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Appendix 2 - Adverse Events by System Organ Class and Treatment Group

Column 1 2 | 3 | 4 | 5 | 6 | 7 8 9
Group
Treatment Placebo RR (95% CI) p-value
N =66 N =44
System Organ Class # (%) of # of Rate # (%) of # of Rate
Subjects Events Subjects Events
Blood
Anaemia 15 (22.7%) 16 .085 7 (15.9%) 7 .060 1.43 (0.63, 3.22) 0.4693
Leukocytosis 6 (9.1%) 6 .032 7 (15.9%) 7 .060 0.57 (0.21, 1.59) 0.3679
Lymphadenopathy 1 (1.5%) 1 .005 0 (0%) 0 .000 N/A N/A
Thrombocytopenia 1 (1.5%) 1 .005 0 (0%) 0 .000 N/A N/A
Cardiac
Acute myocardial infarction 1 (1.5%) 1 .005 1 (2.3%) 1 .009 0.67 (0.04, 10.38) 1.0000
Atrial fibrillation 8 (12.1%) 9 .048 6 (13.6%) 6 .051 0.89 (0.33, 2.39) 1.0000
Bradycardia 1 (1.5%) 1 .005 6 (13.6%) 6 .051 0.11 (0.01, 0.89) 0.0158
Cardiac arrest 1 (1.5%) 1 .005 1 (2.3%) 1 .009 0.67 (0.04, 10.38) 1.0000
Cardiac failure congestive 1 (1.5%) 1 .005 0 (0%) 0 .000 N/A N/A
Intracardiac thrombus 1 (1.5%) 1 .005 0 (0%) 0 .000 N/A N/A
Mitral valve incompetence 1 (1.5%) 1 .005 0 (0%) 0 .000 N/A N/A
Myocardial infarction 1 (1.5%) 1 .005 0 (0%) 0 .000 N/A N/A
Pericarditis 1 (1.5%) 1 .005 0 (0%) 0 .000 N/A N/A
Sinus bradycardia 0 (0%) 0 .000 4 (9.1%) 4 .034 N/A N/A
Sinus tachycardia 3 (4.5%) 3 .016 1 (2.3%) 1 .009 2.00 (0.21, 18.62) 0.6485
Supraventricular extrasystoles 1 (1.5%) 1 .005 0 (0%) 0 .000 N/A N/A
Supraventricular tachycardia 1 (1.5%) 1 .005 1 (2.3%) 1 .009 0.67 (0.04, 10.38) 1.0000
Tachycardia 3 (4.5%) 3 .016 1 (2.3%) 1 .009 2.00 (0.21, 18.62) 0.6485
Eye
Periorbital oedema 1 (1.5%) 1 .005 0 (0%) 0 .000 N/A N/A
Gastrointestinal
Abdominal distension 0 (0%) 0 .000 1 (2.3%) 1 .009 N/A N/A
Constipation 6 (9.1%) 6 .032 4 (9.1%) 4 .034 1.00 (0.30, 3.34) 1.0000
Diarrhoea 1 (1.5%) 1 .005 0 (0%) 0 .000 N/A N/A
Duodenal ulcer haemorrhage 1 (1.5%) 1 .005 0 (0%) 0 .000 N/A N/A
Dyspepsia 2 (3.0%) 2 .011 1 (2.3%) 1 .009 1.33(0.12, 14.26) 1.0000
Gastrointestinal haemorrhage 1 (1.5%) 1 .005 0 (0%) 0 .000 N/A N/A
Nausea 1 (1.5%) 1 .005 1 (2.3%) 1 .009 0.67 (0.04, 10.38) 1.0000
Retroperitoneal haematoma 1 (1.5%) 1 .005 0 (0%) 0 .000 N/A N/A
Vomiting 0 (0%) 0 .000 4(9.1%) 4 .034 N/A N/A
General
Catheter site phlebitis 0 (0%) 0 .000 1 (2.3%) 1 .009 N/A N/A
Chest pain 1 (1.5%) 1 .005 0 (0%) 0 .000 N/A N/A
Face oedema 1 (1.5%) 1 .005 0 (0%) 0 .000 N/A N/A
Infusion site pain 1 (1.5%) 1 .005 0 (0%) 0 .000 N/A N/A




Injection site pain

Oedema peripheral

Pain

Pyrexia

Vessel puncture site haematoma
Infections

Catheter site cellulitis

Cellulitis orbital

Groin infection

Injection site cellulitis

Pneumonia

Septic shock

Sinusitis

Staphylococcal infection

Urinary tract infection

Urosepsis
Injury, Poisoning, and Procedural
Comp.

Contusion

Laceration

Post procedural haematoma

Procedural pain

Wound secretion
Investigations

Activated partial thromboplastin time
prolonged

Activated partial thromboplastin time
shortened

Aspartate aminotransferase
increased

Blood bilirubin increased

Blood calcium decreased

Blood chloride increased

Blood fibrinogen decreased

Blood fibrinogen increased

Blood glucose increased

Blood homocysteine increased

Blood magnesium decreased

Blood potassium decreased

Blood sodium decreased

Blood sodium increased

C-reactive protein increased

Ejection fraction decreased

Hepatic enzyme increased

Lymphocyte count decreased

Occult blood positive

Platelet count decreased

1 (1.5%)
1 (1.5%)
1 (1.5%)
4 (6.1%)
1 (1.5%)

1 (1.5%)
1 (1.5%)
1 (1.5%)
1 (1.5%)
1 (1.5%)
1 (1.5%)

0 (0%)

1 (1.5%)
10 (15.2%)

