Anticoagulation in
Patients Hospitalized
with COVID-19

The AntiCoagulaTlon cOroNavirus
(ACTION) Trial

Renato D. Lopes, MD, PhD

on behalf of the ACTION COALITION

(0 é%{fﬁéggff COVID-19 Brazil Investigators

CARDIOLOGY




Disclosures

* Research grants from Amgen, Bristol-Myers Squibb,
GlaxoSmithKline, Bayer, Medtronic, Pfizer, Sanofi-Aventis

* Funding for consulting or educational activities from Bayer,
Boehringer Ingelheim, Bristol-Myers Squibb, Pfizer,
Daiichi Sankyo, Portola

 Details at: https://dcri.org/about-us/conflict-of-interest

 The ACTION trial was funded by an unrestricted research grant
from Bayer S.A.

//

ACC.2] ACTION



https://dcri.org/about-us/conflict-of-interest

Background

ACC.2]

Venous and arterial thromboembolic events have been reported in patients
with COVID-19.12

Elevated biomarkers of thrombosis, such as D-dimer, are associated with
disease progression and higher mortality.3

Recent data suggest that anticoagulation might improve clinical outcomes in
COVID-19, but the optimal strategy, including for which patients, type of
anticoagulant, dose, and duration remains unknown.*

To assess whether a strategy of therapeutic anticoagulation primarily with
rivaroxaban is effective in preventing complications in patients hospitalized
with COVID-19 and elevated D-dimer levels, we conducted a randomized
clinical trial comparing the efficacy and safety of therapeutic versus

prophylactic anticoagulation.
1. Tang N et al. J Thomb Haemost. 2020;18:844-7

2. Klok FA et al. Thromb Res. 2020;191:145-7
3. Gungor B et al. Am J Emerg Med. 2021;39:173-9
4. Nadkarni GN et al. J Am Coll Cardiol. 2020;76:1815-26

/

ACTION



Trl a I O rg an |Zat| on DATA SAFETY MONITORING BOARD

Christopher B. Granger

(Chair—Duke Clinical Research Institute)
COALITION COVID-19 EXECUTIVE/STEERING COMMITTEE

Renato D. Lopes (Brazilian Clinical Research Institute (BCRI);
Duke Clinical Research Institute (DCRI))

Pedro Gabriel Melo de Barros e Silva (BCRI)

Remo H. M. Furtado (Hospital Israelita Albert Einstein-HIAE) CLINICAL EVENTS CLASSIFICATION (CEC)
Ariane Vieira Scarlatelli Macedo (BCRI) COMMITTEE

Luciano Azevedo (Hospital Sirio Libanés) Brazilian Clinical Research Institute

Mark Crowther (McMaster University)

Karen Pieper (Statistician—
Thrombosis Research Institute)

Régis Rosa (Hospital Moinhos de Vento) ACADEMIC COORDINATING CENTER
Viviane Cordeiro Veiga (A Beneficéncia Portuguesa de Sao Paulo) Brazilian Clinical Research Institute

Flavia Machado (Brazilian Research in Intensive Care Network (BRICNet))

Eduardo Ramacciotti (BCRI) SPONSOR

John H. Alexander (DCRI) COALITION COVID-19 Brazil

Alvaro Avezum (International Research Center, Hospital Alemao Oswaldo Cruz) FUNDING

Alexandre Biasi Cavalcanti (Hospital do Coragéo-Hcor) Bayer S.A.*

Otavio Berwanger (Hospital Israelita Albert Einstein-HIAE) *Unrestricted research grant from Bayer S.A., which was not

involved in design, conduct or interpretation of the study

/

ACC.2] ACTION




Tri a I INCLUSION CRITERIA

+ Patients aged 218 years

D e S I n * Hospitalized with a confirmed
diagnosis of COVID-19 and
duration of symptoms related to

hospitalization <14 days.

