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PT
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33

37

0.4

30

219
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Oxygen partial pressure (mm Hg)

Koeppen & Stanton: Beme and Levy Physiology, 6th Edition.
Copyright © 2008 by Mosby, an amprint of Elsevier Inc. AN rights reserved
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Dexamethasone in(COVID??

Figure 1: 28-day mortality in all pat
to level of respiratory support recei

a) All participants (n=6425)
50 —

RR 0.83 (95% C1 0.74-0.92)
p=<0.001

40

ients (panel a) and separately according
ved at randomization (panels b-d)

b) No oxygen received (n=1535)
50 —

RR 1.22 (95% C1 0.93-1.61)
p=0.14

40

*® 30 + * 30 -

= Z

z z

2 20 - 2 20—

10 10
Respiratory support at Dexamethasone Usual care RR (95% CI)
randomization
No oxygen received 85/501 (17.0%) 137/1034 (13.2%) - 1.22 (0.93-1.61)
Oxy 275/1279 (21.5%) 650/2604 (25.0%) —— 0.80 (0.70-0.92)
Invasive mechanical ventilation ~ 94/324 (29.0%) 278/683 (40.7%) —a— 0.65 (0.51-0.82)
All participants 454/2104 (21.6%) 1065/4321 (24.6%) R 0.83 (0.74-006902
p<0.

Trend across three categories: y3=11.49; p<0.001

o e Dexamethasone
T T 1
14 21 28
Number at risk: Days since randomization
Dexamethasone 1279 1107 1004 a7 940
Usual care 2604 2162 1965 1880 1832

05 075 1 15 2

Dexamethasone Usual care
better better

T LI 1
14 21 28
Days since randomization
324 290 246 230 224
683 569 474 418 389

RECOVERY collaborative grauigJM2020; 384:693704.
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Mayo Clin Proc. 2020 Nov; 95(11): 2467-2486. PMCID: PMC7458092
Published online 2020 Aug 31. PMID: 33153635
doi: 10.1016/j.mayocp.2020.08.030

Anticoagulation in COVID-19: A Systematic Review,
Meta-analysis, and Rapid Guidance From Mayo Clinic

Robert D. McBane, Il, MD,22 Victor D. Torres Roldan, MD,9 Alexander S. Niven, MD,2

Chest. 2020 Oct; 158(4): A2205. PMCID: PMC7548809
Published online 2020 Oct 12. doi: 10.1016/j.chest.2020.08.1885

ANTICOAGULATION AND COVID-19: A META-
ANALYSIS

Kam Sing_ Ho, Yasmin Herrera, Archana Pattupara, Joseph Poon, Bharat Narasimhan,
and Justin Poon

Anticoagulation and In-Hospital Mortality From Coronavirus Disease 2019: A
Systematic Review and Meta-Analysis

Chatphatai Moonia, M0, WS, Darintr Sosothicul, MD, Thita Chiasakul, MD, MSe, more.. Shoi al authors v

First Published April 20, 2021 | Research Aricle | Find in PubMed | |1 Gheekforupas
https:idol.org/10.117710760296211008999

5 L

Medical Virology

REVIEW | (3 Free Access

Anticoagulation outcomes in hospitalized Covid-19 patients: A
systematic review and meta-analysis of case-control and cohort
studies

Ahmed M. Kamel, Mona Sobhy. Nada Magdy. Nirmeen Sabry, Samar Farid &

Meta-Analysis = > Semin Thromb Hemost. 2021 Jum;47(4):372-391. doi: 10.1055/5-0041-1726034.

Epub 2021 Apr 13.

Different Anticoagulant Regimens, Mortality, and
Bleeding in Hospitalized Patients with COVID-19: A
Systematic Review and an Updated Meta-Analysis

Roberta Parisi 1, Simona Costanzo 1, Augusto Di Castelnuovo 2 Giovanni de Gaetano 1,

Maria Benedetta Donati ', Licia lacoviello 1 3
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Antithrombotic Therapy in Patients With COMI®) 1 @OVIEL9 treatment guidelines
https://www.covid19treatmentguidelines.nih.gov/therapies/antithrombotiberapy/
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Remdesivirin COVHI®

Remdesivir for the Treatment of Covid-19 — Final Report

John H. Beigel, M.D., Kay M. Tomashek, M.D., M.P.H., Lori E. Dodd, Ph.D., Aneesh K. Mehta, M.D., Barry S. Zingman, M.D., Andre C. Kalil, M.D., M.P.H., Elizabeth Hohmann,
M.D., Helen Y. Chu, M.D., M.P.H., Annie Luetkemeyer, M.D., Susan Kline, M.D., M.P.H., Diego Lopez de Castilla, M.D., M.P.H., Robert W. Finberg, M.D., et al., for the ACTT-1

