-PTP  Moderate C-PTP  High C-PTP
Characteristic (N=2017) (N=1752) (N=218) (N=47)
Age —yr 52+18 5217 5419 57+14
Female sex — no. (%) 1335 (66) 1155 (66) 146 (67) 34 (72)
Weight — kg 8123 8023 87+28 85+26
Days of symptoms — median (range) 5 (0-365) 4 (0-365) 5 (0-108) 5 (0-101)
Components of the Wells score — no. (%)
Clinically suspected DVT: 3 points 138 (7) 59 (3) 45 (21) 34 (72)
Alternative diagnosis is less likely than 423 (21) 195 (11) 182 (83) 46 (98)
pulmonary embolism: 3 points
Heart rate >100 beats/min: 1.5 points 685 (34) 508 (29) 145 (67) 12 (68)
Immobilization or surgery in previous 4 wk: 149 (7) 24 (5) 42 (19) 23 (49)
1.5 points
History of VTE: 1.5 points 164 (8) 94 (5) 51 (23) 19 (40)
Hemoptysis: 1 point 93 (5) 81 (5) 703) 5 (11)
Cancer or treatment for cancer within 6 mo: 187 (9) 142 (8) 27 (12) 18 (38)
1 point
Wells score 1.7£1.9 1.1+1.1 4.9:0.6 8.0£1.0
p-Dimer assay performed — no. (%)
STA-Liatest 1250 (71) 147 (67) NA
HemosIL HS 500 329 (19) 34 (16) NA
Innovance 124 (7) 20(9) NA
Triage 31(2) 10 (5) MNA
Otherf 18 (1) 703) NA
Imaging performed for pulmonary embolism 691 (34) 465 (27) 179 (82) 47 (100)
— no. (%)}
CT pulmonary angiography 616 (31) 415 (24) 159 (73) 42 (89)
Ventilation-perfusion scanning 88 (4) 58 (3) 24 (11) 6 (13)
Pulmonary emgzlism diagnosed by initial testing 149 (7) 87 (5) 43 (20 19 (40)
— no. (%)

* Plus-minus values are means +5D. A patient's clinical pretest probability (C-PTP) of pulmonary embolism was as-
sessed with the use of the seven-item Wells score (scores range from 0 to 12.5, with higher scores indicating a higher
probability of pulmonary embolism). A low C-PTP was defined as a Wells score of 0 to 4.0"**! (not 0 to 1.5, as was
originally proposed for a low C-PTP; a score of 0 to 4.0 also corresponds to pulmanary embolism being “unlikely”),"
a moderate C-PTP was defined as a Wells score of 4.5 to 6.0, and a high C-PTP was defined as a Wells score of 6.5 or
higher. CT denotes computed tomography, DVT deep-vein thrombosis, NA not applicable, and VTE venous thrombo-
embolism.

T Other o-dimer assays included HemosIL H5 in 14 patients (the usual threshold level of 230 ng per milliliter o-dimer
units was used in patients with a moderate C-PTP, and a level of 460 ng per milliliter o-dimer units was used in pa-
tients with a low C-PTP) and Roche Cardiac Reader in 7 patients. The assay type was not recorded for 4 patients.

1 Patients could undergo both CT pulmonary angiography and ventilation—perfusion scanning.
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Figure | Patient Enrollmesnt, Results of initis] Disgnostic Teating, snd Cases of Venous Thrombosmboliim [VTE] during Follow-up.

A patient’s dlinical pretest probabiity [C-PTP) of pulmonary embolism [PE) was assessed with the use of the Wells score [range, Oto

12.5, with higher scones indicateng a bigher probability of PE). A low C-PTP was defined a3 8 Wells score of € 1o 4.0, & mederate C-PTP
a5 & Wells score of 4.5 1o 6.0, and & high C:-PTP a3 & Wells score of 6.5 or higher. A total of 2 patients who kad PE on instial sestieg did
not receive anbooagulant thevapy. | had a moderate C-PTP, and | had a begh C-PTP (both kad . A total of § patienty
wha did miot have PE on | anqlltﬂndlumrdmw»r 2 hadd 0 bow CPTR (I had chronie PE and 1 usdenwent randiag.