» Elevated D-dimer (>ULN) at
admission

Lopes RD, et al. AHJ, 2021

Therapeutic anticoagulation

Stable Patients Unstable Patients

1 1

In-hospital rivaroxaban In-hospital enoxaparin
20 mg daily 1mg/kg twice daily

Followed by rivaroxaban through 30 days,
irrespective of duration of hospitalization

Randomize

N: 615 patients

PRIMARY OUTCOME

MAIN EXCLUSION CRITERIA

Indication for therapeutic
anticoagulation at screening

eCrCl <30 ml/min
Platelets <50,000 /mm?3

Use of P2Y12 inhibitor or ASA
>100 mg daily

Very high risk of bleeding

Standard of care with

in-hospital prophylactic
dose anticoagulation

Hierarchical analysis of mortality, duration of hospitalization, and
duration of oxygen use through 30 days




QOutcomes

Primary Outcome: hierarchical analysis of mortality, duration of
hospitalization, and duration of oxygen use through 30 days

Primary Safety Outcome: major or clinically relevant non-major
bleeding according to ISTH criteria

Key Secondary Outcomes: death, myocardial infarction, venous
thromboembolism, stroke, or major adverse limb event

/
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Statistical Analysis

Main analysis followed the intention-to-treat principle,
including all randomized participants

Primary Analysis
Unmatched Win Ratio method stratified by clinical condition
(stable/unstable at screening)

For the primary outcome, it is calculated by the total number of wins divided by
the total number of losses between the two study groups within each strata

Ratio >1 reflects a better outcome

Secondary Analyses

Binary endpoints: Log binomial models (relative risks)
y
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Statistical Analysis

Primary outcome—unmatched stratified win ratio

Comparison
of patients

from each
group

Mortality

Therapeutic wins

(treatment patient survived 30
days and control has died)

Tie
(both survived 30 days or both
died within 1 day difference)

Duration of
Hospitalization

Therapeutic wins

(treatment patient stayed in
hospital at least 2 days less)
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Prophylactic wins

(control patient survived 30 days
and treatment patient has died)

Tie
(difference in length of hospital
stay is 2 days or less)

Duration of
Oxygen Use

Therapeutic wins

(treatment patient used oxygen at
least 2 days less)

Prophylactic wins

(control patient stayed in hospital
at least 2 days less)

Tie
(difference in days of use of
oxygen support is 2 days or less)

Prophylactic wins

(control patient used oxygen at
least 2 days less)




ohtlZ,

o o
A I . 2716 excluded
C I O N 3331 patlents were 1439 did not meet inclusion criteria

assessed for eligibility 523 had more than 14 days of symptoms

485 COVID-19 not confirmed
S t u d 410 had normal D-dimer
21 were < 18 years old

1007 met exclusion criteria

- 431 had indication for therapeutic anticoagulation
OW I a g ra l I l 205 had eCrCI < 30 ml/min
95 had active cancer
68 were using P2Y12 inhibitor
46 had contraindication for therapeutic anticoagulation
41 had previous hemorrhagic stroke/intracranial bleeding
36 had INR > 1.5
26 were pregnant or breastfeeding
20 had known HIV infection
17 had platelet count < 50,000/mm3
10 were using ASA > 100 mg per day
8 were using strong CYP3A4 inducer
2 had uncontrolled blood pressure
1 had chronic use of NSAIDs
1 had DIC
269 declined to participate
1 duplicated

v

615 randomized

311 randomized to therapeutic anticoagulation 304 randomized to prophylactic anticoagulation

311 received intervention as randomized

Allocation 303 received intervention as randomized
1 received therapeutic anticoagulation

Lost to follow-up:

1 participant withdrew consent Follow-up (30 days) Lost to follow-up: 0
and declined to contribute data

310 included in primary analysis Analysis 304 included in primary analysis




Baseline Characteristics

Therapeutic Prophylactic

Characteristic (N=311) (N=304)

Age, mean = SD, yrs 56.7 £+ 14 .1 56.5+14.5

Male sex, no. (%) 192 (61.7%) 176 (57.9%)

