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1. [bookmark: _Toc199835016]Overview
This document describes core areas around practical delivery of the INCEPT protocol. For more details, the full protocol and domain-specific appendices are presented at www.incept.dk.
INCEPT is a randomised, domain-based, adaptive platform trial assessing effects of different interventions on patient-important outcomes in adult, acutely admitted ICU patients. As such, the assessments of interventions occur in domains (sub-trials), which can run simultaneously with each other.

Active domains
INCEPT-Albumin assesses the effects of using albumin for resuscitation (in addition to crystalloids) and substitution (loss of albumin or P-albumin < 25g/L) in ICU on the number of days alive without life-support in patients with shock (irrespective of cause of shock).
INCEPT-Thromboprophylaxis compares the effects of fixed low, fixed intermediate, or weight-adjusted dosing of LMWH for thromboprophylaxis in ICU on the number of days alive out of hospital. 
2. [bookmark: _Toc199835017]Screening and randomisation
Patients admitted to an active trial site should be considered for inclusion at admission and ad hoc. When they fulfil all platform and all domain inclusion criteria for at least one domain (outlined below), they should be screened in the web-based eCRF (app.easyrf.dk) by medical doctors, who are trained and listed in the delegation log. Patients not fulfilling some domain’s inclusion criteria can be screened later for these domains if their clinical state changes.
Platform inclusion criteria
All the following criteria must be fulfilled: 
· Age ≥ 18 years
· Acutely admitted to the ICU
Platform exclusion criteria
· Informed consent after inclusion expected to be unobtainable
· Patients admitted under coercive measures




INCEPT-Albumin inclusion criteria 
· Both interventions (using albumin and not using albumin) are considered clinically appropriate
· Shock defined by having both of the following:
a. Ongoing infusion of any vasopressor or inotrope (noradrenaline, adrenaline, vasopressin, phenylephrine, dopamine, dobutamine, milrinone, or levosimendan) AND
b. Plasma lactate > 2 mmol/L in any blood sample done within the last 3 hours
INCEPT-Thromboprophylaxis inclusion criteria 
· All interventions in this domain are considered clinically appropriate
· Decision by the treating clinician to start thromboprophylaxis with LMWH, or to continue LMWH prophylaxis
Domain-specific exclusion criteria
The exclusion criteria appear during screening in the eCRF. They are not presented here to avoid pre-exclusion where we don’t get the reason for exclusion documented in the eCRF. 

After screening
If a patient fulfils an exclusion criterion, the patient cannot be included under the present ICU admission. He/she can be re-screened during any new ICU admissions. 
If the patient is randomised to one or more domains
1. Notify the clinical staff: inform the clinical staff of the randomisation(s).

2. Initiation of trial intervention(s): order in the participant’s medical record the allocated trial drug (albumin if randomised to this; LMWH in the allocated dose). 

3. In the patient’s medical record: write an inclusion note for each domain stating that the patient has been included. Write what the participant is randomised to in the resumé.

4. Consent: as soon as possible after the above steps, inform the trial guardian, relatives, and the participant about all relevant domains (the information should be provided by a trained doctor) and obtain informed consent for all relevant domains (see the consent guideline in the participant folder). Document in the medical record once information has been given and when written consent has been obtained. 

5. Pick a participant trial folder which holds the participant-specific documents. 
3. [bookmark: _Toc199835018]Interventions
INCEPT-Albumin domain
· Use of albumin in ICU up to 90 days from randomisation (including any readmissions) for
· Resuscitation (in addition to crystalloids) AND
· Substitution (suspected or overt loss of albumin or P-albumin < 25 g/l)

Decisions around timing, volume, and concentration of albumin, and its use for other indications, are at the clinician's discretion. Plasma albumin should be measured according to local practice.

· No use of albumin in ICU up to 90 days from randomisation (including any readmissions). In case of the following special circumstances, albumin may be considered
· Large volume ascites drainage (i.e., >1L tapped)
· Spontaneous bacterial peritonitis
· Hepatorenal syndrome

INCEPT-Thromboprophylaxis domain
LMWH for thromboprophylaxis in the ICU. The LMWH type is the one preferred at the specific site. The participant is randomised to either fixed low, fixed intermediate, or weight-adjusted dosing of LMWH (see Table 1 below). The intervention continues until discharge from a participating ICU, death or up to maximum 90 days from randomisation, whichever comes first. The dose may be changed in specific clinical scenarios (see Table 2 below).

