1. Protocol version N°4.1 (21/05/2021)
I. Trial objectives
a. Primary objective
To evaluate the effectiveness, during the hospitalization, of an increased weight-adjusted prophylactic dose of low molecular weight heparin (LMWH), as compared with lower prophylactic doses (intermediate or standard), on the occurrence of symptomatic venous thromboembolic events (VTE), causing death or not, in COVID19 patients hospitalized in medical wards or intensive care units. 
The effectiveness is assessed during all the hospital stay, whatever the unit setting, or during the 28 first days (D28) of hospitalization if the hospital stay is longer.
b. Secondary objectives
To evaluate the effect, during the hospitalization (D28 max), of an increased weight-adjusted prophylactic dose of LMWH, as compared with lower prophylactic doses (intermediate or standard), on :
1.a. the occurrence of a major bleeding, 
1.b. the occurrence of a major bleeding or a clinically-relevant non major bleeding,
2. the net clinical benefit (association of VTE with major bleeding) during hospitalization (D28 max) and at two months after inclusion,
3.a. the occurrence of a venous thrombosis other than those targeted by the primary objective,
3.b. the occurrence of a symptomatic arterial thrombosis, whatever the arterial site,
4. the occurrence of an all-cause death during hospitalization (D28 max) and at two months after inclusion.
5. the occurrence of the primary outcome according to predefined subgroups (e.g. ward vs. ICU, renal function)
II. Trial outcomes
a. Primary outcome
The primary outcome is the occurrence of a symptomatic VTE during the hospital stay, or during the 28 first days (D28) of hospitalization if the stay was longer.
Symptomatic VTE is defined by a symptomatic deep vein thrombosis (DVT), and/or a symptomatic pulmonary embolism (PE), or an unexplained death when a pulmonary embolism cannot be excluded.
DVT must have been confirmed by a compression ultrasonography or an abnormal computed tomography angiogram with venous opacification.
PE must have been confirmed by a computed tomography angiogram, or a V/Q scan, or the presence, in a patient with a recent worsening dyspnea, of a DVT and/or a right ventricular dysfunction diagnosed by a transthoracic echocardiography in an unstable patient unable to benefit from a computed tomography angiogram according to ESC/ERS 2019 guidelines on PE 1.
The occurrence of each event considered in the primary endpoint is evaluated by a blinded independent endpoint adjudication committee (multidisciplinary team including physicians from the F-CRIN INNOVTE network).
b. Secondary endpoints
Secondary endpoints are :
1.a. The occurrence, during hospitalization (D28 max), of a major bleeding, defined by the International Society on Thrombosis and Haemostasis2 as :
• an hemoglobin decrease ≥ 2 g/dL or needing a blood transfusion ≥ 2 units of whole blood or red cells, and/or
• a symptomatic bleeding in a critical area or organ: intracranial hemorrhage or, intra- or extra-axial spinal hemorrhage or, intraocular hemorrhage or, hemothorax or intra-abdominal bleeding, pericardial tamponade or, intramuscular or intra-articular bleeding, and/or
• fatal bleeding.
1.b. The occurrence, during hospitalization (D28 max), of a major bleeding or a clinically-relevant non major bleeding. A clinically-relevant non major bleeding is defined by the International Society on Thrombosis and Haemostasis3 as any sign or symptom of hemorrhage (e.g., more bleeding than would be expected for a clinical circumstance, including bleeding found by imaging alone) that does not fit the criteria for the ISTH definition of major bleeding but does meet at least one of the following criteria):
• needing a medical intervention by a healthcare professional and leading to hospitalization or increased level of care, and/or
• needing a temporary cessation of the study treatment, and/or 
• causing discomfort for the patient such as pain.
The clinically-relevant non major bleeding may be: macroscopic haematuria, gastrointestinal bleeding, hemoptysis, muscle hematoma, spontaneous subcutaneous hematoma > 25 cm2 or provoked subcutaneous hematoma > 100 cm2, multiple source bleeding, hematoma / bleeding from other site.
2. The net clinical benefit, during hospitalization (D28 max) and the first two months after inclusion, defined by a composite criterion associating VTE and major bleeding.
3.a. The occurrence, during hospitalization (D28 max), of a venous thrombosis other than those targeted by the primary objective, and confirmed by a reference gold standard test according to most recent guidelines (ultrasonography or computed tomography angiogram). These venous thromboses include:
• superficial vein thrombosis, and/or
• venous catheter-related thrombosis/PiCC-line/Midline, and/or
• thombosis of an extracorporeal dialysis circuit, and/or
• thrombosis of an extracorporeal membrane oxygenation (ECMO)
3.b. The occurrence, during hospitalization (D28 max), of a symptomatic arterial thrombosis, whatever the arterial site, and confirmed by a reference gold standard test according to most recent guidelines. These symptomatic arterial thrombosis include:
• stroke, and/or
• acute coronary syndrome, and/or
• acute mesenteric ischemia, and/or
• other arterial thrombosis on other sites, such as splanchnic arterial or peripheral arteries
4. All-cause deaths, during hospitalization (D28 max) and at two months after inclusion.
The occurrence of each event considered in the secondary endpoints is evaluated by a blinded independent endpoint adjudication committee.
III. Trial design
The COVI-DOSE trial is a multicenter, controlled, parallel-group, randomized, open-label, pragmatic comparative-effectiveness trial. 
Multicenter: The COVI-DOSE trial is a national trial, conducted in medical wards and intensive care units from 20 hospitals across France.
Controlled, parallel-group: The COVI-DOSE trial compares two prophylactic LMWH regimens in patients hospitalized for COVID. The experimental LMWH regimen is an increased weight-adjusted prophylactic dose of LMWH (Tables 1 and 3), and the control LMWH regimen is a prophylactic lower dose which is a standard or intermediate dose, depending on the unit of hospitalization (Tables 2 and 4).



Table 1. Experimental arm LMWH regimen (increased weight-adjusted dose of LMWH). Example of Enoxaparin.
	Creatinine clearance*
	Weight
	Increased weight-adjusted dose

	>30
	< 50 kg
	4000 UI (0.4 mL) BID

	
	50 à < 70 kg
	5000 UI (0.5 mL) BID

	
	70 à < 100 kg
	6000 UI (0.6 mL) BID

	
	≥ 100 kg
	7000 UI (0.7 mL) BID

	15 to 30
	all weight
	3000 UI (0.3 mL) BID


* Cockcroft and Gault formula (mL/min/1.73m²); OD: once daily; BID: bi-daily
Protocol modification (21/05/2021): modification of units (same formula)

Table 2. Control arm LMWH regimen (lower LMWH dose). Example of Enoxaparin.
	Creatinine clearance*
	Standard doses:
For patients hospitalized in a medical ward
	Intermediate doses:
For patients hospitalized in an intensive care unit

	>50
	4000 UI (0.4 mL) OD
	4000 UI (0.4 mL) BID

	>30 to 50
	
	

	15 to 30
	2000 UI (0.2 mL) OD
	2000 UI (0.2 mL) BID


*Cockcroft and Gault formula (mL/min/1.73m²); OD: once daily; BID: bi-daily
Protocol modification (21/05/2021): modification of units (same formula)
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Table 3. Experimental arm LMWH regimen (increased weight-adjusted dose of LMWH). Example of Tinzaparin, Nadroparin and Dalteparin.
	Creatinine clearance*
	Weight
	Tinzaparin
	Nadroparin
	Dalteparin

	> 30
	< 50 kg
	7000 UI (0.35 mL) OD
	5700 UI (0.6 mL) OD
	5000 UI (0.2 mL) OD

	
	50 to < 70 kg
	10 000 UI (0.5 mL) OD
	7600 UI (0.8 mL) OD
	7500 UI (0.3 mL) OD

	
	70 to < 100 kg
	12 000 UI (0.6 mL) OD
	9500 UI (1 mL) OD
	10 000 UI (0.4 mL) OD

	
	≥ 100 kg
	14 000 UI (0.7 mL) OD
	5700 UI (0.6 mL) BID
	12 500 UI (0.5 mL) OD

	15 to 30
	All weights
	


*Cockcroft and Gault formula (mL/min/1.73m²); OD: once daily; BID: bi-daily
Protocol modification (21/05/2021)
NB: Choice of the LMWH specialty is at the discretion of the investigator.


Table 4. Control arm LMWH regimen (lower LMWH dose). Example of Tinzaparin, Nadroparin and Dalteparin.
	Creatinine clearance*
	Tinzaparin
	Nadroparin
	Dalteparin

	
	Standard dose (ward)
	Intermediate dose (ICU)
	All patients
	Standard dose (ward)
	Intermediate dose (ICU)

	> 50
	3500 UI
(0.35 mL) OD
	7000 UI
(0.35 mL) OD
		
	< 80 years-old
	> 80 years-old

	< 70 kg
	3800 UI (0.4 mL) OD
	2850 UI (0.3 mL) OD

	> 70 kg
	5700 UI (0.6 mL) OD
	



	2500 UI (0.2 mL) OD
	5000 UI (0.2 mL) OD

	>30 to 50
	
	
		
	< 80 years-old
	> 80 years-old

	< 70 kg
	2850 UI (0.3 mL) OD
	1900 UI (0.2 mL) OD

	> 70 kg
	3800 UI (0.4 mL) OD
	



	
	

	15 to 30
	


*Cockcroft and Gault formula (mL/min/1.73m²); OD: once daily
Protocol modification (21/05/2021)
NB: Choice of the LMWH specialty is at the discretion of the investigator.

Randomized: The prophylactic LMWH regimen is randomly assigned to each eligible patient. The 1:1 ratio randomization is performed using a secure, centralized, computer-generated allocation sequence, with permuted blocks of two, four and six. It was stratified according to center and hospitalization setting at inclusion (medical ward versus intensive care unit), with the use of a Web-based software.
Open-label: For each included patient, the patient and his (her) investigator know the allocated regimen. Since it is obvious to observers of the subjects (patients or physicians) whether they are in the experimental or control arm (due to the difference in the drug adminstration frequency), the regimen is not masked. However, the medical care and follow up is strictly the same for patients from both arms (except for the LMWH regimen), and all events considered in the primary and secondary endpoints are evaluated by a blinded independent endpoint adjudication committee.
Pragmatic: The COVI-DOSE trial is designed to evaluate the effectiveness of two prophylactic LMWH in real-life routine practices conditions, to produce results that can be generalized and applied in routine practice settings. The COVI-DOSE trial evaluates a wide spectrum of effectiveness and safety endpoints, all patient-centered, and aims at including heterogeneous patients (in COVID19 severity, comorbidities,…), treatments (the choice of the LMWH specialty is at the discretion of the investigator), and clinical settings (all medical wards and intensive care units are considered).

 Inclusion visit (Day 0): clinical examination, biological and microbiological testing, verification of the eligibility criteria, information of the patient (or his/her authorized representatives if the patient is not in condition to receive the information), signature of the written informed consent (by the patient or his/her authorized representatives), and randomization (Figure 1).

 Trial treatment administration (Day 0) and follow-up
The treatment administered is defined by the randomization process. Each patient receives the prophylactic LMWH treatment according to the result of the randomization process, the hospitalization setting, his/her creatinine clearance and his/her weight for patients in the experimental arm. The trial treatment is administered during all the hospital stay or for a maximal duration of 28 days (if the stay is longer). After this delay, if the hospital stay is longer than 28 days, the LMWH treatment and the dose precribed are left to the discretion of the hospital practitioner. In case of unit change during the hospitalization and after inclusion in the control arm only, the following rule is applied: (i) change from medical ward to ICU: the LMWH doses are increased to intermediate doses, (ii) change from ICU to medical ward: the LMWH intermediate doses are reduced to standard doses, except for patients who have been treated by endotracheal intubation and mechanical ventilation during their ICU stay. The LMWH doses administered for a patient may also change during the hospitalization according to the creatinine clearance (as defined in tables 1-4). The choice of the LMWH specialty is left to the discretion of the hospital practitioner (all LMWH marketed in France may be used, see Tables 5 and 6).