BMI, mean = SD, kg/m? 30.3+6.0 30.3+6.1

Chronic lung disease, no. (%) 7 (2.3%) 12 (3.9%)

Diabetes, no. (%) 83 (26.7%) 67 (22.0%)

Current smoker / Former smoker 56 (18.0%) 63 (20.7%)

Hypertension, no. (%) 151 (48.6%) 151 (49.7%)

Heart failure, no. (%) 8 (2.6%) 5 (1.6%)

Coronary disease, no. (%) 12 (3.9%) 16 (5.3%) oD, S oy s Index
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Baseline
Characteristics

*Unstable patients were defined as those with
COVID-19-related critical illness, suffered from a life-
threatening condition, required mechanical ventilation
or vasopressors, and/or were unable to take oral
medication.

TMild disease includes cases without criteria to be
classified within the “moderate” or “severe” groups.
Moderate disease is characterized by oxygen saturation
<94% or pulmonary infiltrates >50% or ratio of partial
pressure of arterial oxygen to fraction of inspired oxygen
<300. Severe disease is defined as respiratory failure or
hemodynamic instability or multiple organ dysfunction.
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Therapeutic  Prophylactic

Characteristic (N=311) (N=304)
Clinical condition, no. (%)*
Unstable 23 (7.4%) 16 (5.3%)
Stable 288 (92.6%) 288 (94.7%)

Time from symptom onset to hospital

admission, median (25th, 75th), days 8.0(6.0,10.0)  7.0(6.0,9.0)

Patient needed oxygen administration, no. (%) 236 (75.9%) 224 (73.7%)

Catheter or oxygen mask 185 (59.5%) 184 (60.5%)
High-flow nasal cannula 26 (8.4%) 22 (7.2%)
Tracheal intubation 23 (7.4%) 15 (4.9%)
Non-invasive ventilation 2 (0.6%) 3 (1.0%)
Disease state at baseline, no. (%)t
Mild 30 (9.6%) 39 (12.8%)
Moderate 257 (82.6%) 249 (81.9%)
Severe 24 (7.7%) 16 (5.3%)
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Baseline Characteristics

Characteristic

Anticoagulation before
randomization

Therapeutic

(N=311)

285 (91.7%)

Prophylactic
(N=304)

275 (90.5%)

Standard prophylactic dose

175 (56.3%)

187 (61.6%)

Dose >standard prophylactic’

110 (35.4%)

88 (28.9%)

Baseline medication

Antiplatelet

22 (7.1%)

26 (8.6%)

Vasopressor

16 (5.1%)

8 (2.6%)

Systemic corticosteroids

257 (82.6%)

253 (83.2%)

D-dimer 23 x ULN, no. (%)

84 (27.0%)

83 (27.3%)
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"‘Dose > standard prophylactic is considered
any dose greater than the recommended
doses for hospitalized patients.
ULN denotes upper limit of normal
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Primary Outcome

Hierarchical analysis of mortality,
duration of hospitalization, and
duration of oxygen use through
30 days

Matches

//
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Components of the Primary Outcome

Hierarchical analysis of mortality, duration of hospitalization, and
duration of oxygen use through 30 days

Group: m Therapeutic ®Prophylactic
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Efficacy Outcomes

Therapeutic
(N=310)

Efficacy Outcome

Prophylactic
(N=304)

Effect
Measure

Effect
(95% CI)

Composite thromboembolic outcome* 23/310 (7.4%)

30/304 (9.9%)

Relative Risk

0.75 (0.45-1.26)

Myocardial infarction 13/310 (4.2%)

14/304 (4.6%)

Relative Risk

0.91 (0.44-1.91)

Venous thromboembolismt 11/310 (3.5%)

18/304 (5.9%)

Relative Risk

0.60 (0.29-1.25)

Deep vein thrombosis 5/310 (1.6%)

5/304 (1.6%)