The NEW ENGLAND
JOURNAL of MEDICINE

Study Group Members™

A Overall

} |

0.754
0.50+
0.254

0.00 ¥

B Patients Not Receiving Oxygen
1.00+

T
0o 2 4

No. at Risk

Placebo

T
6 8

10 12 14 16 18
Days

Remdesivir 541 513 447 366 309 264 234 214 194 180 166
521 S11 463 408 360 326 301 272 249 234 220

Remdesivir
Remdesivir
} 0.75+
Placebo 0.504
0.25+
g ——— 0.004 g ———————
20 22 24 26 28 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28

Days

No. at Risk
Remdesivir 75 68 51 30 21 16 11 7
Placebo 63 61 44 33 24 19 15 11

148 143 131 84

s 5§ 5 2 2 2 2
200 186 169 105 9 9 8 7 6 S 2

C Patients Recelving Oxygen

1.00+

} 0.754

0.504

0.254

D Patients Receiving High-Flow Oxygen or Noninvasive Mechanical
Ventilation

1.00+

i 0.754

0.50+

Remdesivir

0.254

0.00

e — e — —y——p—yp———ry— g — ey ——————
D) 2 4 6 3 10 12 14 16 18 20 22 24 26 28 ) 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Days Days
No. at Risk No. at Risk
Remdesivir 232 223 181 132 101 73 62 51 42 38 34 29 28 24 13 Remdesivic 95 91 86 75 65 57 48 46 44 41 40 38 37 36 27
Placebo 203 199 175 140 111 93 83 69 62 54 53 S1 48 44 28 Placebo 98 98 92 84 76 72 67 62 57 55 49 44 43 41 27
E . iving T Hlation or ECMO
1.00+
st-
0.50
0.254
0.00 Py ——— —— e ———
0 2 4 6 3 10 12 14 16 18 20 22 24 26 28
Days
No. at Risk

Remdesivir 131 131 129 129122 118 113 110103 96 87 79 76 69 42
154 153 152 151 149 142 136 130121 116 110 98 89 79 48

Placebo




Randomized Controlled Trial

doi: 10.1016/50140-6736(21)00149-5. Epub 2021 Feb 2.

Azithromycin in_"COVDO

> Lancet, 2021 Feb 13;397(10274):603-612.

Azithromycin in patients admitted to hospital with
COVID-19 (RECOVERY): a randomised, controlled,
open-label, platform trial

RECOVERY Collaborative Group

100 R Athh romyci n gI’OUp Azithromycingroup Usual care group Rate ratio (5% U]
9 — Usual care group | |age,years(is09:p-034 :
30 - <70 173/1508 (11%) 341/3004 (11%) —-|— 102 (0-85-1.23)
2700 <B0 206/615(33%) 199/1167 (34%) — 098 (0-83-116)
80 182/459 {40%) 422/1000 (42%) —a 0.91{076-1-08)
254 Sex (e1.0; pe0:32)
- hen 391/1604 (24%) 78213215 (24%) -- 1.00 (0-89-1-13)
X omen 170/978 (17%) 380/1966 (19%) N BN 090 (0-75-1-07)
-9 201 Ethnicity (xls0-4; pe0-54)
B hite 458/1961 (23%) 936/3978 (24%) -- 099 (0-83-111)
g 15 A Black, Asian, and minority ethnic 66372 (18%) 145/737 (20%) _..._ 090 (0-68-1.20)
0 Days since symptom onset (y2s0.0; p=0.91) :
E <7 289/1163 (25%) 599/2354(25%) I 098 (0-85-1.12)
104 =7 272/1418 (19%) 558/2812 (20%) 096 (0-83-111)
Respiratory support at randomisation (y=0.1; p=0-70) :
Mo encyten received £6/490 (13% 120/918 (13% ; 1.0 (076-1
S - Oxygen anky* 430/1940(22%) 908/3963 (23%) . 097 {0-86-109)
5 Irvasive mechanical ventilation 65/152 (43%) 134/300 (45%) R 0-94(0-70-1-27)
Rate ratio 0-97 (0-87-1:07); log-rank p=0-50| |, orcostris I |
0 T T T 1 \3 33211567 (11%) 6823171 (22%) -.- 099 (0-87-113)
0 s 14 21 28| e 261182 (14%) 720397 (18%) — 078(051-120)
Mot recorded 202/828 (24%) 404/1600 (25%) —— 0:95(0-80-113)
) Time since randomisation (days) All participants 561/2582 (22%) 1162/5181(22%) < 07 (087-1.07)
Number at risk : p=050
Azithromycin group 2582 2337 2155 2056 2014 075 10 15 20
Usual care group 5181 4658 4298 4108 4010 il e D i
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ACE2 receptor

Epithelial cells Proteolytic cleavage (TMPRSS2,
| cathepsin L, furin)
[
Endocytosis :
[
|
e T B e R T e, S P PR S e J
4 v
Pro-inflammatory Microangiopathic Specific antibody
cytokine profile vasculopathy development