Figure 1. The COVI-DOSE trial design
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Table 5. Specialties that can be used in the experimental arm and their authorized indications (prophylactic or curative treatment of VTE)
	ICD
	Specialty name
	Dosage
	prophylactic
	curative

	Enoxaparin
	LOVENOX®
	2000 UI AXA/0,2 mL
	X
	X

	
	
	4000 UI AXA/0,4 mL
	X
	X

	
	
	6000 UI AXA/0,6 mL
	X
	X

	
	
	8000 UI AXA/0,8 mL
	X
	X

	
	INHIXA®
	2000 UI AXA/0,2 mL
	X
	X

	
	
	4000 UI AXA/0,4 mL
	X
	X

	
	
	6000 UI AXA/0,6 mL
	X
	X

	
	
	8000 UI AXA/0,8 mL
	X
	X

	
	Enoxaparine CRUSIA®
	2000 UI AXA/0,2 mL
	X
	X

	
	
	4000 UI AXA/0,4 mL
	X
	X

	
	
	6000 UI AXA/0,6 mL
	X
	X

	
	
	8000 UI AXA/0,8 mL
	X
	X

	Tinzaparin
	INNOHEP®
	10000 UI AXA/0,5 mL
	NA
	X

	
	
	14000 UI AXA/0,7 mL
	NA
	X

	Nadroparin
	FRAXIPARINE®
	5700 UI AXA/0,6 mL
	X
	X

	
	
	7600 UI AXA/0,8 mL
	X
	X

	
	
	9500 UI AXA/1 mL
	X
	X

	Dalteparin
	FRAGMINE®
	5000 UI AXA/0,5 mL
	X
	X

	
	
	7500 UI AXA/0,3 mL
	NA
	X

	
	
	10000 UI AXA/0,4 mL
	NA
	X

	
	
	12500 UI AXA/0,5 mL
	NA
	X


AXA: anti-Xa activity ; NA: not available

Table 6. Specialties that can be used in the control arm and their authorized indications (prophylactic or curative treatment of VTE)
	ICD
	Specialty name
	Dosage
	prophylactic
	curative

	Enoxaparin
	LOVENOX®
	2000 UI AXA/0,2 mL
	X
	X

	
	
	4000 UI AXA/0,4 mL
	X
	X

	
	INHIXA®
	2000 UI AXA/0,2 mL
	X
	X

	
	
	4000 UI AXA/0,4 mL
	X
	X

	
	Enoxaparine CRUSIA®
	2000 UI AXA/0,2 mL
	X
	X

	
	
	4000 UI AXA/0,4 mL
	X
	X

	Tinzaparin
	INNOHEP®
	3500 UI AXA/0,35 mL
	X
	X

	
	
	10000 UI AXA/0,5 mL
	NA
	X

	Nadroparin
	FRAXIPARINE®
	1900 UI AXA/0,2mL
	X
	X

	
	
	2850 UI AXA/0,3 mL
	X
	X

	
	
	3800 UI AXA/0,4 mL
	X
	X

	
	
	5700 UI AXA/0,6 mL
	X
	X

	
	
	7600 UI AXA/0,8 mL
	X
	X

	Dalteparin
	FRAGMINE®
	2500 UI AXA/0,2 mL
	X
	X

	
	
	5000 UI AXA/0,5 mL
	X
	X


AXA: anti-Xa activity ; NA: not available

The biological and clinical follow-up of the LMWH treatment are applied according to the current practices of each participating hospital. In case of suspicion of VTE, the diagnostic tests recommended by 2019 French guidelines4 are performed.

 End of the follow-up
For hospital stay duration < 28 days : included patients are followed until their hospital discharge and all objectives will be evaluated during the hospital stay (the duration may vary from one patient to another). Patients (or their general practitioner) will then be phoned by the investigator two months after their inclusion to collect events (VTE, major bleeding, death) that may have been occured since their hospital discharge (for objectives 2 and 4).
For hospital stay duration ≥ 28 days : included patients are followed for the COVI-DOSE study until the 28th day of their hospitalization and all objectives will be evaluated during the period from their inclusion to the 28th day. Patients (or their general practitioner) will then be phoned (or visited if the patient is still hospitalized) by the investigator two months after their inclusion to collect events (VTE, major bleeding, death) that may have been occured beetween the 28th day and month 2.



IV. Trial patients
a. Inclusion criteria
Inclusion criteria are:
• age ≥ 18 years old,
• hospitalized and presenting with an acute respiratory COVID19 infection, probable or confirmed,
• SARS-Cov-2 infection diagnosed by biology (positive RT-PCR for COVID19 from any specimen and/or serology) and/or by a composite criterion associating typical COVID-19 related lung injury on imaging and clinical / biological symptoms suggestive of COVID19 (e.g. dyspnea, cough, fever, biological inflammatory syndrom, lymphopenia, elevated liver enzyme),
• having given a written informed consent (him/herself or his/her authorized representatives if the patient is not in condition to receive the information) before the study treatment administration,
• French health insurance coverage.
b. Non inclusion criteria
Non inclusion criteria are:
• end-stage kidney disease (glomerular filtration rate < 15 mL/min/1.73 m2),
• acute kidney failure (KDIGO 3),
• active malignant hemopathy,
• high hemmorrhagic risk (uncontrolled systolic (> 180 mmHg) or diastolic (> 110 mmHg) hypertension during more than 12 hours or needing an intravenous treatment, recent (< 7 days) major bleeding or non-resolved bleeding, a coagulopathy (known or recently diagnosed; according to definitions: either INR>2N or APTT>2N, or a known inherited deficiency or PT<50% or fibrinogen<1.5g/L, thrombocytopenia < 75 G/L),
• contraindication to blood-derived products,
• contraindication to treatment with LMWH,
• history of heparin induced thrombocytopenia,
• iterative catheter-related thrombosis or thrombosis of an ECMO,
• ECMO treatment planned within the next 24 hours,
• life expectancy < 48 hours,
• therapeutic-dose of anticoagulant treatment > 24 hours, whatever the route or the drug prescribed for an other indication (atrial fibrillation, thromboembolic venous disease needing a prolonged treatment, prosthetic heart valves, …),
• having received more than 3 days of prophylactic LMWH before inclusion,
• chronic treatment with a dual antipletelet therapy,
• lower limb venous doppler ultrasound not feasible (bilateral transfemoral amputation or severe burns),
• pregnant or breastfeeding women (articles L.1121-5 to L.1121-8 and L.1122-2 of the French Public health Code), persons age < 18 years-old, adults subject to a legal protection measure (guardianship, curatorship, safeguard of justice) and persons deprived of liberty by a judicial or administrative decision, or persons receiving psychiatric care (articles L.3212-1 and L.3213-1).

Protocol modification (21/05/2021)
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Title
	EFFICACY OF AN INCREASED WEIGHT-ADJUSTED PROPHYLACTIC DOSE OF LOW MOLECULAR WEIGHT HEPARIN AS COMPARED TO A PROPHYLACTIC LOWER DOSE (STANDARD OR INTERMEDIATE) ON THE RISK OF VENOUS THROMBOEMBOLISM IN PATIENTS HOSPITALIZED FOR COVID19: A MULTICENTER, RANDOMIZED, CONTROLLED, OPEN, TRIAL – “COVIDOSE” STUDY.


	Sponsor
	CHRU de NANCY

	Coordinator investigator
	Pr Stéphane ZUILY, service de médecine vasculaire, Institut Lorrain Louis Mathieu, CHRU de Nancy

	Study protocol version
	Version 1.1 – April 21th, 2020

	Phase
	Phase IV

	Primary objective
	To compare the efficacy of an increased weight-adjusted prophylactic dose of LMWH to a standard or an intermediate prophylactic dose of LMWH on the risk of symptomatic VTE (No-fatal or fatal pulmonary embolism [PE] or deep vein thrombosis of the legs [DVT]), during the hospitalization length, in patients hospitalized in medical unit or in ICU for COVID19.

	Secondary objectives
	To compare an increased weight-adjusted dose of LMWH to a standard or an intermediate prophylactic dose of LMWH, during the hospitalization length, in patients hospitalized in medical unit or in ICU for COVID19, on the following outcomes:
1. Bleeding:
1a. Major bleeding (MB).
1b. Clinically relevant No-major bleeding (CRNMB).
2. Net clinical benefit [VTE and MB] during the hospitalization (max 28 days) and during the 2 months following inclusion. 
3. Other thromboses during hospitalization stay (max 28 days):
3a. VTE in locations other than that described in main objective,
3b. symptomatic arterial thrombosis 
4. Death from all causes during hospitalization stay (max 28 days) and during 2 months follow-up from inclusion.
5- Primary endpoint in different predefined sub-groups (hospitalization setting, creatinine clearance…) during hospitalization stay (max 28 days). 
6- To identify risk factors for primary outcome during hospitalization stay (max 28 days) and during 2 months follow-up from inclusion.

	Primary endpoint
	Occurrence of an adjudicated symptomatic VTE during hospital stay (max 28 day). VTE encompasses symptomatic leg DVT or symptomatic PE (with or without associated DVT) diagnosed on objective, standardized and validated criteria.

Definition VTE:
· Adjudicated symptomatic DVT of the legs, or
· Adjudicated symptomatic PE, or
· Adjudicated death which could not explained by cause other than PE. 


	Secondary endpoints
	1a. Adjudicated major bleeding (MB), during hospital stay (max 28 day), is defined by the criteria of the International Society of Thrombosis and Haemostasis. 

1b. Composite of adjudicated major Bleeding and adjudicated Clinically relevant non-major bleeding (CRNMB) during hospital stay (max 28 day). 
CRNMB is defined according to ISTH guidelines

2. Net clinical benefit encompasses VTE and major bleedings during hospitalization stay (max 28 days) and during 2 months follow-up from inclusion.  

3a. Adjudicated venous thrombosis other than that defined for the primary outcome, during hospitalization stay (max 28 days) all being confirmed by objective test (ultrasound or CTPA):

3b. Adjudicated symptomatic arterial thrombosis, during hospitalization stay (max 28 days), confirmed by objective test (cerebral MR or CT, CTPA, arterial echography, troponin, EKG…) according to ongoing recommendations:

4. Adjudicated death from all causes during hospitalization stay (max 28 days) and during 2 months follow-up from inclusion.

5. Symptomatic VTE according to predefined subgroups (Cf. 3.2.3)

6. Risk factors for primary outcome: age, gender, cardiovascular risk factors, past medical and surgical history, treatments, clinical and biological parameters collected during inclusion and follow-up visits and indication for transfer in ICU, during hospitalization stay (max 28 days) and during 2 months follow-up from inclusion.


	Design
	The COVIDOSE study is a French academic, multicenter, open, with blind evaluation (PROBE), randomized (1 :1), parallel arm, controlled, trial comparing an increased weight-adjusted prophylactic dose of LMWH to a standard or an intermediate prophylactic dose of LMWH, during the hospitalization length, in patients hospitalized in medical unit or in ICU for COVID19.


	Sample size
	602 patients: 301 patients in each group.

Klok et al. (2) reported recently a cumulative incidence of VTE of 27% in patients with COVID-19 hospitalized for COVID-19 and treated with conventional prophylactic dose of LMWH and a cumulative incidence of death of 13%.
Because statistical analyses will be performed based on competitive risk modeling (which is a time-to-event analysis), the sample size has been calculated according to the two-step procedure described by Latouche et al (6), which takes into account the cumulative incidences of VTE and that of death. If we suppose a relative reduction in the risk of 50% when using an increased weight-adjusted dose of LMWH (subHR=0.50; subHR = subdistribution hazard ratios i.e. HR estimated by competitive risks), for a power of 80% and an alpha risk of 5%, 65 observed events are required. According to the hypotheses described by Klok et al., ΨPlan is estimated at 0.11 (ΨPlan is calculated as follows: (1-c) CMIVTE where c represents censured cases and CMIVTE is the cumulative incidence of VTE). Thus, 295 patients per group are required, i.e. a total of 590. Taking into account proportion of loss to follow-up and exclusion of 2%, 301 per group are required, i.e. a total of 602 patients (11).


	Statistical analyses
	Statistical analyses will be performed by the Unité de Recherche
Clinique, Innovation et Pharmacologie (URCIP),CHU de
Saint-Etienne, in the setting of the network F-CRIN-INNOVTE (INvestigation Network On Venous Thrombo-Embolism).

The statistical analysis will be performed on:
· i- all randomized patients with available data = “complete case” population. 
· ii- according to the intention to treat (ITT) basis. In case of less than 2% of missing data on the analyzed criteria, the ITT will not be performed, the analysis on only “complete case” population will be performed. In case of 2% or more missing data, imputation of missing data will be applied in order to perform the ITT analysis.
The included population will be described overall and by treatment group (i.e., increased dose versus standard dose of LMWH). Qualitative data will be presented as the number and the percentage of patients in each treatment group. Quantitative data will be presented as mean and standard deviation, range, median and inter-quartile range, minimum, maximum in each treatment group.

The primary endpoint is adjudicated symptomatic VTE that occurred between inclusion and the end of hospitalization (max 28 days). The cumulative incidence of VTE and the corresponding 95% confidence interval [CI] will be estimated for each treatment group using a competitive risk modeling based on the Kalbfleisch and Prentice method (because of the expected high proportion of death) (8). Patients will be censured at the date of the hospitalization end (max 28 days).
The effect of an increased weight adjusted dose of LMWH will be estimated by calculating Sub-distribution Hazard Ratio (SubHR) and its 95% CI as compared with lower dose of LMWH. This SubHR will be also determined using competitive risk modeling based on the Fine and Gray method (9). The p-value of this HR will be also reported. Death for reason other than symptomatic VTE will be considered as a concurrent event. 
Survival curves on the occurrence of symptomatic VTE according to study treatment group will be performed. The SubHR and 95%CI will be estimated with adjustment on randomization strata (medical ward / ICU).  
In case of imbalance between groups on confounding factor, an adjusted analysis on the unbalanced covariate will be performed. 
The consistency of the treatment effect on the primary endpoint in predefined subgroups will be verified based on Forest-plot graph.