Relative Risk

0.98 (0.29-3.35)

Pulmonary embolism 71310 (2.3%)

13/304 (4.3%)

Relative Risk

0.53 (0.21-1.31)

Stroke 1/310 (0.3%)

0/304 (0.0%)

Major adverse limb event 0/310 (0.0%)

1/304 (0.3%)

Composite thrombotic outcome

0
and all-cause mortality 46/310 (14.8%)

44/304 (14.5%)

Relative Risk

1.03 (0.70-1.50)

All-cause mortality 35/310 (11.3%)

23/304 (7.6%)

Relative Risk

1.49 (0.90-2.46)

*Composite thromboembolic outcome is defined as any venous thromboembolism, myocardial infarction, stroke, systemic embolism and major adverse events of the extremities.

TOne patient had one episode of deep vein thrombosis, followed six days later by a pulmonary embolism.

/
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— Therapeutic = Prophylactic

30-Day
Mortality

RR [95%CI] = 1.49 [0.90 - 2.46]

30.0% 1

20.0% 1

Cumulative Mortality

10.0% 1 —
l_'_'_'_’_'

0.0% - e ——— :

0 3 6 9 12 15 18 21 24 27 30
Time (days)
Patients at risk
Prophylactic 304 303 301 299 294 289 288 287 285 284 282
Therapeutic 310 308 304 300 296 289 286 281 277 275 275
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Safety Outcomes

Therapeutic Prophylactic Effect Effect

Safety Outcome (N=310) (N=304) Measure (95% CI)
ISTH major bleeding or clinically 26/310 (8.4%)  7/304 (2.3%)  Relative Risk  3.64 (1.61-8.27)
relevant non-major bleeding

Maijor bleeding 10/310 (3.2%) 4/304 (1.3%) Relative Risk  2.45 (0.78-7.73)

Clinically relevant non-major bleeding 16/310 (5.2%) 3/304 (1.0%) Relative Risk  5.23 (1.54-17.77)
Any bleeding 36/310 (11.6%) 9/304 (3.0%) Relative Risk 3.92 (1.92-8.00)
Net clinical benefit’ 56/310 (18.1%) 47/304 (15.5%) Relative Risk 1.17 (0.82—-1.66)

“Net clinical benefit is defined as composite outcome including any composite thromboembolic outcome, all-cause mortality, and ISTH definitions of major or clinically relevant non-major
bleeding.
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Subgroup Analysis

Therapeutic Prophylactic

Subgroup Patients Wins Win Ratio [IC 95%]
Strata Unstable 39 183 164 } ¥ { 1.12[0.44-2.82]
Stable 575 28716 34124 ——— 0.84 [0.64-1.11]
Age <60 years 350 10579 11574 —— 0.911[0.64-1.31]
> 60 years 264 6104 8731 —_— 1 0.70[0.48-1.02]
D-dimer tertiles 1.00-1.54 205 3321 3669 ! ¢ i 0.88 [0.56-1.40]
(x ULN) 1.54-2.57 204 3566 4875 : % | 0.73[0.47-1.14]
2.57-726.00 205 3869 4386 b X | 0.88 [0.56-1.38]
Symptom onset 1to 9 days 258 6029 7440 %A 0.81[0.55-1.20]
to randomization 10 or 11 days 174 2497 2870 : * | 0.87 [0.52-1.46]
12 to 15 days 182 3043 3607 b % l 0.84 [0.53-1.35]
Oxygen use at None 155 1880 1613 = % | 1.17 [0.63-2.16]
randomization Non-invasive oxygen support 420 15113 19220 —%— 0.79[0.57-1.08]
Mechanical ventilation 39 199 154 I X i 1.29 [0.52-3.23]
Disease severity Mild 69 349 326 f % ! 1.07 [0.42-2.74]
at admission Moderate 505 22565 26519 —— 0.85[0.64-1.14]
Severe 40 222 145 F ¥ i 1.53[0.61-3.84]
BMI > 30 kg/m? 264 5807 7650 ——— 0.76 [0.51-1.13]
< 30 kg/m? 350 11310 12973 % 0.87[0.62-1.23]
Corticosteroids use No 105 795 1308 : * : 0.61[0.32-1.17]
at randomization Yes 509 23840 27078 % 0.88[0.66-1.17]

