


Supplement 1 Adverse events per patient
	Adverse event
	Number of patients with at least one report

	
	Placebo (N=5)
	EDV2209 (N=22)
	Total

	
	
	
	

	Infections and infestations
	
	
	

	Urinary tract infection
	4
	11
	15

	Pulmonary infection 
	0
	10
	10

	Sepsis
	2
	1
	3

	Ventriculitis
	1
	5
	6

	Skin infection
	1
	1
	2

	Thrush
	1
	5
	6

	Device related infection
	0
	2
	2

	Psychiatric disorders
	
	
	

	Depression
	1
	1
	2

	Hallucinations
	0
	1
	1

	Insomnia
	2
	15
	17

	Other: Withdrawal syndrome
	0
	4
	4

	Nervous system disorders
	
	
	

	Depressed level of consciousness
	4
	11
	15

	Cerebral edema
	1
	4
	5

	Cerebral haemorrhage
	1
	3
	4

	Cerebral infarction	Comment by Maria Emelie Susanna Pitkänen Fungbrant: Vill du bara ha allt under cerebral infarction? Også cerebellar?
	1
	7
	8

	Cognitive disorder
	3
	4
	7

	Delayed ischaemic neurological deficit
	0
	2
	2

	Delirium
	2
	5
	7

	Epilepsy
	0
	1
	1

	Headache
	4
	11
	15

	Hydrocephalus
	1
	6
	7

	Intracranial pressure increased
	3
	5
	8

	Subdural hygroma
	1
	0
	1

	Transient ischaemic attack
	0
	1
	1

	IIIrd nerve paralysis
	0
	1
	1

	VIth nerve paralysis
	0
	1
	1

	Pneumocephalus
	0
	2
	2

	Dizziness
	3
	7
	10

	Aneurysm reruptured
	0
	1
	1

	Eye disorders 
	
	
	

	Eye irritation
	0
	1
	1

	Dry eye
	0
	2
	2

	Vitreous haemorrhage
	0
	2
	2

	Blurred vision
	2
	3
	5

	Periorbital oedema
	0
	2
	2

	Ear and labyrinth disorders
	
	
	

	Hyperacusis
	1
	2
	3

	Tinnitus
	0
	1
	1

	Cardiovascular disorders
	
	
	

	Atrial fibrillation
	1
	2
	3

	Bradycardia
	1
	4
	5

	Tachycardia
	2
	5
	7

	Stress cardiomyopathy
	0
	1
	1

	Other arythmia
	1
	5
	6

	Phlebitis
	1
	0
	1

	Peripheral pseudoaneurysm
	0
	1
	1

	Hypertension
	4
	7
	11

	Hypotension
	4
	7
	11

	Hypovolemia
	2
	1
	3

	ECG: QT prolonged
	2
	8
	10

	ECG ST depression
	1
	2
	3

	ECG T wave abnormal
	0
	3
	3

	Respiratory, thoracic and mediastinal disorders
	
	
	

	Acute respiratory distress syndrome
	0
	1
	1

	Bronchospasm
	3
	2
	5

	Dyspnea
	0
	1
	1

	Hypoxia
	1
	2
	3

	Pleural effusion
	0
	2
	2

	Pulmonary oedema
	1
	0
	1

	Tracheal deviation
	1
	0
	1

	Epistaxis
	0
	1
	1

	Other: Angioedema
	1
	0
	1

	Gastrointestinal disorders
	
	
	

	Abdominal pain
	1
	4
	5

	Constipation
	5
	18
	23

	Impaired gastric emptying
	1
	3
	4

	Nausea
	2
	10
	12

	Stress ulcer
	0
	1
	1

	Vomiting
	3
	3
	6

	Diarrhoea
	1
	0
	1

	Haemorrhoids
	0
	2
	2

	Dysphagia
	3
	3
	6

	Skin and subcutaneous tissue disorders 
	
	
	

	Decubitus ulcer
	1
	2
	3

	Eczema
	1
	1
	2

	Erythema
	0
	1
	1

	Miliaria
	0
	1
	1

	Alopecia
	0
	1
	1

	Musculoskeletal and connective tissue disorders
	
	
	

	Neck pain
	2
	10
	12

	Myopathy
	1
	1
	2

	Myalgia
	2
	5
	7

	Back pain
	0
	7
	7

	Arthralgia
	0
	1
	1

	Renal and urinary disorders
	
	
	

	Urinary retention
	1
	3
	4

	Haematuria
	1
	0
	1

	Reproductive system disorders
	
	
	

	Vaginal discharge
	1
	0
	1

	Vaginal haemorrhage
	0
	1
	1

	Cervicitis
	0
	1
	1

	Epididymitis
	0
	1
	1

	Oedema genital
	1
	0
	1

	General disorders and administration site conditions 
	
	
	

	Edema peripheral
	2
	10
	12

	Critical illness
	0
	1
	1

	Infusion site extravasation
	1
	1
	2

	Diabetes insipidus
	0
	1
	1

	Blood biomarkers
	
	
	

	Gamma-glutamyltransferase increased
	4
	13
	17

	Blood alkaline phosphatase increased
	2
	6
	8

	Blood albumin decreased
	4
	16
	20

	Aspartate aminotransferase increased
	3
	12
	15

	Alanine aminotransferase increased
	3
	11
	14

	Amylase increased
	1
	4
	5

	Blood lactate dehydrogenase increased
	2
	4
	6

	Blood leukocytes increased
	0
	2
	2

	Blood platelet count increased
	2
	7
	9

	Blood hemoglobin decreased
	4
	13
	17

	
	
	
	

	Electrolytes and trace elements 
	
	
	

	Blood zinc decreased
	3
	9
	12

	Blood sodium decreased
	1
	12
	13

	Blood sodium increased 
	1
	3
	4

	Blood potassium decreased 
	4
	13
	17

	Blood potassium increased 
	1
	0
	1

	Blood phosphate decreased
	2
	12
	14

	Blood phosphate increased 
	0
	1
	1

	Blood magnesium increased
	0
	1
	1

	Blood magnesium decreased
	0
	1
	1

	Blood chloride increased
	0
	2
	2

	Blood calcium decreased
	2
	5
	7

	Acidosis
	2
	4
	6

	Blood creatinine increased
	1
	0
	1

	C-reactive protein increased
	2
	3
	5

	Blood glucose increased
	3
	7
	10

	Blood cholesterol increased
	0
	2
	2

	Blood thyroid stimulating hormone decreased
	0
	1
	1

	International normalised ratio increased
	0
	1
	1

	Vital signs
	
	
	

	Body temperature increased
	3
	10
	13

	Body temperature decreased
	0
	3
	3

	Respiratory rate decreased
	0
	1
	1

	Respiratory rate increased
	0
	3
	3

	Injury, poisoning and procedural complications 
	
	
	

	Haematoma after vascular puncture
	0
	2
	2

	Tongue injury
	1
	0
	1

	Shunt malfunction
	0
	1
	1

	Postoperative wound complication
	1
	0
	1

	Post procedural haemorrhage
	1
	0
	1

	Fall
	2
	5
	7

	Endotracheal intubation complication
	0
	1
	1