For secondary endpoint analysis, no p-value will be reported, excepted for safety critera (ie : bleeding and death) and only 95% CI of SubHR will be estimated. Similar statistical methods, that have been presented for the primary endpoint analysis, will be applied for the secondary endpoints.

Competitive risk modeling using Fine and Gray method will be performed in order to identify potential risk factors associated with symptomatic VTE during hospitalization (max 28 days). These modeling will be adjusted on the study treatment group. 
All tests will be two-sided and a p-value of less than 0.05 will be considered to be statistically significant.




2. [bookmark: _Toc105435208][bookmark: _Toc105435354]STUDY DESCRIPTION 
The following elements are provided from the protocol number 2020PI073, version 1.1, as of the date of April the 21th, 2020.
2.1. [bookmark: _Toc105435209][bookmark: _Toc105435355]OBJECTIVES OF THE STUDY

2.1.1. [bookmark: _Toc63672453][bookmark: _Toc105435210][bookmark: _Toc105435356]Primary objective

To compare the efficacy of an increased weight-adjusted prophylactic dose of LMWH to a standard or an intermediate prophylactic dose of LMWH on the risk of symptomatic VTE (No fatal or fatal pulmonary embolism [PE] or deep vein thrombosis of the legs [DVT]), during the hospitalization length, in patients hospitalized in medical unit or in ICU for COVID19.
· The efficacy is evaluated during hospital stay (from inclusion to discharge)
· In case of hospitalization> 28 days, the efficacy will be evaluated between inclusion and day 28 (in order to obtain rapidly a response to this major clinical question: statistical analyses will be feasible after database frozen at the end of the follow-up of the last included patient). This choice is in accordance with OMS ‘COVID-19 Therapeutic Trial Synopsis’ published in February 2020 (5).

2.1.2. [bookmark: _Toc105435211][bookmark: _Toc105435357]Secondary objectives

To compare an increased weight-adjusted dose of LMWH to a standard or an intermediate prophylactic dose of LMWH, during the hospitalization length, in patients hospitalized in medical unit or in ICU for COVID19, on the following outcomes:
1. Bleeding:
1a. Major bleeding (MB).
1b. Clinically relevant No-major bleeding (CRNMB).
2. Net clinical benefit [VTE and MB] during the hospitalization (max 28 days) and during the 2 months following inclusion. 
3. Other thromboses during hospitalization stay (max 28 days):
3a. VTE in locations other than that described in main objective,
3b. Symptomatic arterial thrombosis 
4. Death from all causes during hospitalization stay (max 28 days) and during 2 months follow-up from inclusion.
5- Primary endpoint in different predefined sub-groups (hospitalization setting, creatinine clearance…) during hospitalization stay (max 28 days). 
6- To identify risk factors for primary outcome during hospitalization stay (max 28 days) and during 2 months follow-up from inclusion.
2. [bookmark: _Toc63672455][bookmark: _Toc105435212][bookmark: _Toc105435358]EXPERIMENTAL PLAN

The COVIDOSE study is a French academic, multicenter, open, with blind evaluation (PROBE), randomized (1 :1), parallel arm, controlled, trial comparing an increased weight-adjusted prophylactic dose of LMWH to a standard or an intermediate prophylactic dose of LMWH, during the hospitalization length, in patients hospitalized in medical unit or in ICU for COVID19.
2.3. [bookmark: _Toc105435213][bookmark: _Toc105435359]TREATMENT GROUPS

Experimental arm LMWH regimen:  increased weight-adjusted dose of LMWH:

	creatinine clearance*
	weight
	increased weight-adjusted dose

	> 30
	< 50 kg
	4000 UI (0.4 mL) 2x/d

	
	50 à < 70 kg
	5000 UI (0.5 mL) 2x/d

	
	70 à < 100 kg
	6000 UI (0.6 mL) 2x/d

	
	≥ 100 kg
	7000 UI (0.7 mL) 2x/d

	15 à 30
	all weight
	3000 UI (0.3 mL) 2x/d



Control arm LMWH regimen: lower LMWH dose:

	creatinine clearance*
	Standard doses:
medical ward
	intermediate doses:
ICU

	> 50
	4000 UI (0.4 mL) 1x/d
	4000 UI (0.4 mL) 2x/d

	30 à 50
	
	

	15 à 30
	2000 UI (0.2 mL) 1x/d
	2000 UI (0.2 mL) 2x/d


* Cockcroft et Gault formula
2.4. [bookmark: _Toc105435214][bookmark: _Toc105435360]RANDOMIZATION PROCEDURE

All patients meeting the inclusion and Noe of the exclusion criteria are eligible for randomization. They will be randomized 1:1 to one of two treatment groups. Randomization will be centralized and take place using a web-based interface. The method of sequence generation will be a computerized random number generator using SAS software. Randomization list will be centralized via EnnovClinical software. Randomization sequence will be stratified by hospitalization setting (medical ward versus ICU) and center. 
2.5. [bookmark: _Toc105435215][bookmark: _Toc105435361]ENDPOINTS

2.5.1. [bookmark: _Toc105435216][bookmark: _Toc105435362]Primary endpoint

Occurrence of an adjudicated symptomatic VTE during hospital stay (max 28 day). VTE encompasses symptomatic leg DVT or symptomatic PE (with or without associated DVT) diagnosed on objective, standardized and validated criteria.

· Adjudicated symptomatic DVT of the legs:
Leg B-mode ultrasound: No-compressibility of a distal or a proximal vein, or
CTPA: presence of a constant intraluminal filling defect in a distal or a proximal vein 

· Adjudicated symptomatic PE:
PE is diagnosed on the basis of a clinical suspicion of acute PE and the followings:
· Ventilation perfusion lung scan (V/Q scan): high probability scan according to PIOPED criteria (at least 2 segmental perfusion defects with a normal ventilation) associated with a high pretest probability, or 
· A proximal DVT associated with low or intermediate PIOPED probability on V/Q scan, or 
· Spiral CT scan: a constant intraluminal defect of a segmental or more proximal pulmonary artery, or
· Pulmonary angiography: a constant intraluminal filling defect or sudden cut-off of a pulmonary artery > 2.5 mm in diameter. 
· Right ventricular dysfunction on Transthoracic echocardiography (TTE) in patients where CTPA was not feasible (2019 ESC guidelines)
or
· Adjudicated death which could not explained by cause other than PE. 

It is a composite endpoint combining clinical and survival parameters as recommended by OMS (5).
All primary endpoints will be adjudicated blinded from study treatment allocation by an independent clinical events committee.

2.5.2. [bookmark: _Toc105435217][bookmark: _Toc105435363]Secondary endpoints

1a. Adjudicated major bleeding (MB), during hospital stay (max 28 day), is defined by the criteria of the International Society of Thrombosis and Haemostasis. 
Major bleeding is defined as acute, clinically overt (i.e., directly observable), bleeding associated with:
· a reduction in haemoglobin of at least 2 g/dL within 48 hours of an overt bleeding event, or 
· a transfusion of at least 2 units of whole blood or packed red blood cells, or
· a bleeding in critical area; e.g., intraocular, intracranial, intraspinal, intramuscular with compartment syndrome, retroperitoneal, intra-articular, pericardial, or 
· a fatal outcome.

1b. Composite of adjudicated major Bleeding and adjudicated Clinically relevant No major bleeding (CRNMB) during hospital stay (max 28 day). 
CRNMB is defined as overt bleeding not meeting the criteria for major bleeding but associated with:
- medical intervention, unscheduled contact (visit or telephone call) with a physician, 
- (temporary/permanent) cessation of study treatment, 
or associated with discomfort for the patient such as pain or impairment of activities of daily life. 
Some examples of clinically significant bleeding are given below:
· Epistaxis that lasts more than five minutes or recurrent or necessitates packing,
· Spontaneous macroscopic haematuria or haematuria lasting more than 24 hours after instrumentation,
· Gastrointestinal haemorrhage (melena or rectorrhagia),
· Haemoptysis,
· Subcutaneous haematoma >100 cm² if provoked or >25 if spontaneous
· Intramuscular haematoma
· Other location (No-major)

2. Net clinical benefit encompasses VTE and major bleedings during hospitalization stay (max 28 days) and during 2 months follow-up from inclusion.  

3a. Adjudicated venous thrombosis other than that defined for the primary outcome, during hospitalization stay (max 28 days): in location other than legs or No-deep vein thrombosis, all being confirmed by objective test (ultrasound or CTPA):
· Superficial vein thrombosis, and/or
· Venous central catheter thrombosis (venous catheter/PiCC-line/Midline), and/or
· Dialysis circuit thrombosis (diagnosed after circuit dysfunction) when renal dialysis is required for acute renal failure, and/or
· Thrombosis of extracorporeal membrane oxygenation (ECMO) circuit (diagnosed after circuit dysfunction) and/or
· DVT in location other than legs (upper limb, splanchnic, cerebral thrombophlebitis …).
All these thromboses should be confirmed by objective testing based on ongoing recommendations.

3b. Adjudicated symptomatic arterial thrombosis, during hospitalization stay (max 28 days), confirmed by objective test (cerebral MR or CT, CTPA, arterial echography, troponin, EKG…) according to ongoing recommendations:
· Ischemic stroke, and/or
· STEMI/NSTEMI, and/or   
· Mesenteric ischemic, and/or 
· Arterial thrombosis of other site (splanchnic, peripheral arteries…)

4.Adjudicated death from all causes during hospitalization stay (max 28 days) and during 2 months follow-up from inclusion.

5. Symptomatic VTE according to predefined subgroups (Cf. 3.2.3)

6. Risk factors for primary outcome: age, gender, cardiovascular risk factors, past medical and surgical history, treatments, clinical and biological parameters collected during inclusion and follow-up visits and indication for transfer in ICU, during hospitalization stay (max 28 days) and during 2 months follow-up from inclusion.

All secondary endpoints will be adjudicated blinded from study treatment allocation by an independent clinical events committee.
2. [bookmark: _Toc63672466][bookmark: _Toc105435218][bookmark: _Toc105435364]STUDY FLOW
[image: C:\Users\u996323\AppData\Local\Microsoft\Windows\INetCache\Content.Word\Design COVI-DOSE.tif]

Duration of participation for one patient: maximum 2 months. 
2.7. [bookmark: _Toc105435219][bookmark: _Toc105435365]DETERMINATION OF SAMPLE SIZE

Klok et al. (2) reported recently a cumulative incidence of VTE of 27% in patients with COVID-19 hospitalized for COVID-19 annd treated with conventional prophylactic dose of LMWH and a cumulative incidence of death of 13%.
Because statistical analyses will be performed based on competitive risk modeling (which is a time-to-event analysis), the sample size has been calculated according to the two-step procedure described by Latouche et al (6), which takes into account the cumulative incidences of VTE and that of death. If we suppose a relative reduction in the risk of 50% when using an increased weight-adjusted dose of LMWH (subHR=0.50; subHR=sub-distribution hazard ratios i.e. HR estimated by competitive risks), for a power of 80% and an alpha risk of 5%, 65 observed events are required. According to the hypotheses described by Klok et al., ΨPlan is estimated at 0.11 (ΨPlan is calculated as follows: (1-c) CMIVTE where c represents censured cases and CMIVTE is the cumulative incidence of VTE). Thus, 295 patients per group are required, i.e. a total of 590. Taking into account proportion of loss to follow-up and exclusion of 2%, 301 per group are required, i.e. a total of 602 patients (11).

[bookmark: _GoBack]Update of the sample size (February 2021): In early 2021, due to published data confirming the lower incidence of thrombosis during the course of COVID-19, we carried out a futility analysis – by simulation – without an interim analysis comparing the two groups in order to preserve the overall type 1 error level at 5%. The initial number of required observed events was 65. The percentage of VTE calculated in February 2021 was potentially 16/542 VTE (2.95%) pending adjudicated cases. Although it was true that to reach 65 events it was necessary to include 2,000 patients, simulations confirmed that with 1000 patients we were able to show a significant difference even with a lower number of VTE. For example, with 29 VTE and assuming a relative risk reduction of 50-55% – which corresponds on average to what was already observed in published retrospective studies at that time – we could identify a significant difference between the 2 groups. Also, we decided not to pursue up to 65 events by including 2000 patients for the following reasons:
- If the expected treatment effect exists, according to the simulations, it may be shown before observing 65 events,
- Even if the study was negative, we were more comfortable carrying this information with 1000 patients than with 600 patients,
- Recruitment would require the inclusion of 2,000 patients with a schedule that will be slower with vaccination; and the COVID epidemic was, fortunately, subsiding,
- An international collaborative prospective meta-analysis on behalf of the RAPID group of the WHO is underway and we have already been asked to share the data as soon as recruitment was complete. This scientific committee considered that a study with 1000 patients was more useful by being integrated into a large meta-analysis of individual randomised trial data than the same study alone with 2000 patients.
3. [bookmark: _Toc105435220][bookmark: _Toc105435366]STATISTICAL METHODS
3.1. [bookmark: _Toc105435221][bookmark: _Toc105435367]ANALYSIS POPULATION 

The statistical analysis will be performed on:
· i- all randomized patients with available data = “complete case” population. The statistical analysis will be subsequently performed on available data. The denominator (number of evaluable patients) could be variable according to criteria, the maximal denominator being the number of randomized patients.
· ii- according to the intention to treat (ITT) basis. In case of less than 2% of missing data on the analyzed criteria, the ITT will not be performed, the analysis on only “complete case” population will be performed. In case of 2% or more missing data, imputation of missing data will be applied in order to perform the ITT analysis.