0.20 0.50 0.751.00 1.502.00 3.00
Favors Prophylactic Favors Therapeutic

< »
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Conclusion

In patients hospitalized with COVID-19 with elevated D-dimer levels,
Initial in-hospital therapeutic anticoagulation with rivaroxaban 20 mg
once daily for stable patients or enoxaparin for unstable patients
followed by rivaroxaban through 30 days did not improve clinical
outcomes and increased bleeding compared with in-hospital
prophylactic anticoagulation.

/

ACC.2] ACTION




Acknowledgement

Thank you to the BCRI and COALITION COVID-19 Brazil teams,
iInvestigators, study coordinators, sponsors, and study participants
who made the ACTION trial possible.

ACTION




Enrolling Centers and Site Investigators ACTION

BP - A Beneficéncia Portuguesa de Sao Paulo,Sao Paulo: Viviane Cordeiro Veiga (Pl), Agnes Lisboa, Amanda Ordinola, Carolina Nogueira, Jodo Prats, Julio César Carvalho, Maiko Silveira, Mariana
Pitaci, Rodrigo Leite, Salomon Rojas, Stefan Halla, Victoria Queiroz, Juliana Chaves Coelho; Centro de Ensino e Aperfeicoamento em Pesquisa do Hospital Jayme — CEAP, Serra, Espirito Santo:
Priscilla de Aquino Martins(Pl), Rafael Melo Silva; Aryadne Lyrio de Oliveira, Vinicius Santana Nunes, Octavio Ferraz Lucchi; Centro de Estudos Clinicos do Hospital Cardio Pulmonar, Salvador,
Bahia: Luiz Eduardo Fonteles Ritt (PI), Marcel Lima Albuquerque; Ana Thereza Rocha, Clarissa Cerqueira Ramos, Queila Borges de Oliveira; Karina de Carvalho Cordeiro; Centro de Pesquisa Clinica
do Hospital de Clinicas da Universidade Federal de Uberlandia, Uberlandia, Minas Gerais: Elmiro Santos Resende(Pl), Aguinaldo Coelho da Silva, Luis Paulo Pereira de Oliveira; Centro Integrado
de Pesquisa (CIP) - Hospital de Base de Rio Preto, Sdao José do Rio Preto, Sao Paulo: Lilia Nigro Maia(Pl), Claudio Humberto Diogo Jorge, Mariana Longo Burka, Osana Maria Costa; Hospital
Agamenon Magalhaes, Recife, Pernambuco: Jodo Batista de Moura Xavier de Moraes Jr (Pl), Laura Mendonga, Maria Antonieta Albanez A. de M. Lopes; Hospital de Amor de Barretos - (Pio XII),
Barretos, Sdo Paulo: Aline de Oliveira Twardowsky (PI), Cristina Prata Amendola, Layelle Nakada Zinezi, Luciana Coelho Sanches, Luis Henrique Sim&es Covelho, Rodrigo Alves dos Santos; Hospital
do Coragao — Hcor, Sdao Paulo, Sdo Paulo: Alexandre Biasi Cavalcanti (Pl), Aline Marcadenti de Oliveira, Débora L. M. Junqueira, Erlon O. A. Silva, Lucas Tramujas, Sueli V. Santos, Bruna M. P.
Vianna, Alline S. Souza, Bruna F. Piotto, Fabiana A. Gongalves, Marcela A. Lopes; Hospital Israelita Albert Einstein, Sdo Paulo, Sdao Paulo: Remo Holanda de Mendonca Furtado (PI), Dario Rafael
Abregu Diaz (SlI), Fabiana Hanna Rached (Sl), Felipe Ferreira (Sl) , Lorena Sousa Viana (Sl), Fernanda Assir, Beatriz Alves; Hospital Maternidade Sao Vicente de Paulo, Barbalha, Ceara: Meton