Adopted from:
Attaway A, et alBMJ2021;372:n436
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Table 1 Characteristics of studies on epidemiology of thrombotic events in coronavirus disease 2019 (COVID-19)
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Author, year Study type Country No. of patients Mean or Sex Comorbidities Treatment setting Number (%) and Types of throm- Mortality
median age CI of thrombotic botic events
(vears) events
Lodigiani et al.. Retrospective Italy 388 66 M 264 DM (22.7%) ICU and non-ICU 28 (7.7%)* PE 26%*
2020 cohort DLD (19.6%) CI21% DVT
CKD (15.7%) Ischemic stroke
Prior VTE (3.1%) ACS/MI
Helms et al., 2020 Prospective cohort France 150 63 M 122 CVD (48%) ICU only 64 (42.6%) PE 8.7%
DM (20%) RRT circuit
Respiratory clotting
disease (14%) DVT
Prior VTE (5.3%) Ischemic stroke
ECMO pump
occlusions
Klok et al_, Prospective cohort  The Netherlands 184 64 M 139 Cancer (2.7%) ICU only Cl149% PE 22%
2020 DVT
Ischemic stroke
Systemic arterial
embolism
Middeldorp et al..  Retrospective The Netherlands 198 61 M 130 Cancer (3.5%) ICU and non-ICU 39 (20%) DVT 19%
2020 Prior VTE (5.6%) Cl42% PE
Grillet et al_. 2020 Retrospective France 100 66 M70 CVD(39%) ICU and non-ICU 23 (23%) PE NR
DM (20%)
Cancer (20%)
Cui et al., 2020 Prospective cohort China 81 599 M 37 HTN (25%) ICU only 20 (25%) NR 10%
CHD (12%)
DM (10%)
Thomas et al., Retrospective UK 63 59 M44 NR ICU only CI 27% DVT 16%
2020 PE
MI

ACS acute coronary syndrome. CHD coronary heart disease, CJ cumulative incidence, CKD chronic kidney disease. CVD cardiovascular disease, DILD dyslipidemia, DM diabetes mellitus. DVT
deep vein thrombosis. ECMO extracorporeal membrane oxygenation, H7N hypertension. /CU intensive care unit. M male. M/ myocardial infarction, NR not reported, PE pulmonary embolism.
RRT renal replacement therapy. VTE venous thromboembolism

*Calculated with number of ‘closed cases’ as the denominator

Adopted from:
Hajra A, et al.Drugs2020; 16 : £10.
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Table 3. Sensitivity, specificity, PPV, and NPV of different D-dimer cut-off levels for predicting

WTE in NCP patients

Cut-off (ug/mL) Sensitivity (%) Specificity (%) PPV (%)
1.0 &83.0 77.0 4.2
1.5 25.0 28.5 70.8
2.0 20.0 90.2 72.7
2.5 70.0 293.4 7B
3.0 70.0 956.7 a7.5
3.5 65.0 956.7 26.7
Abbreviation: NCP, novel coronavirus pneurnonia; NPV, negative predictive value; PPV, positive predi

wvenous thromboembolism.

NPV (%)

24.0

ctive value; VTE,

-PanigadaM, et al. JThrombHaemos2020; 18(7): 1738742.
-Bandyopadhyay D, etl. Am J Cardiovasc Druge20; 20(4): 31-824.
-MooresLK, et al CHESZ020; 158(3): 11483.
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Intensive Care Med. 2020; 46(6): 1099-1102. PMCID: PMC7154064
Published online 2020 Apr 14. doi: 10.1007/s00134-020-06033-2 PMID: 32291463

COVID-19 pneumonia: different respiratory treatments
for different phenotypes?

Luciano Gattinoni,®1 Davide Chiumello,2 Pietro Caironi,?”4 Mattia Busana,1

Federica Romitti,1 Luca Brazzi,5 and Luigi Camporota6
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Cr
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183 (ng/mlA <274)
<1.9 pgmlA <34.2)
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> Respirology. 2010 Apr;15(3):543-50. doi: 10.1111/).1440-1843.2010.01720.x. Epub 2010 Mar 19.

The long-term impact of severe acute respiratory
syndrome on pulmonary function, exercise capacity
and health status

Jenny C Ngai ', Fanny W Ko, Susanna S Ng, Kin-Wang To, Mabel Tong, David S Hui

> Bone Res. 2020 Feb 14:8:8. doi: 10.1038/541413-020-0084-5. eCollection 2020.

Long-term bone and lung consequences associated
with hospital-acquired severe acute respiratory
syndrome: a 15-year follow-up from a prospective

cohort study

Peixun Zhang 1 jiali® 2 HuixinLiu® 3, NaHan * 4, Jiabao Ju ® 2, Yuhui Kou 1, Lei Chen ©,
Mengxi Jiang ©, Feng Pan ©, Yali Zheng 2, Zhancheng Gao 2, Baoguo Jiang '
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