A sensitivity analysis will be performed on the modified intention-to-treat population (as-treated population), which comprises all randomized patients having received at least one dose of study drug, if the percentage of patients not treated at all was greater than 5%.

Only patients having expressed opposition for using their own data will be excluded from analysis.
3. [bookmark: _Toc105435222][bookmark: _Toc105435368][bookmark: _Toc63672470]ANALYSIS STRATEGY 

3.2.1. [bookmark: _Toc105435223][bookmark: _Toc105435369]Interim analysis

No interim analysis is planned in the protocol.

3.2.2. [bookmark: _Toc105435224][bookmark: _Toc105435370]Safety analysis

An independent Data Monitoring Committee (iDMC) will monitor the patients’ safety during the study and give recommendations to the steering committee and sponsor. This committee is composed of 3 expert members that are independent from sponsor and steering committee. This committee has the responsibility to provide the steering committee with recommendations related to the protection of the patients’ safety, including stopping recruitment and study treatment. 
For that purpose, during the study, the iDMC will regularly review all incidences of SAEs, unadjudicated and adjudicated thrombosis and bleeding in each treatment group. A-priori agreed guidelines to assess the patients’ safety as well as, stopping rules, organizational aspects, responsibilities, and processes will be described in the iDMC charter for this trial.
No recommendation will be made on futility or on efficacy of treatment.

The decision to stop recruitment and/or treatment could be made by the steering committee based on safety analysis provided by the iDMC. IRB will be informed. 

3.2.3. [bookmark: _Toc105435225][bookmark: _Toc105435371]Sub-groups analyses

Only a forest plot will be presented to verify the consistency of the treatment effect on the primary endpoint across pre-specified sets of subgroups: 
: hospital setting at inclusion (medical ward versus ICU), creatinine clearance (≥15 to ≤30 mL/min versus >30 mL/min) and COVID diagnosis (confirmed versus probable).
3.3. [bookmark: _Toc105435226][bookmark: _Toc105435372]MISSING OR INCOMPLETE DATA MANAGEMENT

If the rate of missing data is 2% or more, an imputation of missing data will be performed for ITT analysis. A multiple imputation method will be used. If there are 15% or more missing data, no statistical analysis will be performed. 

µAll data coded at « NSP », « Not known », « ND », « NA » or « NF » will be considered as missing. 

In case of missing date (day or month), the following convention will be used to calculate the duration:
· When day is missing: day will be replaced by 15
· When month is missing: month is replaced by 6.
3.4. [bookmark: _Toc105435227][bookmark: _Toc105435373]STATISTICAL METHODS

The database will be frozen before carrying out statistical analyses. 

3.4.1. [bookmark: _Toc512589609][bookmark: _Toc105435228][bookmark: _Toc105435374]Description of study population at inclusion

The included population will be described overall and by treatment group (ie, increased dose versus standard dose of LMWH) using the following methods: 
· Quantitative data: number of available data, mean, standard deviation, median, 1st and 3rd quartile (Q1 and Q3), minimum and maximum.
· Qualitative data: absolute and relative frequencies (expressed as %).

The absence of imbalance between groups will be verified (demographic variables and concomitant treatments, including treatments from other clinical trial in which the patient could participate. No test will be performed, the difference being evaluated clinically.

3.4.2. [bookmark: _Toc105435229][bookmark: _Toc105435375]Analysis of the primary objective

The primary endpoint is adjudicated symptomatic VTE that occurred between inclusion and the end of hospitalization (max 28 days). The cumulative incidence of VTE and the corresponding 95% confidence interval [CI] will be estimated for each treatment group using a competitive risk modeling based on the Kalbfleisch and Prentice method (taking into account of the expected high proportion of death) (8). Patients will be censured at the date of the hospitalization end (max 28 days).
The effect of an increased weight adjusted dose of LMWH will be estimated by calculating sub-distribution Hazard Ratio (SubHR) and its 95% CI as compared with lower dose of LMWH. This SubHR will be also determined using competitive risk modeling based on the Fine and Gray method (9). The p-value of this SubHR will be also reported. If a patient has more than one symptomatic VTE, the first one will be considered. The following patients will be censured: 
· patients loss to follow-up or who stopped the study treatment prematurely for another reason than the occurrence of symptomatic VTE or death at the end of hospitalization or maximum 28 days;
· patients who did not develop symptomatic VTE during hospitalization (maximum 28 days).

Death for reason other than symptomatic VTE will be considered as a competing event. 

Survival curves on the occurrence of symptomatic VTE according to study treatment group will be performed. The SubHR and its 95%CI will be estimated according to the strata of randomization (medical ward / ICU).  

In case of imbalance between groups at inclusion, an adjusted analysis on the unbalanced covariate will be performed for the primary endpoint. 

3.4.3. [bookmark: _Toc105435230][bookmark: _Toc105435376]Analysis of secondary objectives

For secondary endpoint analysis, no p-value will be reported, excepted for safety criteria (i.e.: bleeding and death) and only 95% CI of SubHR will be estimated.

Similar statistical methods, that have been presented for the primary endpoint analysis, will be applied for the following secondary endpoints:
· Major bleeding
· Major bleeding and CRNMB
· Net clinical benefit (symptomatic VTE and/or Major bleeding)
· Venous thromboses other than that defined for the primary endpoint
· Symptomatic arterial thrombosis.

In order to evaluate the study treatment effect on VTE occurrence according to hospital setting (medical ward/ICU) and renal function, a forest plot presenting SubHR of these subgroups will be performed. These SubHR will be calculated with the same method presented for the primary endpoint.

The incidence of death will be estimated by survival method. Cumulative incidences and 95% CI will be calculated using Kaplan-Meier method and survival curves between the two tretament groups will be performed. A log-rank test will be performed between allocated groups and Hazard Ratio and its 95%CI will be calculated based on Cox model.

Competitive risk modeling using Fine and Gray method will be performed in order to identify potential risk factors associated with symptomatic VTE during hospitalization (max 28 days). These modeling will be adjusted on the study treatment group. 
In a first step, bivariate analyses will be performed. The Sub-distribution Hazard Ratio (SubHR) and its 95%CI will be estimated. The following factors will be tested: age, gender, cardio-vascular risk factors, past medical and surgical history, concomitant treatment, clinical and biological characteristics.
In a second step, all variable with a p-value <0.20 in bivariate analysis will be then selected for the multivariable model. Correlations between selected variables for multivariable model will be verified beforehand: if some variables are correlated, the choice of the variable that has to be finally selected for the multivariable model will be performed based on: (i) the clinical relevance; or (ii) based on the c of Wolbers (10) on the models build with one or other of the variables. Factors will be considered as associated with symptomatic VTE during hospitalization for a p-value <0.05.
3.5. [bookmark: _Toc105435231][bookmark: _Toc105435377]LEVEL OF STATISTICAL SIGNIFICANCE

For the analysis comparing the two treatment groups, a two-sided alpha level of 5% will be considered as statistically significant.
3.6. [bookmark: _Toc105435232][bookmark: _Toc105435378]STATISTICAL SOFTWARE

Statistical analyses will be performed using SAS software (SAS-Windows® version 9.4 on computer PC). Graphs will be performed using R® software version 4.0.2 on computer.
4. [bookmark: _Toc105435233][bookmark: _Toc105435379]BLIND REVIEW AND DATA FREEZING
A blind review may be organized after completion of database management, if necessary. The blind review will be organized by the center of coordination and data treatment. If the blind review is required, the database will be frozen after decisions made during blind review. If not, database freezing will be made by the statistician, withthe agreement of the principal investigator of the trial.
5. [bookmark: _Toc105435234][bookmark: _Toc105435380]CONVENTIONS - GENERATION OF VARIABLES
5.1. [bookmark: _Toc105435235][bookmark: _Toc105435381]GENERAL CONVENTIONS 

The reference date for the duration calculations  will be the randomization date (reported in the randomization form). The durations, reported in number of days, will be respectively calculated as follows: date of the end – date of the start + 1.

5.2. [bookmark: _Toc105435236][bookmark: _Toc105435382]GENERATION OF VARIABLES NEEDED FOR POPULATION DESCRIPTION

	Label of the variable
	Table
	Unit
	Formula

	Age
	4
	years
	

	BMI
	4
	kg/m²
	

	
	
	men
	women

	Clearance of creatinine with Cockcroft and Gault 
	11
	ml/min
	 
	 



5.3. [bookmark: _Toc63672485][bookmark: _Toc105435237][bookmark: _Toc105435383]OBSERVATION TIME CALCULATIONS

	Label of the variable
	

	Follow-up duration (in days)
	Formula
	Date of last news
	-
	Date of randomization date + 1

	
	Form
	
	
	 Randomization

	
	Variable
	
	
	Date of randomization

	The date of last news is:
· The date of adjudicated death if patient is dead (date in adjudication death form), 
· The date of study end if the patient prematurely study (variable “date of premature study end” in the form “attestation of study end”) 
· Or the date of the last available visit (end of hospitalization or phone call). 

	Duration of study treatment (in days) 
	Formula
	Date of last dose
	-
	Date of 1st dose + 1

	
	Form
	Administration of study treatment 
	
	Administration of study treatment

	
	Variable
	Date study treatment end
	
	Date of study treatment start

	Delay of transfer (in days) 
	Formula
	Date of transfer
	-
	Date of hospitalization start + 1

	
	Form
	Hospitalization*
	
	 Randomization

	
	Variable
	Date of transfer
	
	Date de randomization

	Hospitalization duration (in days)
	Formula
	Date of hospitalization end
	-
	Date hospitalization start + 1

	
	Form
	Hospitalization*
	
	 Randomization

	
	Variable
	Date of discharge
	
	Date of randomization


* Hospitalisation form in end of hospitalization/D28 form or in phone call form.

A patient will be considered as being at the end of hospitalization or followed up at least 28 days (table 2) if the date of the end of hospitalization is available in the “hospitalization end” form or if the follow-up duration of the patient is ≥ 28 days. A patient will be considered as followed-up at least 2 months (table 2) if the follow-up duration is ≥ 53 days (60 days ± 7 days, in accordance with the protocol).
5.4. [bookmark: _Toc105435238][bookmark: _Toc105435384]GENERATION OF VARIABLES FOR ENDPOINTS 

5.4.1. [bookmark: _Toc105435239][bookmark: _Toc105435385]Primary endpoint

The primary endpoint is symptomatic VTE during hospitalization or maximum day 28 if the patients is still hospitalized at day 28.

The patient will be considered as having symptomatic VTE (generated « yes ») if the adjudication committee confirmed one of the following events:
· PE, fatal or not 
· DVT of lower limbs 
· Death which could not explained by cause other than PE
· .

The Data for symptomatic VTE are notified in the following forms:
· Adjudication symptomatic VTE or arterial thrombosis
· Adjudication death.

Only events occurring during hospitalization (if the patient is not still hospitalized at day 28), or until day 28 (if the patient is still hospitalized at day 28) will be considered. If a patient presents more than one event, only the first will be considered and the date of this first event will be considered to calculate the delay of occurrence. The occurrence delay will be calculated in days: VTE date – date of randomization +1.

The symptomatic VTE variable will be generated with « NO » if:
· The event is not confirmed by adjudication committee
· or the event occurred after the end of hospitalization or after day 28 
· or if the patient doesn’t have event notified in the  endpoint form during the follow-up and if the patient is followed up at least 28 days or during the entire hospitalization period

In other cases, patients will be censored at their last available follow-up.

5.4.2. [bookmark: _Toc105435240][bookmark: _Toc105435386]Secondary endpoints

1a) Major bleeding during hospitalization (max 28 days):

The data for major bleeding are notified in the “adjudication of bleeding” and “adjudication of death” forms. 

The patient will be considered as having major bleeding (generated with « yes ») if the adjudication committee confirmed one of the following events:
· A major bleeding
· Death caused by MB.

Similarly, to primary endpoint, only events occurring during hospitalization (if the patient is not still hospitalized at day 28), or until day 28 (if the patient is still hospitalized at day 28) will be considered. If a patient presents more than one event, only the first will be considered and the date of this first event will be considered to calculate the delay of occurrence. The occurrence delay will be calculated in days: event date – date of randomization +1.