Soares de Alencar Filho (PI), Jussara Arraes, Jodo Alves, Natalia Feitosa,Veridiana Vieira; Hospital Moinhos de Vento, Porto Alegre, Rio Grande do Sul: Marcelo Basso Gazzana (PI), Regis Goulart
Rosa, Geraldine Trott, Felipe Cadore Klabunde, Pedro Olivo Neto, Pablo Moura Barrios, Danielle do Amaral Pereira, Denise de Souza, Rosa da Rosa Minho dos Santos Hospital Moriah, Sdo Paulo,
Séao Paulo: Leandro Echenique (PIl), Renato de Oliveira; Hospital Naval Marcilio Dias, Rio de Janeiro, Rio de Janeiro: Vicente Cés de Souza Dantas (PI), Cristiane Nishimoto, Gabriel Linhares Paes,
Jodo Pedro Araujo Bruno, Leandro Cacciari Cardozo Porto, Orlando Sandoval Farias Jr, Deise Cristina Wagner, Priscilla Alves Barreto, Renata Vieira, Anne Cristine Silva Fernandes; Hospital Nereu
Ramos, Floriandpolis, Santa Catarina: Israel Maia(Pl), Cassio Luis Zandonai; Hospital Regional de Registro/Instituto Sécrates Guanaes, Registro, Sdo Paulo: Germano Emilio Conceigéo-
Souza(Pl), Barbara Fialho Carvalho Sampaio, Mohamad Kamal Sleiman, Maria Fernanda Leme, Gabriela G. B. Silva, Evaldo L. A. Santos, Tatiane F. Alves, Jessica Cristina de Lima Alipio Borges,
Kamila Lie Gomes Hara Endo, Adrio Alison Rangel Ribeiro; Hospital Regional de Sdo José dos Campos/Instituto Sécrates Guanaes, Sdo José dos Campos, Sdo Paulo: Germano Emilio
Conceigao-Souza(Pl), Barbara Fialho Carvalho Sampaio, Anna Laura Nacif Garcia, Candice Mariah Mazzarollo Marques, Marilia Nery Mischiatti; Hospital Regional do Litoral Norte/Instituto Socrates
Guanaes, Caraguatatuba, Sao Paulo: Germano Emilio Concei¢do-Souza(Pl), Barbara Fialho Carvalho Sampaio, Daniel Borges Drumond, Nicolas Miranda Carvalho; Hospital Regional Hans Dieter
Schmidt, Joinville, Santa Catarina: Conrado Roberto Hoffmann Filho(Pl), Benjamim Massao Harada Neto, Edson Ananias Junior, Carla Beatriz Pimentel Cesar Hoffmann, Rony Augusto de Oliveira
Santos, Edilson Alvaro Roma; Hospital Samaritano Paulista, Sdo Paulo, Sdo Paulo: Livia Maria Garcia Melro(PI), Aline Nogueira Rabaga, Camila Anacleto Agostinho, Carolina Franciely Vitor Miranda,
Dante Raglione, Dirceu Hamilton Campelo, Douglas José Ribeiro, Fernanda Zane, Gianni Manzo, Giovana Fioravante Romualdo, Helga Priscila Giugno Bischoff, José Gustavo Romaldini, Leandro
Dellacqua, Mariana Silveira de Alcantara Chaud, Paula Cremasco Bernardo, Vinicius Garcia, Yuri de Albuquerque Pessoa dos Santos; Hospital Santa Paula, Sdo Paulo, Sao Paulo: Otavio Celso Eluf
Gebara (PI), Rodrigo Sacchi de Freitas Santos, Ana Tarina Alvarez Lopes: Hospital Sdo Luiz - unidade Sao Caetano, Sdo Caetano, Sao Paulo: Guilherme D Andrea Saba Arruda (Pl), Jodo Guilherme