Table 1: Dosing in the 3 domain arms
	
Intervention
	Weight 
(total 
bodyweight, kg)
	Tinzaparin
dose (IU)
	Dalteparin
dose (IU)

	Fixed low dose
	All
	2500
	2500

	
	
	
	

	Fixed intermediate dose
	All
	4500
	5000

	
	
	
	

	Weight-adjusted dose
	≥40 - 50
	2500
	2500

	
	≥50 - 60
	2500
	2500

	
	≥60 - 70
	4500
	5000

	
	≥70 - 80
	4500
	5000

	
	≥80 - 90
	4500
	5000

	
	≥90 - 100
	7000
	7500

	
	≥100 - 110
	7000
	7500

	
	≥110 - 120
	8000
	7500

	
	≥120
	8000
	10000




Table 2: Suggested dose adjustment strategies
	Clinical scenario 
	LMWH
	Domain arm
	Course of action

	Acute or chronic kidney injury with an estimated glomerular 
filtration rate < 20 ml/min and no renal replacement therapy
	Tinzaparin
	Low
	Suggestion to make no adjustments

	
	
	Intermediate
	Suggestion to make no adjustments

	
	
	Weight-adjusted
	Weight <90 kg: suggestion to make no adjustments
Weight ≥90 kg: suggestion to administer 4500 IU

	
	Dalteparin
	Low
	Suggestion to make no adjustments

	
	
	Intermediate
	Suggestion to make no adjustments

	
	
	Weight-adjusted
	Weight <90 kg: suggestion to make no adjustments
Weight ≥90 kg: suggestion to administer 5000 IU

	Renal replacement therapy
	All LMWHs
	All arms
	Suggestion to make no adjustments

	Thrombocytopenia with platelet count < 30x109/L
	All LMWHs
	All arms
	Suggestion to temporarily halt intervention until recovery of platelet count > 30x109/L

	Invasive procedures
	All LMWHs
	All arms
	At discretion of treating clinician

	Use of thrombolysis
	All LMWHs
	All arms
	Suggestion to temporarily halt intervention. 
Restart allocated dose at discretion of treating 
clinician

	Active bleeding
	All LMWHs
	All arms
	Suggestion to temporarily halt intervention. 
Restart, either in allocated or adjusted dose, 
at discretion of the treating clinician

	Start of therapeutic anticoagulation, e.g. for VTE or atrial fibrillation
	All LMWHs
	All arms
	Permanently stop intervention

	Serious adverse reaction (severe allergy and heparin-induced thrombocytopenia)
	All LMWHs
	All arms
	Permanently stop intervention




Discharge to a site participating in INCEPT
Participants who are discharged or transferred to a site participating in INCEPT will continue the allocated treatment at the new trial site. Data from the new site will be registered by staff from the new site.

Discharge to a site not participating in INCEPT
For participants who are discharged or transferred to a site NOT participating in INCEPT, change the ordered trial medications to standard medications. The participant will still be followed through the electronic patient records.

4. [bookmark: _Toc199835019]Safety reporting 
Domain-specific serious adverse reactions are defined as those below and will be registered daily in the eCRF as they are known serious adverse reactions.
INCEPT-Albumin (registered up to 90 days from randomisation):
· Severe anaphylactic reaction to albumin (urticarial skin reaction AND one of the following: worsened circulation, increased airway resistance (if on a ventilator), clinical stridor or bronchospasm or subsequent treatment with bronchodilators)
· Major bleeding (fatal bleeding, symptomatic bleeding in a critical area or organ, or bleeding that requires any of the following interventions: transfusion of ≥400 ml red cells, endoscopy, endovascular management, or surgery)

INCEPT-Thromboprophylaxis (registered up to 90 days from randomisation): 
· Severe anaphylactic reaction to LMWH
· Heparin-induced thrombocytopenia

Serious adverse events
[bookmark: _Hlk200436767]Investigator and clinicians may at any time report a serious adverse event using the paper SAE-form in the Site File folder, which is to be uploaded in the eCRF (Event folder). If the event is serious, unexpected and considered related to the trial intervention it is a SUSAR, which must be reported to the domain sponsor within 24 hours. If fatal or life-threatening, the platform sponsor (or a delegate) will report it within 7 days to all trial sites and relevant authorities (via CTIS in EU, or in collaboration with national investigators elsewhere). Other SUSARs must be reported to the competent authorities within 15 days.
5. [bookmark: _Toc199835020]Follow-up
Follow-up at 180 days is performed by trial staff at the site or centrally collecting data on health-related quality of life (EQ-5D-5L and EQ-VAS) and cognitive function (Mini-MoCA). This takes around 10 minutes in total and is done by phone or mail as chosen by the participant.
Do not contact any participants who have withdrawn consent for follow-up. 
If the participant cannot be reached at 180 days follow-up, make frequent attempts during the following two weeks to establish contact to the participant or proxy, until 180 days follow-up is obtained. It is OK to use more than 2 additional weeks – the most important thing is to get the answers.
If the participant chooses to answer by post, the time for obtaining answers can be extended by the time needed. It is important that the answers are dated and that it is noted if proxy answered. 
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