1b) MB and CRNMB during hospitalization (max 28 days):

This variable will be generated similarly to MB, excepted that events confirmed by the adjudication committee as clinically relevant No major bleeding will also be considered. This is a composite endpoint. The patient is considered as having MB or CRNMB (generated with « yes ») if the adjudication committee confirmed one of the following events:
· MB
· CRNMB.

2) Net clinical benefit during hospitalization (max 28 days) and at 2 months:

This a composite endpoint including symptomatic VTE and major bleedings. The variable « net clinical benefit » will be generated with « YES » if major bleeding or symptomatic VTE are confirmed by adjudication committee (see above). It will be generated with « NO » if the both are generated « NO ».
In the other cases, the net clinical benefit will be considered as missing.

This variable will be generated considering:
· First, events occurring during hospitalization or maximum day 28 if the patient is still hospitalized at day 28
· and Second, events at 2 months. 

3a) Venous thromboses of other sites during hospitalization (max 28 days):

The data for venous thromboses are notified in the  « adjudication of symptomatic venous thrombotic event or arterial event » form. 

A patient will be considered as having at least one venous thrombosis of other site if adjudication committee confirms: 
· Superficial vein thrombosis, 
· Venous central catheter thrombosis (venous catheter/PiCC-line/Midline), 
· Dialysis circuit thrombosis (diagnosed after circuit dysfunction) when renal dialysis is required for acute renal failure, 
· Thrombosis of extracorporeal membrane oxygenation (ECMO) circuit (diagnosed after circuit dysfunction) 
· DVT in location other than legs (upper limb, splanchnic, cerebral thrombophlebitis …).

Similarly, to primary endpoint, only events occurring during hospitalization (if the patient is not still hospitalized at day 28), or until day 28 (if the patient is still hospitalized at day 28) will be considered. If a patient presents more than one event, only the first will be considered and the date of this first event will be considered to calculate the delay of occurrence. The occurrence delay will be calculated in days: event date – date of randomization +1.

3b) Symptomatic arterial thrombosis during hospitalization (max 28 days):

The generation of the “Symptomatic arterial thrombosis” variable will be similar to that of venous thromboses in other sites, excepted that a patient will be considered as having at least one arterial thrombosis if adjudication committee confirms: 
· Ischemic stroke, and/or
· STEMI/NSTEMI, and/or   
· Mesenteric ischemic, and/or 
Arterial thrombosis of other site (splanchnic, peripheral arteries…).

Death where the adjudicated cause is stroke or myocardial infarction of the above will be accounted.

4) Death during hospitalization (max 28 days) and at 2 months:

The data for death are notified in the “adjudication of death” form. When a date of death is reported in this form, the patient will be considered as dead. The delay of death occurrence will be calculated as follows: date of death – date of randomization + 1.
Regarding death during hospitalization (max 28 days), only events occurring during hospitalization (if the patient is not still hospitalized at day 28), or until day 28 (if the patient is still hospitalized at day 28) will be considered. For death variable at 2 months, only deaths occurring at 2 months or before will be considered, i.e. 67 days (60 + 7 days). If the patient performed all the study follow-up or have been followed up at least 2 months and there was no reported date of death, the generated variable will be “NO”. In all other cases, the death variable will be considered as missing.
6. [bookmark: _Toc105435241][bookmark: _Toc105435387]READING MODEL OF RESULT TABLES 
The tables presented in this statistical analysis plan are all in the same format. Below is a reading model for a quantitative criterion (age for example) and a qualitative criterion (past medical history for example).

	
	Total
(N=XXX)
	reading

	Age (years)
	N
	XXX
	Number of available data on age

	
	missing
	XX
	Number of missing data on age 

	
	mean (ST) 
	XX.X (XX.X)
	Mean and Standard deviation of age

	
	Median
	XX.X
	Median of age

	
	Q1 : Q3
	XX.X : XX.X
	Range interquartile (50% of central population)

	
	Min : Max
	XX.X : XX.X 
	  Minimal and maximal observed values on age 

	
	> 65 years
	XXX (XX.X%)
	Number and % of patients aged > 65 years

	Past medical history
	N
	XXX
	Number of available data on past medical history 

	
	Yes
	XXX (XX.X%)
	Number and % of patients with past medical history


7. [bookmark: _Toc105435242][bookmark: _Toc105435388]RESULTS: INVENTORY
[bookmark: _Toc532568934][bookmark: _Toc13140998][bookmark: _Toc73280279]TABLE 1 – Enrolment Summary
Form: randomization
	[bookmark: IDX]
	ADJUSTED DOSE
(N=XXX)
	LOWER DOSE
(N=XXX)
	ALL

	Total number of patients randomized
	XXX
	XXX
	XXX

	Date of first randomization
	XX/XX/XXXX
	XX/XX/XXXX
	XX/XX/XXXX

	Date of last randomization
	XX/XX/XXXX
	XX/XX/XXXX
	XX/XX/XXXX

	 Nancy
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Metz-Thionville
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Strasbourg
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Colmar
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Mulhouse
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Dijon
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Besançon
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Brest
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Marseille
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Saint-Etienne
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 HEGP – AP-HP
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Montpellier
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Toulouse
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Amiens Picardie
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Hôpitaux privés de Metz
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Lille
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Lariboisière
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Stratification
	
	
	

	Hospitalization setting
	N
	XXX
	XXX
	XXX

	at inclusion
	Medical ward
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	ICU
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)



[bookmark: _Toc532568935][bookmark: _Toc13140999][bookmark: _Toc73280280]TABLE 2 –Patients follow-up
Form : randomization, fin d’hospitalisation, appel téléphonique, attestation de fin d’étude
	
	ADJUSTED DOSE
(N=XXX)
	LOWER 
DOSE
(N=XXX)
	ALL
(N=XXX)

	Randomization
	XXX/ XXX(XX.X%)
	XXX/ XXX(XX.X%)
	XXX/ XXX(XX.X%)

	End of hospitalization or follow-up at least 28 days
	XXX/ XXX(XX.X%)
	XXX/ XXX(XX.X%)
	XXX/ XXX(XX.X%)

	follow-up at least 2 months
	XXX/ XXX(XX.X%)
	XXX/ XXX(XX.X%)
	XXX/ XXX(XX.X%)

	Follow-up duration (in days)
	N
	XXX
	XXX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	Premature end of study
	N
	XXX
	XXX
	XXX

	
	No
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Reasons of premature end :
	
	
	

	 AE
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Consent withdraw
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Decision of investigator
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Protocol violation
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Death
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Lost to follow-up
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Other
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)



[bookmark: _Toc532568936][bookmark: _Toc13141000]

[bookmark: _Toc73280281]TABLE 3 – Wrong inclusions 
Form : randomization, critères d’inclusion, critères de No-inclusion
	
	ADJUSTED DOSE
(N=XXX)
	LOWER 
DOSE
(N=XXX)
	ALL
(N=XXX)

	Wrongly included patient
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Criteria not metNo:
	
	
	

	 Adult patients
	N
	XXX
	XXX
	XXX

	
	No
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Consent given
	N
	XXX
	XXX
	XXX

	
	No
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Hospitalized with SARS-CoV-2 infection
	N
	XXX
	XXX
	XXX

	 Probable or confirmed
	No
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 SARS-CoV-2 infection confirmed
	N
	XXX
	XXX
	XXX

	
	No
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 End-stage renal failure
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Acute renal failure KDIGO 3
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 LMWH prophylaxis + de 3 days before 
	N
	XXX
	XXX
	XXX

	 inclusion
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Curative anticoagulant for more than 24h 
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Iterative catheter thrombosis or 
	N
	XXX
	XXX
	XXX

	extra-renal purification filter
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	ECMO to be started within 24 hours
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Contraindication to LMWH treatment
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 High risk of bleeding
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 History of HIT
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Contraindication to blood products
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	  Impossible to perform an ultrasound doppler of 
	N
	XXX
	XXX
	XXX

	 the veins of lower limbs
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Death expected within 48 hours
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Persons referred to in articlesL. 1121-5, L. 
	N
	XXX
	XXX
	XXX

	 1121-7 and L1121-8 of the Public Health Code
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)



[bookmark: _Toc73280282]FIGURE 1 – Calendar of inclusions




[bookmark: _Toc532568937][bookmark: _Toc13141001][bookmark: _Toc73280283]FIGURE 2 – Flow chart




[bookmark: _Toc532568938][bookmark: _Toc13141002][bookmark: _Toc73280284]TABLE 4 –Study treatment

Form : randomization, administration du traitement à l’étude, attestation de fin d’étude
	
	ADJUSTED DOSE
(N=XXX)
	LOWER 
DOSE
(N=XXX)
	ALL
(N=XXX)

	Duration of study treatment 
	N
	XXX
	XXX
	XXX

	(in days)
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	LMWH type
	N
	XXX
	XXX
	XXX

	
	Enoxaparine
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	Innohep
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	Fragmine
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	Fraxiparine
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Posology
	N
	XXX
	XXX
	XXX

	
	2000 UI 1/jr 
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	2000 UI 2/jr
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	3000 UI 2/jr
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	4000 UI 1/jr
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	4000 UI 2/jr
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	5000 UI 2/jr
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	6000 UI 2/jr
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	7000 UI 2/jr
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Premature discontinuation of treatment
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)



[bookmark: _Toc73280285]LISTING 1 – Listing of the causes of premature study treatment discontinuation 


8. [bookmark: _Toc105435243][bookmark: _Toc105435389]DESCRIPTION OF INCLUDED POPULATION AND COMPARABILITY OF TREATMENT GROUPS 
[bookmark: _Toc73280286]TABLE 5 – Patients characteristics at inclusion 
 Form : renseignements patient 
	
	ADJUSTED DOSE
(N=XXX)
	LOWER 
DOSE
(N=XXX)
	ALL
(N=XXX)

	Age (in years)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	> 75 years
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Gender
	N
	XXX
	XXX
	XXX

	
	Male
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	Female
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Weight (in Kg)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	Height (in cm)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	BMI (in Kg/m²)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	BMI ≥ 30 kg/m²
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)



[bookmark: _Toc73280287]TABLE 6 – Comorbidities
Form : comorbidités 
	
	ADJUSTED DOSE
(N=XXX)
	LOWER 
DOSE
(N=XXX)
	ALL
(N=XXX)

	Treated asthma
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Cancer
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Cancer location
	N
	XXX
	XXX
	XXX

	
	Solid
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	Hematologic malignancy
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Stage
	N
	XXX
	XXX
	XXX

	
	Active
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	Cured
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Chemotherapy, if active cancer 
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Chronic renal failure
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 MRC stage
	N
	XXX
	XXX
	XXX

	
	1
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 
	2
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	3
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	4
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	5
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Stroke
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Type of stroke
	N
	XXX
	XXX
	XXX

	
	Hemorrhagic *
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	Ischemic
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Treated coronary artery disease
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Treated obliterative arteriopathy of 
	N
	XXX
	XXX
	XXX

	lower limbs
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Obstructive sleep apnea syndrome
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Patient appareillé
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Chronic respiratory insufficiency 
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Chronic cardiac insufficiency
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Cirrhosis at least Child Pugh stage B
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Splénectomy
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Known autoimmune disease
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Lupus
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Scleroderma
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Rheumatoid arthritis
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Other
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Immunodepression
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 HIV
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Organ transplantation or solid organ 
	N
	XXX
	XXX
	XXX

	or haematopoietic stem cells grafting
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Major burns >60% of skin surface
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Neutropenia with PNN < 500 mm3 
	N
	XXX
	XXX
	XXX

	for > 2 weeks or < 100/mm3 for any duration
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Severe constitutional 
	N
	XXX
	XXX
	XXX

	 immunodeficiency
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Other
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)


* more than 7 days old

[bookmark: _Toc73280288]TABLE 7 – Previous VTE
Form : comorbidités
	
	ADJUSTED DOSE
(N=XXX)
	LOWER 
DOSE
(N=XXX)
	ALL
(N=XXX)

	History of VTE
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Family history of VTE in the first degree 
	N
	XXX
	XXX
	XXX

	   (parents or siblingsor children)
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Personal history of VTE
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	   Pulmonary embolism ± DVT 
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	     Major transient risk factor
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Surgery with GA over 30 min in 
	N
	XXX
	XXX
	XXX

	 the last 3 months
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Lower limb fracture in the last 
	N
	XXX
	XXX
	XXX

	 3 months
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Immobilisation of more than 3 days for acute
	N
	XXX
	XXX
	XXX

	 medical reasons in the last 3 months
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Hormonal context*
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	     Persistent major risk factor
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Active cancer 
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Antiphospholipid syndrome
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	   IsolatedDeep Vein Thrombosis(DVT) 
	N
	XXX
	XXX
	XXX

	  
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	     Location
	N
	XXX
	XXX
	XXX