nostic i ,Wmmmmwmmmw 2 kad a mederate C-PTP {1 khad
leg deop-wean th on CT ¥ engiography, snd | had srem DVT with negative findings oo CT
pulmenary anguography), udlhﬂdlhl.h tampnhulnd leg DT & monihs w&wmmhﬂjvﬂmmnﬁnﬁm
an T pabmanary angiographyl. OF the & patierts with a low C-PTP and & positive o-dimes best who wene lost to follow-up, none had PE
e ieitiad beating. In the enting study population, 2 patients (both with & bew C-FTP and & positiee o-dimes teat) bad VTE duing follow-ug:
& DV oocurred bm a patierst who did not have PE on initial testing inegative CT and no agetant therapy). and & recarrent PE oc-

curned im 3 patsewt wha had PE on initial teating (potitive CT amd asticoagulant theragy).
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Table 2, Venous Thromboembolism (VTE) after Initial Diagnostic Testing.”
Percentage of
Variable Patients VTE Patients (95% ClI)
number
Mo pulmonary embolism on initial testing and no anticoagulant therapy 1863 1 0.05 (0.01-0.30)
Low or moderate C-PTP and negative o-dimer test 1325 0 0.00 (0.00-0.29)
Low C-PTP and o-dimer <1000 ng/ml 1285 0 0.00 (0.00-0.30)
Low C-PTP and o-dimer <500 ngfml 970 0 0.00 (0.00-0.39)
Low C-PTP and o-dimer 500-999 ng/ml 315 0 0.00 (0.00-1.20§
Moderate C-PTP and o-dimer <500 ng/ml 40 0 0.00 (0.00-8.76)
Low or moderate C-PTP and positive p-dimer test 511 1 0.20 (0.03-1.10)
Low C-PTP and o-dimer 21000 ng/ml 378 1 0.26 (0.05-1.50)
Moderate C-PTP and o-dimer =500 ng/ml 133 0 0.00 (0.00-8.76)
High C-PTP 27 0 0.00 (0.00-12.5)
Pulmonary embaolism on initial testing and anticoagulant therapy 147 1 0.68 (0.12-3.75)
Low C-PTP 87 1 1.15 (0.20-6.23)
Moderate C-PTP 42 0 0.00 (0.00-8.38)
High C-PTP 18 0 0.00 (0.00-18.6)
Pulmonary embolism on initial testing and no anticoagulant therapyf 2 Q
Mo pulmonary embalism on initial testing and anticoagulant therapyt 5 0
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Table 3. Number of o-Dimer Tests and Chest Imaging Examinations with the PEGeD Strategy as Compared with Other Diagnostic Strategies.*

Low C-PTP Moderate C-PTP High C-PTP All Patients
o-Dimer Chest o-Dimer Chest o-Dimer Chest o-Dimer Chest
Test Imaging| Test Imaging{ Test Imaging | Test Imaging{
PEGeD 1752 467 218 178 0 47 1970 692
Standard{ 1752 782 0 218 0 47 1752 1047
Difference: 0 =315 218 -40 — 0 218 =355
PEGeD - standard
Age-adjusted| 1752 654 218 164 0 47 1970 865
Difference: 0 187 0 14 - 0 0 =173
PEGeD - age-adjusted
YEARSY 1752 520 218 176 47 37 017 733
Difference: 0 =53 0 2 =47 10 =47 =41
PEGeD - YEARS

" PEGeD denotes Pulmonary Embolism Graduated o-Dimer.

i Chest imaging was usually CT pulmonary angiography.

[ With the standard strategy, pulmonary embolism is considered to be ruled out by a o-dimer level of less than 500 ng per milliliter in patient
with a low C-PTP. All other patients undergo chest imaging,

i With the age-adjusted strategy, pulmonary embolism is considered to be ruled out in patients with a low or moderate C-PTP who are 50 years
of age or younger and have a o-dimer level of less than 500 ng per milliliter or who are older than 50 years of age and have a o-dimer level
(in nanograms per milliliter) that is less than 10 times the patient’s age.

| With the YEARS strategy, pulmonary embaolism is considered to be ruled out in patients with zero YEARS criteria (i.e., none of the following
clinical signs of DVT; hemeoptysis; or pulmonary embolism considered to be the maost likely diagnosis) and a o-dimer level of less than 1000 ng
per milliliter and in those with one or more YEARS criteria and a o-dimer level of less than 500 ng per milliliter. The o-dimer results in 13 pa

tients with a high C-PTP who did not have o-dimer measured were extrapolated from the o-dimer results in the 34 patients with a high C-PTP
who had o-dimer measured.
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