Alves Loures, Rafael Domiciano; Hospital Universitario da Universidade Estadual de Londrina, Londrina, Parana: Manoel Fernandes Canesin(Pl), Fabio Sekiyama, Fernando Curan, Juliana de
Lima, Lucas de Mello, Mayara da Silva, Vinicius Beleze, Daniela Oliveira dos Anjos; Hospital Vera Cruz, Belo Horizonte, Minas Gerais: Estévao Lanna Figueiredo(PI), Fernando Carvalho
Neuenschwander, Cristina Carvalho Neuenschwander, Izabela Rodarte Falco, Pedro Henrique Goulart Neves, Lucas Guimaraes, Arlete Matos Wang, Gustavo de Araujo, Gualter Boaventura Cansado;
Instituto Dante Pazzanese de Cardiologia, Sdo Paulo, Sao Paulo: Idelzuita Leandro Liporace (PI), Andreia Dias Jeronimo, Carlos Roberto C. Correia, David de Andrade Nunes, Diandro Mota,
Fernanda Maria Lopes, José Alencar Neto, Michelle Prazeres, Nadia Marchiori Galassi, Renata Viana, Vanessa Puche Salazar; Instituto de Ensino e Pesquisa do Hospital da Bahia, Salvador, Bahia:
Marianna Deway Andrade Dracoulakis(Pl), Marcia Lilian Sampaio, Rodolfo Dourado, Tais Sarmento; Instituto do Coragcao do Hospital das Clinicas da Faculdade de Medicina da USP, Sao Paulo,
Séao Paulo: Alexandre Matos Soeiro(Pl), Tatiana de Carvalho Torres, Paulo Rogério Soares, Felipe Gallego; Nucleo de Ciéncias de Saude - Unidade de Pesquisa - Hospital Felicio Rocho, Belo
Horizonte, Minas Gerais: Leonardo Meira de Faria(Pl), Thais de Paula Guimar&es, Bruna Amaral Brasil, Paula de Magalh&des Pimenta, Daniela Ramiro Lopes Prado, Maria José Alves Tostes; Santa
Casa de Misericordia da Bahia - Hospital Santa Izabel, Salvador, Bahia: Gilson Soares Feitosa-Filho(PI), Gabriella S. Sodre, Juliane Penalva C. Serra, Rhanniel Theodorus-Villar, Tatiana Otero
Mendelez; Santa Casa de Misericérdia de Votuporanga, Votuporanga, Sao Paulo: Mauro Esteves Hernandes(Pl), Gracielly de Souza Pantano, Juliana Correa Meziara de Castro, Marina Molina
Homsi, Nara Ligia Forestieri Sette, Regina Silva Chaves Lima, Talitha Tonini de Oliveira, Vanessa Pelarin, Victor Hugo Chiquetto Faria; Hospital das Clinicas da Faculdade de Medicina de Botucatu -
HCFMB / UNESP: Diego Aparecido Rios Queiroz(Pl), Paola da Silva Balin.



Thank you
ACTION

ACC.2] '




	Slide Number 1
	 Disclosures
	Background
	Trial Organization
	Trial �Design
	Outcomes
	Statistical Analysis
	Statistical Analysis�Primary outcome—unmatched stratified win ratio
	Study �Flow Diagram
	Baseline Characteristics
	Baseline �Characteristics
	Baseline Characteristics
	Primary Outcome �Hierarchical analysis of mortality, duration of hospitalization, and duration of oxygen use through �30 days
	Components of the Primary Outcome �Hierarchical analysis of mortality, duration of hospitalization, and duration of oxygen use through 30 days
	Efficacy Outcomes
	30-Day �Mortality� 
	Safety Outcomes
	Subgroup Analysis
	Conclusion
	Acknowledgement
	Enrolling Centers and Site Investigators �
	Thank you