	
	Proximal
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	Distal
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	     Major transient risk factor
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Surgery with GA over 30 min in 
	N
	XXX
	XXX
	XXX

	 the last 3 months
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Lower limb fracture in the last 
	N
	XXX
	XXX
	XXX

	 3 months
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Immobilisation of more than 3 days for acute
	N
	XXX
	XXX
	XXX

	 medical reasons in the last 3 months
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Hormonal context*
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	     Persistent major risk factor
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Active cancer 
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Antiphospholipid syndrome
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Isolated superficial vein thrombosis 
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)


* pregnancy, postpartum, contraception containing estrogen, menopausal hormone therapy

[bookmark: _Toc73280289]TABLE 8– Risk factors present at inclusion
Docket : facteurs de risque présents à l’inclusion
	
	ADJUSTED DOSE
(N=XXX)
	LOWER 
DOSE
(N=XXX)
	ALL
(N=XXX)

	Tobacco use
	N
	XXX
	XXX
	XXX

	  
	Active
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	Weaned
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	Never
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Diabetes
	N
	XXX
	XXX
	XXX

	 
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Type
	N
	XXX
	XXX
	XXX

	
	Type 1
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	Type 2
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Treated
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Hypercholesterolemia
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Treated
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	High blood pressure
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Treated
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Prolonged bed rest of more than 3 days for acute
	N
	XXX
	XXX
	XXX

	medical reason in the last 3 months
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Recent surgery with GA of more than 30 min
	N
	XXX
	XXX
	XXX

	in the last 3 months
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Lower limbs fracture in the last 3 months 
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Post-partum
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)
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Form : comorbidités, facteurs de risque présents à l’inclusion
	
	ADJUSTED DOSE
(N=XXX)
	LOWER 
DOSE
(N=XXX)
	ALL
(N=XXX)

	Number of comorbidities
	N
	XXX
	XX
	XXX

	  
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	 
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	1
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	2
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	3
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	≥ 4
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)
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Form : traitement à l’inclusion
	
	ADJUSTED DOSE
(N=XXX)
	LOWER 
DOSE
(N=XXX)
	ALL
(N=XXX)

	Anti-aggregant
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Type of Anti-aggregant
	N
	XXX
	XXX
	XXX

	
	Monotherapy
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	Bitherapy
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Conversion enzyme inhibitor
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Angiotensin 2 receptor antagonist
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Statin
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Hydroxychloroquine
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Corticosteroids > 10 mg/day
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Estrogen-progestin oral contraception
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Hormonal menopause treatment
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)
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Form : covid-19
	
	ADJUSTED DOSE
(N=XXX)
	LOWER 
DOSE
(N=XXX)
	ALL
(N=XXX)

	Duration of respiratory symptoms before
	N
	XXX
	XX
	XXX

	admission (in days)
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	Diagnostic
	N
	XXX
	XXX
	XXX

	
	PCR
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	Serology
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	Clinico-bio-radiological
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Symptoms : 
	
	
	
	

	Cough
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Hemoptysis
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Expectorations
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Dyspnea
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 If yes, MRC stage
	N
	XXX
	XXX
	XXX

	
	0
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	1
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	2
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	3
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	4
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	5
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Chest pain
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Unilateral edema of a lower limb
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Unilateral lower limb pain
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Acrosyndrome / Frostbite
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Anosmia
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Agueusia
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Headaches
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Confusion
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Deafness
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Myalgias
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Diarrhoea
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Nausea/vomiting
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)



[bookmark: _Toc73280293]TABLE 12 – Clinical and imaging parameters at inclusion 
Form : paramètres à l’inclusion
	
	ADJUSTED DOSE
(N=XXX)
	LOWER 
DOSE
(N=XXX)
	ALL
(N=XXX)

	Clinical parameters:
	
	
	
	

	Heart rate (in bpm)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	SBP(in mmHg)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	DBP (in mmHg)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	O2 saturation in ambient air (in %)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	Patient on O2
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 O2 flow(in L)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	 Saturation under O2 (in %)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	Blood group
	N
	XXX
	XXX
	XXX

	
	A+
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	A-
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	B+
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	B-
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	AB+
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	AB-
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	O+
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	O-
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Imaging parameters:
	
	
	
	

	Chest X-ray
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Non-injected chest CT scan
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Thoracic angioscan
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Parenchymal infiltrates
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Pleural effusion
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)
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TABLE 13 – Biological parameters at inclusion
Form : paramètres à l’inclusion
	
	ADJUSTED DOSE
(N=XXX)
	LOWER 
DOSE
(N=XXX)
	ALL
(N=XXX)

	Haemoglobin (in g/dL)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	Platelets (in G/L)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	White blood cells (in G/L)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	Lymphocytes (in G/L)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	TQ
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	TQ < 80%
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Ratio of TCA to reference TCA
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	Fibrinogen (in g/L)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	D-Dimers (in ng/mL)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	 Technical information
	N
	XXX
	XXX
	XXX

	
	Vidas
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	Stago
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	Other
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Creatinemia (in µmol/L)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	Creatinine clearance (Cockroft 
	N
	XXX
	XX
	XXX

	et Gault, in ml/min)
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	< 30 ml/min
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	30 - 50 ml/min
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	50 - 90 ml/min
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	≥ 90 ml/min
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	AST (in U/L)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	ALT (in U/L)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	CRP (in mg/L)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	Lactates (in mmol/L)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	Troponins
	N
	XXX
	XXX
	XXX

	
	Normals
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	Ultrasensitives
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Value (in pg/mL)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	CPK (in U/L)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	BNP
	N
	XXX
	XXX
	XXX

	
	BNP
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	NT-Pro-BNP
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Value (in pg/mL)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	Arterial blood gases - conditions
	N
	XXX
	XXX
	XXX

	
	In ambient air
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	Under o²
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 If under O2, O2 flow (in L)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	pH
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	pO2 (in mmHg)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	pCO2 (in mmHg)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	FiO2 (in %)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X


9. [bookmark: _Toc105435244][bookmark: _Toc105435390]HOSPITALISATION DESCRIPTION
[bookmark: _Toc73280295]TABLE 14 – Period of hospitalization
Form : hospitalisation, complications
	
	ADJUSTED DOSE
(N=XXX)
	LOWER 
DOSE
(N=XXX)
	ALL
(N=XXX)

	Medical ward section at inclusion
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Transfer to ICU
	N
	XXX
	XXX
	XXX

	 
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	   Delay of transfer (in days)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	 Hospital discharge
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	   Duration of hospitalisation (in days)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	ICU section at inclusion
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Transfer to medical ward section
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	   Delay of transfer (in days)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	 Hospital discharge
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	   Duration of hospitalisation (in days)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	Complications during hospitalization :
	
	
	
	

	Superinfection
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	CIVD
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	HIT
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)



[bookmark: _Toc73280296]TABLE 15 – Concomitant treatments and evolution during hospitalization
Form : traitements et évolution durant l’hospitalisation
	
	ADJUSTED DOSE
(N=XXX)
	LOWER 
DOSE
(N=XXX)
	ALL
(N=XXX)

	Oxygen-requirement
	N
	XXX
	XXX
	XXX

	 
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	CPAP/ NIV
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Invasive mechanical ventilation
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Tracheotomized
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	ECMO
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Extra-renal purification
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Specific medication for the management of
	N
	XXX
	XXX
	XXX

	COVID-19 
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Systemic corticosteroids
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Inclusion in another trial
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Study treatment:
	
	
	
	

	 Hydroxycloroquine
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Lopinavir/Ritonavir
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Interferon
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Tocilizumab
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Other
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)



[bookmark: _Toc73280297]TABLE 16 – End of hospitalisation or Day 28
Form : fin d’hospitalisation
	
	ADJUSTED DOSE
(N=XXX)
	LOWER 
DOSE
(N=XXX)
	ALL
(N=XXX)

	Situation et day 28
	N
	XXX
	XXX
	XXX

	
	Hospitalized
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	Transfer to SSR
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	At home
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 if patient non-hospitalized, duration
	N
	XXX
	XX
	XXX

	 of hospitalization (in days)
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	COVID-19
	N
	XXX
	XXX
	XXX

	
	Cured
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	Recovering
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	Sickness
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Persistent dyspnea
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)





10. [bookmark: _Toc105435245][bookmark: _Toc105435391]DESCRIPTION OF THE PERIOD FROM DAY 28 to 2 MONTHS D
[bookmark: _Toc73280298]TABLE 17 – Period between Day 28 and 2 months for patients hospitalized more than 28 days 
Docket : statut du patient, hospitalisation, traitements entre J28 et M2
	
	ADJUSTED DOSE
(N=XXX)
	LOWER 
DOSE
(N=XXX)
	ALL
(N=XXX)

	Medical ward section at day 28
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Transfer to ICU between day 28 and 2 months
	N
	XXX
	XXX
	XXX

	 
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	   Delay of transfer (in days)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	 Hospital discharge between day 28 and 2 months
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	   Duration of hospitalisation (in days)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	ICU section at day 28
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Transfer to medical ward section between day 28 and 2 months
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	   Delay of transfer (in days)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	 Hospital discharge between day 28 and 2 months
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	   Duration of hospitalisation (in days)
	N
	XXX
	XX
	XXX

	
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X





[bookmark: _Toc73280299]TABLE 18 – Situation at 2 months
Docket : statut du patient, hospitalisation, traitements entre J28 et M2
	
	ADJUSTED DOSE
(N=XXX)
	LOWER 
DOSE
(N=XXX)
	ALL
(N=XXX)

	Situation et 2 months
	N
	XXX
	XXX
	XXX

	
	Hospitalised
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	Transfer to SSR
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	At home
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 if patient non-hospitalized, duration
	N
	XXX
	XX
	XXX

	 of hospitalization (in days)
	Missing
	XX
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	XX.X : XX.X

	COVID-19
	Cured
	XXX
	XXX
	XXX

	
	Recovering
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	Sickness
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	Cured
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Persistent dyspnea
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	Treatments :
	
	
	
	

	Anticoagulant treatment
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Type of treatment
	N
	XXX
	XXX
	XXX

	
	LMWH
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	UFH
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	VKA
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	DOA
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Posology
	N
	XXX
	XXX
	XXX

	
	Prophylactic
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	
	Curative
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)





11. [bookmark: _Toc105435246][bookmark: _Toc105435392]ENDPOINT EVALUATION
11.1. [bookmark: _Toc105435247][bookmark: _Toc105435393]PRIMARY ENDPOINT

[bookmark: _Toc532568944][bookmark: _Toc13141009][bookmark: _Toc52809832][bookmark: _Toc73280300]TABLE 19 – Primary endpoint: symptomatic VTE during hospitalization (max 28 days) – ITT analysis
Form : critères de jugement, adjudication évènement thromboembolique veineux ou artériel symptomatique, adjudication décès
	
	ADJUSTED DOSE
(N=XXX)
	LOWER 
DOSE
(N=XXX)

	Symptomatic VTE
	
	XX
	XX

	Cumulative incidence *
	
	X.XX %
	X.XX %

	95% Exact Confidence Interval: LL(%): UL (%)*
	
	X.XX: X.XX
	X.XX: X.XX

	Sub Hazard Ratio [CI95%], p-value
	
	X.XX [X.XX: X.XX], X.XXX

	Adjusted Sub Hazard Ratio [CI95%]**, p-value
	
	X.XX [X.XX: X.XX], X.XXX

	Delay of VTE (in days)
	N
	XXX
	XX

	
	Missing
	XX
	XX

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)

	
	Median
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X

	Stratification : Hospitalization section at inclusion
	
	

	- Medical ward
	
	XX
	XX

	Cumulative incidence *
	
	X.XX %
	X.XX %

	95% Exact Confidence Interval: LL(%): UL (%)*
	X.XX: X.XX
	X.XX: X.XX

	- ICU
	
	XX
	XX

	Cumulative incidence *
	
	X.XX %
	X.XX %

	95% Exact Confidence Interval: LL(%): UL (%)*
	X.XX: X.XX
	X.XX: X.XX


* Kalbfleisch and Prentice method (taking into account the competing risk of death)
** The Sub hazard ratio was adjusted on the strata of randomization. 

[bookmark: _Toc52809833][bookmark: _Toc73280301]FIGURE 3 – Cumulative incidence of sysmptomatic VTE during hospitalization (max days 28) – survival curves - ITT analysis






[bookmark: _Toc52809834]

[bookmark: _Toc73280302]TABLE 20 – Primary endpoint: Details of symptomatic VTE during hospitalization (max day 28) –ITT analysis
Form : critères de jugement, adjudication évènement thromboembolique veineux ou artériel symptomatique, adjudication décès
	
	ADJUSTED DOSE
(N=XXX)
	LOWER 
DOSE
(N=XXX)

	Symptomatic PE
	
	XX
	XX

	 Cumlative incidence [CI 95%]*
	
	X.XX [X.XX ; X.XX]
	X.XX [X.XX ; X.XX]

	 Fatal PE**
	
	XX
	XX

	Cumlative incidence [CI 95%]*
	
	X.XX [X.XX ; X.XX]
	X.XX [X.XX ; X.XX]

	 Non-fatal PE
	
	XX
	XX

	 Cumlative incidence [CI 95%]*
	
	X.XX [X.XX ; X.XX]
	X.XX [X.XX ; X.XX]

	Symptomatic DVT
	
	XX
	XX

	 Cumlative incidence [CI 95%]*
	
	X.XX [X.XX ; X.XX]
	X.XX [X.XX ; X.XX]

	 Proximal DVT
	
	XX
	XX

	 Cumlative incidence [CI 95%]*
	
	X.XX [X.XX ; X.XX]
	X.XX [X.XX ; X.XX]

	 Distal DVT
	
	XX
	XX

	 Cumlative incidence [CI 95%]*
	
	X.XX [X.XX ; X.XX]
	X.XX [X.XX ; X.XX]


* Kalbfleisch and Prentice method (taking into account the competing risk of death)
· ** XX fatal PE, XX Death which could not explained by cause other than PE.
.

[bookmark: _Toc52809835][bookmark: _Toc73280303]FIGURE 4 – Symptomatic VTE hospitalization (max 28 days)- Forest plot – ITT analysis





11.2. [bookmark: _Toc105435248][bookmark: _Toc105435394]SECONDARY ENDPOINTS

[bookmark: _Toc52809840][bookmark: _Toc73280304]TABLE 21 – Secondary endpoint: bleeding (MB and/or CRNMB) during hospitalization (max 28 days)– ITT analysis
Form : critères de jugement, adjudication hémorragie, adjudication décès
	
	ADJUSTED DOSE
(N=XXX)
	LOWER 
DOSE
(N=XXX)

	Major bleeding or CRNMB
	XX
	XX

	Cumulative incidence *
	
	X.XX %
	X.XX %

	95% Exact Confidence Interval: LL(%): UL (%)*
	
	X.XX: X.XX
	X.XX: X.XX

	Sub Hazard Ratio [CI95%], p-value
	
	X.XX [X.XX: X.XX], X.XXX

	Delay of bleeding (in days)
	N
	XX
	XX

	
	Missing
	XX
	XX

	
	Mean (SD) 
	XX.X ( XX.X)
	XX.X ( XX.X)

	
	Median
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X: XX.X
	XX.X: XX.X

	
	Min : Max
	XX.X: XX.X
	XX.X: XX.X

	Stratification : Hospitalization section at inclusion
	
	

	- Medical ward
	
	XX
	XX

	Cumulative incidence *
	
	X.XX %
	X.XX %

	95% Exact Confidence Interval: LL(%): UL (%)*
	X.XX: X.XX
	X.XX: X.XX

	- ICU
	
	XX
	XX

	Cumulative incidence *
	
	X.XX %
	X.XX %

	95% Exact Confidence Interval: LL(%): UL (%)*
	X.XX: X.XX
	X.XX: X.XX


* Kalbfleisch and Prentice method (taking into account the competing risk of death)

[bookmark: _Toc52809841][bookmark: _Toc73280305]FIGURE 5 – Cumulative incidence of MB during hospitalization (max 28 days)– Survival curves – ITT analysis






[bookmark: _Toc73280306][bookmark: _Toc52809842]FIGURE 6 – Cumulative incidence of MB or CRNMB during hospitalization (max 28 days)– Survival curves – ITT analysis







[bookmark: _Toc73280307]TABLE 22 – Secondary endpoint: Details of bleeding– ITT analysis
Form : critères de jugement, adjudication hémorragie, adjudication décès
	
	ADJUSTED DOSE
(N=XXX)
	LOWER 
DOSE
(N=XXX)

	Major bleeding 
	
	XX
	XX

	Cumulative incidence*
	
	X.XX %
	X.XX %

	95% Exact Confidence Interval: LL(%): UL*
	X.XX: X.XX
	X.XX: X.XX

	Sub Hazard Ratio [CI95%], p-value
	
	X.XX [X.XX: X.XX], X.XXX

	 Fatal major bleeding
	
	XX
	XX

	 Cumulative incidence [95% CI]*
	
	X.XX [X.XX ; X.XX]
	X.XX [X.XX ; X.XX]

	 Associated with a fall in haemoglobin ≥ 
	N
	XXX
	XXX

	 2 g/dl
	Yes
	XX ( XX.X%)
	XX ( XX.X%)

	 Requiring transfusion ≥ 2 units
	N
	XXX
	XXX

	
	Yes
	XX ( XX.X%)
	XX ( XX.X%)

	 Affecting a critical organ
	N
	XXX
	XXX

	
	Yes
	XX ( XX.X%)
	XX ( XX.X%)

	 Location
	N
	XXX
	XXX

	
	Intracranial
	XX ( XX.X%)
	XX ( XX.X%)

	
	Pericardial
	XX ( XX.X%)
	XX ( XX.X%)

	
	Intraocular
	XX ( XX.X%)
	XX ( XX.X%)

	
	Intrarachid
	XX ( XX.X%)
	XX ( XX.X%)

	
	Retroperitoneal
	XX ( XX.X%)
	XX ( XX.X%)
	

	
	Digestive
	XX ( XX.X%)
	XX ( XX.X%)

	
	Articular
	XX ( XX.X%)
	XX ( XX.X%)

	
	Psoas hematoma
	XX ( XX.X%)
	XX ( XX.X%)

	Clinically relevant non major bleeding 
	XX
	XX

	Cumulaitive incidence*
	
	X.XX %
	X.XX %

	95% Exact Confidence Interval: LL(%): UL*
	X.XX: X.XX
	X.XX: X.XX

	Sub Hazard Ratio [CI95%], p-value
	
	X.XX [X.XX: X.XX], X.XXX


* Kalbfleisch and Prentice method (taking into account the competing risk of death)
[bookmark: _Toc52809843]
[bookmark: _Toc73280308]TABLE 23 – Secondary endpoint: Net clinical benefit during hospitalization (max 28 days) – ITT analysis
Form : critères de jugement, adjudication évènement thromboembolique veineux ou artériel symptomatique, adjudication hémorragie, adjudication décès
	
	ADJUSTED DOSE
(N=XXX)
	LOWER 
DOSE
(N=XXX)

	Net clinical benefit during hospitalization (D28 max)
	XX
	XX

	Cumulative incidence*
	
	X.XX %
	X.XX %

	95% Exact Confidence Interval: LL(%): UL*
	
	X.XX: X.XX
	X.XX: X.XX

	Sub Hazard Ratio [CI95%]*
	
	X.XX [X.XX: X.XX]

	Delay of event (in days)
	N
	XX
	XX

	
	Missing
	XX
	XX

	
	Mean (SD) 
	XX.X ( XX.X)
	XX.X ( XX.X)

	
	Median
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X: XX.X
	XX.X: XX.X

	
	Min : Max
	XX.X: XX.X
	XX.X: XX.X

	Stratification : Hospitalization section at inclusion
	
	

	- Medical ward
	
	XX
	XX

	 Cumulative incidence*
	
	X.XX %
	X.XX %

	 95% Exact Confidence Interval: LL(%): UL*
	X.XX: X.XX
	X.XX: X.XX

	- ICU
	
	XX
	XX

	 Cumulative incidence*
	
	X.XX %
	X.XX %

	 95% Exact Confidence Interval: LL(%): UL*
	X.XX: X.XX
	X.XX: X.XX


* Kalbfleisch and Prentice method (taking into account the competing risk of death)



[bookmark: _Toc73280309]TABLE 24 – Secondary endpoint: Net clincal benefit at 2 months– ITT analysis
Form : critères de jugement, adjudication évènement thromboembolique veineux ou artériel symptomatique, adjudication hémorragie, adjudication décès
	
	ADJUSTED DOSE
(N=XXX)
	LOWER 
DOSE
(N=XXX)

	Net clinical benefit at 2 months
	XX
	XX

	Cumulative incidence*
	
	X.XX %
	X.XX %

	95% Exact Confidence Interval: LL(%): UL*
	
	X.XX: X.XX
	X.XX: X.XX

	Sub Hazard Ratio [CI95%]*
	
	X.XX [X.XX: X.XX]

	Delay of event (in days)
	N
	XX
	XX

	
	Missing
	XX
	XX

	
	Mean (SD) 
	XX.X ( XX.X)
	XX.X ( XX.X)

	
	Median
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X: XX.X
	XX.X: XX.X

	
	Min : Max
	XX.X: XX.X
	XX.X: XX.X

	 Symptomatic VTE
	
	XX
	XX

	 Cumulative incidence [CI 95%]*
	
	X.XX [X.XX ; X.XX]
	X.XX [X.XX ; X.XX]

	 Major bleeding
	
	XX
	XX

	 Cumulative incidence [CI 95%]*
	
	X.XX [X.XX ; X.XX]
	X.XX [X.XX ; X.XX]

	Stratification : Hospitalization section at inclusion
	
	

	- Medical ward
	
	XX
	XX

	 Cumulative incidence*
	
	X.XX %
	X.XX %

	 95% Exact Confidence Interval: LL(%): UL*
	X.XX: X.XX
	X.XX: X.XX

	- ICU
	
	XX
	XX

	 Cumulative incidence*
	
	X.XX %
	X.XX %

	 95% Exact Confidence Interval: LL(%): UL*
	X.XX: X.XX
	X.XX: X.XX


* Kalbfleisch and Prentice method (taking into account the competing risk of death)

[bookmark: _Toc73280310]FIGURE 7 – Cumulative incidence of net clinical benefit at 2 months – Survival curves – ITT analysis






[bookmark: _Toc73280311]TABLE 25 – Secondary endpoint: Venous thrombosis of other sites during hospitalization (max 28 days)– ITT analysis
Form : critères de jugement, adjudication évènement thromboembolique veineux ou artériel symptomatique
	
	ADJUSTED DOSE
(N=XXX)
	LOWER 
DOSE
(N=XXX)

	Venous thrombosis of other sites
	XX
	XX

	Cumulative incidence*
	
	X.XX %
	X.XX %

	95% Exact Confidence Interval: LL(%): UL*
	
	X.XX: X.XX
	X.XX: X.XX

	Sub Hazard Ratio [CI95%]
	
	X.XX [X.XX: X.XX]

	Delay of thrombosis(in days)
	N
	XX
	XX

	
	Missing
	XX
	XX

	
	Mean (SD) 
	XX.X ( XX.X)
	XX.X ( XX.X)

	
	Median
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X: XX.X
	XX.X: XX.X

	
	Min : Max
	XX.X: XX.X
	XX.X: XX.X

	 Type of event :
	
	
	

	 Upper limb DVT
	XX
	XX

	 Upper limb SVT
	XX
	XX

	 Lower limb SVT
	XX
	XX

	 Venous catheter thrombosis /picc-line/midline
	XX
	XX

	 Dialysis circuit thrombosis
	XX
	XX

	 Thrombosis of ECMO circuit
	XX
	XX

	 DVT of other site
	XX
	XX

	Stratification : Hospitalization section at inclusion
	
	

	- Medical ward
	
	XX
	XX

	 Cumulative incidence*
	
	X.XX %
	X.XX %

	 95% Exact Confidence Interval: LL(%): UL*
	X.XX: X.XX
	X.XX: X.XX

	- ICU
	
	XX
	XX

	 Cumulative incidence*
	
	X.XX %
	X.XX %

	 95% Exact Confidence Interval: LL(%): UL*
	X.XX: X.XX
	X.XX: X.XX


* Kalbfleisch and Prentice method (taking into account the competing risk of death)

[bookmark: _Toc73280312]TABLE 26 – Secondary endpoint: Symptomatic arterial thrombosis during hospitalization (max 28 days)– ITT analysis
Form : critères de jugement, adjudication évènement thromboembolique veineux ou artériel symptomatique
	
	ADJUSTED DOSE
(N=XXX)
	LOWER 
DOSE
(N=XXX)

	Symptomatic arterial thrombosis
	XX
	XX

	Cumulative incidence*
	
	X.XX %
	X.XX %

	95% Exact Confidence Interval: LL(%): UL*
	
	X.XX: X.XX
	X.XX: X.XX

	Sub Hazard Ratio [CI95%]
	
	X.XX [X.XX: X.XX]

	Delay of thrombosis (in days)
	N
	XX
	XX

	
	Missing
	XX
	XX

	
	Mean (SD) 
	XX.X ( XX.X)
	XX.X ( XX.X)

	
	Median
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X: XX.X
	XX.X: XX.X

	
	Min : Max
	XX.X: XX.X
	XX.X: XX.X

	 Type of event:
	
	
	

	 Non-fatal stroke
	
	XX
	XX

	 Fatal stroke
	
	XX
	XX

	 Mesenteric ischemia
	
	XX
	XX

	 Arterial thrombosis in other site
	
	XX
	XX

	Stratification : Hospitalization section at inclusion
	
	

	- Medical ward
	
	XX
	XX

	 Cumulative incidence*
	
	X.XX %
	X.XX %

	 95% Exact Confidence Interval: LL(%): UL*
	X.XX: X.XX
	X.XX: X.XX

	- ICU
	
	XX
	XX

	 Cumulative incidence*
	
	X.XX %
	X.XX %

	 95% Exact Confidence Interval: LL(%): UL*
	X.XX: X.XX
	X.XX: X.XX


* Kalbfleisch and Prentice method (taking into account the competing risk of death)

[bookmark: _Toc73280313]TABLE 27 – Secondary endpoint: Death during hospitalization (max 28 days)– ITT analysis
[bookmark: _Toc73280314] Form : critères de jugement, fin d’hospitalisation, statut du patient, adjudication décès
	
	ADJUSTED DOSE
(N=XXX)
	LOWER 
DOSE
(N=XXX)

	Death during hospitalization
	XX
	XX

	Cumulative incidence
	
	X.XX %
	X.XX %

	95% Exact Confidence Interval: LL(%): UL
	X.XX: X.XX
	X.XX: X.XX

	Hazard Ratio [CI95%], p-valeur
	X.XX [X.XX: X.XX], p=X.XXX

	Delay of death 
	N
	XX
	XX

	(in days)
	Missing
	XX
	XX

	
	Mean (SD) 
	XX.X ( XX.X)
	XX.X ( XX.X)

	
	Median
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X: XX.X
	XX.X: XX.X

	
	Min : Max
	XX.X: XX.X
	XX.X: XX.X

	Cause of death
	N
	XXX
	XXX

	
	Major bleeding
	XX ( XX.X%)
	XX ( XX.X%)

	
	Pulmonary embolism
	XX ( XX.X%)
	XX ( XX.X%)

	
	Death which could not explained by cause other than PE
	XX ( XX.X%)
	XX ( XX.X%)

	
	Stroke
	XX ( XX.X%)
	XX ( XX.X%)

	
	MI
	XX ( XX.X%)
	XX ( XX.X%)

	
	Cancer
	XX ( XX.X%)
	XX ( XX.X%)

	
	Acute renal failure
	XX ( XX.X%)
	XX ( XX.X%)

	
	Unknown cause
	XX ( XX.X%)
	XX ( XX.X%)

	
	Other
	XX ( XX.X%)
	XX ( XX.X%)

	Stratification : Hospitalization section at inclusion
	
	

	- Medical ward
	
	XX
	XX

	 Cumulative incidence
	
	X.XX %
	X.XX %

	 95% Exact Confidence Interval: LL(%): UL
	X.XX: X.XX
	X.XX: X.XX

	- ICU
	XX
	XX

	 Cumulative incidence
	
	X.XX %
	X.XX %

	 95% Exact Confidence Interval: LL(%): UL
	X.XX: X.XX
	X.XX: X.XX





[bookmark: _Toc73280315]TABLE 28 – Secondary endpoint: Death at 2 months– ITT analysis
Form : critères de jugement, fin d’hospitalisation, statut du patient, adjudication décès
	
	ADJUSTED DOSE
(N=XXX)
	LOWER 
DOSE
(N=XXX)

	Death at 2 months
	XX
	XX

	Cumulative incidence
	
	X.XX %
	X.XX %

	95% Exact Confidence Interval: LL(%): UL
	X.XX: X.XX
	X.XX: X.XX

	Hazard Ratio [IC95%], p-valeur
	X.XX [X.XX: X.XX], p=X.XXX

	Delay of death 
	N
	XX
	XX

	(in days)
	Missing
	XX
	XX

	
	Mean (SD) 
	XX.X ( XX.X)
	XX.X ( XX.X)

	
	Median
	XX.X
	XX.X

	
	Q1 : Q3
	XX.X: XX.X
	XX.X: XX.X

	
	Min : Max
	XX.X: XX.X
	XX.X: XX.X

	Cause of death
	N
	XXX
	XXX

	
	Major bleeding
	XX ( XX.X%)
	XX ( XX.X%)

	
	Pulmonary embolism
	XX ( XX.X%)
	XX ( XX.X%)

	
	Death which could not explained by cause other than PE
	XX ( XX.X%)
	XX ( XX.X%)

	
	Stroke
	XX ( XX.X%)
	XX ( XX.X%)

	
	MI
	XX ( XX.X%)
	XX ( XX.X%)

	
	Cancer
	XX ( XX.X%)
	XX ( XX.X%)

	
	Acute renal failure
	XX ( XX.X%)
	XX ( XX.X%)

	
	Unknown cause
	XX ( XX.X%)
	XX ( XX.X%)

	
	Other
	XX ( XX.X%)
	XX ( XX.X%)

	Stratification : Hospitalization section at inclusion
	
	

	- Medical ward
	
	XX
	XX

	 Cumulative incidence
	
	X.XX %
	X.XX %

	 95% Exact Confidence Interval: LL(%): UL
	X.XX: X.XX
	X.XX: X.XX

	- ICU
	XX
	XX

	 Cumulative incidence
	
	X.XX %
	X.XX %

	 95% Exact Confidence Interval: LL(%): UL
	X.XX: X.XX
	X.XX: X.XX



[bookmark: _Toc73280316]FIGURE 8 – Cumulative incidence of death at 2 months– Survival curves – ITT analysis
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[bookmark: _Toc73280317]TABLE 29 – Factors associated with symptomatic VTE occurrence during hospitalization (max 28 days)
Form : randomization, critères de jugement, adjudication évènement thromboembolique veineux ou artériel symptomatique, docketx de la visite d’inclusion
	
	VTE
(N=XXX)
	No VTE
(N=XXX)
	Sub HR univariable
	Sub HR multivariable

	Adjusted variable
	
	
	
	
	

	Study treatment
	N
	XXX
	XXX
	Adjusted 
	

	
	Adjusted dose
	XXX ( XX.X%)
	XXX ( XX.X%)
	variable
	

	
	Low dose
	XXX ( XX.X%)
	XXX ( XX.X%)
	
	

	Initial characteristics :
	
	
	
	
	

	Age (in years)
	N
	XXX
	XXX
	
	

	
	Missing
	XX
	XX
	
	

	
	Mean (SD) 
	XX.X (XX.X)
	XX.X (XX.X)
	X.XX [X.XX ; X.XX]
	

	
	Median
	XX.X
	XX.X
	p=X.XXX
	

	
	Q1 : Q3
	XX.X : XX.X
	XX.X : XX.X
	
	

	
	Min : Max
	XX.X : XX.X
	XX.X : XX.X
	
	

	
	Age > 75 years
	XXX ( XX.X%)
	XXX ( XX.X%)
	X.XX [X.XX ; X.XX]
p=X.XXX
	

	Gender
	N
	XXX
	XXX
	
	

	
	Female
	XXX ( XX.X%)
	XXX ( XX.X%)
	1.00
	

	
	Male
	XXX ( XX.X%)
	XXX ( XX.X%)
	X.XX [X.XX ; X.XX]
p=X.XXX
	

	BMI ≥ 30 kg/m² 
	N
	XXX
	XXX
	
	

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	X.XX [X.XX ; X.XX]
p=X.XXX
	

	Hospitalization section at 
	N
	XXX
	XXX
	
	

	inclusion
	Medical ward
	XXX ( XX.X%)
	XXX ( XX.X%)
	1.00
	

	
	ICU
	XXX ( XX.X%)
	XXX ( XX.X%)
	X.XX [X.XX ; X.XX]
p=X.XXX
	

	Comorbidities
	
	
	
	
	

	Cancer
	N
	XXX
	XXX
	
	

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	X.XX [X.XX ; X.XX]
p=X.XXX
	

	Chronic renal failure
	N
	XXX
	XXX
	
	

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	X.XX [X.XX ; X.XX]
p=X.XXX
	

	Stroke
	N
	XXX
	XXX
	
	

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	X.XX [X.XX ; X.XX]
p=X.XXX
	

	Treated coronary artery disease
	N
	XXX
	XXX
	
	

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	X.XX [X.XX ; X.XX]
p=X.XXX
	

	Treated OAMI
	N
	XXX
	XXX
	
	

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	X.XX [X.XX ; X.XX]
p=X.XXX
	

	Chronic respiratory insufficiency
	N
	XXX
	XXX
	
	

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	X.XX [X.XX ; X.XX]
p=X.XXX
	

	Chronic cardiac insufficiency
	N
	XXX
	XXX
	
	

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	X.XX [X.XX ; X.XX]
p=X.XXX
	

	Personal history of VTE
	N
	XXX
	XXX
	
	

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	X.XX [X.XX ; X.XX]
p=X.XXX
	

	Autoimmune disease
	N
	XXX
	XXX
	
	

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	X.XX [X.XX ; X.XX]
p=X.XXX
	

	Risk factors atinclusion :
	
	
	
	
	

	Active smoking or smoking cessation
	N
	XXX
	XXX
	
	

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	X.XX [X.XX ; X.XX]
p=X.XXX
	

	Diabetes
	N
	XXX
	XXX
	
	

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	X.XX [X.XX ; X.XX]
p=X.XXX
	

	Hypercholesterolemia
	N
	XXX
	XXX
	
	

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	X.XX [X.XX ; X.XX]
p=X.XXX
	

	High blood pressure
	N
	XXX
	XXX
	
	

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	X.XX [X.XX ; X.XX]
p=X.XXX
	

	Prolonged bed rest *
	N
	XXX
	XXX
	
	

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	X.XX [X.XX ; X.XX]
p=X.XXX
	

	Recent surgery with GA **
	N
	XXX
	XXX
	
	

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	X.XX [X.XX ; X.XX]
p=X.XXX
	

	Lower limbs Fracture§
	N
	XXX
	XXX
	
	

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	X.XX [X.XX ; X.XX]
p=X.XXX
	

	Post-partum
	N
	XXX
	XXX
	
	

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	X.XX [X.XX ; X.XX]
p=X.XXX
	

	Treatments atinclusion :
	
	
	
	
	

	Anti-aggregants
	N
	XXX
	XXX
	
	

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	X.XX [X.XX ; X.XX]
p=X.XXX
	

	Conversion enzyme inhibitor
	N
	XXX
	XXX
	
	

	or ARA-2
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	X.XX [X.XX ; X.XX]
p=X.XXX
	

	Statin
	N
	XXX
	XXX
	
	

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	X.XX [X.XX ; X.XX]
p=X.XXX
	

	Hydroxychloroquine
	N
	XXX
	XXX
	
	

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	X.XX [X.XX ; X.XX]
p=X.XXX
	

	Corticosteroids > 10 mg/day
	N
	XXX
	XXX
	
	

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	X.XX [X.XX ; X.XX]
p=X.XXX
	

	Estrogen-progestin oral contraception
	N
	XXX
	XXX
	
	

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	X.XX [X.XX ; X.XX]
p=X.XXX
	

	 Hormonal menopause treatment
	N
	XXX
	XXX
	
	

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	X.XX [X.XX ; X.XX]
p=X.XXX
	

	Need for ICU
	N
	XXX
	XXX
	
	

	during l’hospitalization£
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	X.XX [X.XX ; X.XX]
p=X.XXX
	



* More than 3 days for acute medical reasons in the last 3 months
** More than 30 minutes in the last 3 months
§ in the last 3 months
£ before the event occurred
12. [bookmark: _Toc105435249][bookmark: _Toc105435395]TABLES OF ADVERSE EVENTS
[bookmark: _Toc73280318]TABLE 30 - SAE
Form : Evénement Indésirable Grave
	
	ADJUSTED DOSE
(N=XXX)
	LOWER 
DOSE
(N=XXX)
	ALL
(N=XXX)

	Patients with at least one SAE
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	 Patients with at least one SAE related to treatment
	N
	XXX
	XXX
	XXX

	 
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)



[bookmark: _Toc532568959][bookmark: _Toc13141027][bookmark: _Toc73280319]TABLE 31 – SAE by System Organ Class
Forms : Evénement Indésirable Grave
	
	ADJUSTED DOSE
(N=XXX)
	LOWER 
DOSE
(N=XXX)
	ALL
(N=XXX)

	Patients with at least SAE
	N
	XXX
	XXX
	XXX

	
	Yes
	XXX ( XX.X%)
	XXX ( XX.X%)
	XXX ( XX.X%)

	SOC1
	
	XXX (XX.X%)
	XXX (XX.X%)
	XXX (XX.X%)

	PT 1
	
	XXX (XX.X%)
	XXX (XX.X%)
	XXX (XX.X%)

	PT 2
	
	XXX (XX.X%)
	XXX (XX.X%)
	XXX (XX.X%)

	../..
	
	
	
	

	SOC2
	
	XXX (XX.X%)
	XXX (XX.X%)
	XXX (XX.X%)

	PT 1
	
	XXX (XX.X%)
	XXX (XX.X%)
	XXX (XX.X%)

	PT 2
	
	XXX (XX.X%)
	XXX (XX.X%)
	XXX (XX.X%)

	../..
	
	
	
	



[bookmark: _Toc73280320]LISTING 2 – SAE of randomized patients 
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