0 (0%)

3 (4.5%)
1 (1.5%)
0 (0%)
0 (0%)
1 (1.5%)

4 (6.1%)
0 (0%)
1 (1.5%)

1 (1.5%)
5 (7.6%)
0 (0%)
6 (9.1%)
2 (3.0%)
4 (6.1%)
0 (0%)
3 (4.5%)
4 (6.1%)
2 (3.0%)
1 (1.5%)
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2 (3.0%)
1 (1.5%)
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0 (0%)
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.000
.009
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.000
.017
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N/A
N/A
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0.7936
N/A

0.6817
N/A
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1.0000

N/A

N/A

N/A
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N/A
0.7520
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N/A
N/A
N/A
N/A
N/A
N/A
N/A
N/A
0.7111
N/A
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Prothrombin time prolonged

Troponin increased

Urine output decreased

White blood cell count increased
Metabolic

Alkalosis

Gout

Hyperglycaemia

Hyperlipidaemia

Hypoalbuminaemia

Hypocalcaemia

Hypophosphataemia

Hypoproteinaemia
Musculoskeletal

Arthralgia

Back pain

Muscle spasms

Musculoskeletal pain

Neck pain

Pain in extremity
Nervous System

Balance disorder

Brain oedema

Carotid artery dissection

Carotid artery stenosis

Central pain syndrome

Cerebral haemorrhage

Cerebrovascular accident

Convulsion

Haemorrhage intracranial

Haemorrhagic cerebral infarction

Headache

Somnolence

Stroke in evolution
Psychiatric

Agitation

Confusional state

Delirium

Depression

Insomnia
Renal

Haematuria

Renal failure acute

Urinary retention
Respiratory

Acute respiratory failure

5 (7.6%)
4 (6.1%)
1 (1.5%)
1 (1.5%)

1 (1.5%)
1 (1.5%)
2 (3.0%)
1 (1.5%)
4 (6.1%)
1 (1.5%)
2 (3.0%)
1 (1.5%)
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1 (1.5%)
2 (3.0%)
0 (0%)
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0 (0%)
6 (9.1%)
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5 (7.6%)
7 (10.6%)
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0 (0%)
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0 (0%)
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N/A
N/A

N/A
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1.56 (0.42, 5.69)
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0.59 (0.33, 1.05)
N/A
0.80 (0.38, 1.69)
N/A
0.67 (0.04, 10.38)

N/A
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1.33 (0.12, 14.26)
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0.50 (0.12, 2.13)
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0.67 (0.04, 10.38)
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N/A
N/A
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N/A
N/A
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N/A

N/A
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N/A
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N/A
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N/A
N/A
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0.4344
N/A
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Bronchospasm
Cough
Hypoxia
Oropharyngeal pain
Pneumonia aspiration
Pneumothorax
Productive cough
Pulmonary embolism
Pulmonary oedema
Respiratory distress
Respiratory failure
Skin
Rash
Surgical and Medical Proc.
Aneurysm repair
Vascular
Deep vein thrombosis
Flushing
Hot flush
Hypertension
Hypotension
Peripheral ischaemia
Phlebitis superficial
Total

1 (1.5%)
0 (0%)
2 (3.0%)
2 (3.0%)
2 (3.0%)
0 (0%)
1 (1.5%)
0 (0%)
1 (1.5%)
2 (3.0%)
2 (3.0%)

2 (3.0%)
0 (0%)

1 (1.5%)
1 (1.5%)
0 (0%)

4 (6.1%)
4 (6.1%)
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1 (1.5%)
56 (84.8%)
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N/A
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0.2366

Report Generated on Data Submitted and Coded as of: 18Jan2017.

Column Definitions:
1: System Organ Class of AE

2,5: Number and percentage of subjects who have ever had AE

3,6: Total number of AEs; includes multiple AEs of same type per subject
4,7: Number of AEs per 30 days
8: Relative Risk (Treatment relative to Placebo) and 95% confidence interval

9: p-value




Appendix 3: Serious Adverse Events

3K3A-APC Placebo
Event N (%) Subijects N Events N (%) Subjects N Events RR (95% CI) P value
Total 30 (45.5%) 56 18 (40.9%) 34 1.11 (0.71,1.73) 0.6971
Cerebrovascular 5 (7.6%) 7 3 (6.8%) 3 1.11 (0.28, 4.41) 1
accident
Atrial fibrillation 5 (7.6%) 6 4 (9.1%) 4 0.83 (0.24, 2.93) 1
Brain oedema 5 (7.6%) 5 3 (6.8%) 3 1.11 (0.28, 4.41) 1
Blood fibrinogen 3 (4.5%) 3 1(2.3%) 1 2.00 (0.21, 18.62) 0.6485
decreased
Cerebral 3 (4.5%) 3 2 (4.5%) 2 1.00 (0.17,5.74) 1
haemorrhage
Anaemia 2 (3.0%) 2 1(2.3%) 1 1.33 (0.12, 14.26) 1
Convulsion 2 (3.0%) 2 1(2.3%) 1 1.33 (0.12, 14.26) 1
Pneumonia 2 (3.0%) 2 1(2.3%) 1 1.33(0.12, 14.26) 1
aspiration
Respiratory failure 2 (3.0%) 2 0 (0%) 0 N/A N/A
Cardiac arrest 1 (1.5%) 1 1 (2.3%) 1 0.67 (0.04, 10.38) 1
Cardiac failure 1(1.5%) 1 0 (0%) 0 N/A N/A
congestive
Intracardiac 1 (1.5%) 1 0 (0%) 0 N/A N/A
thrombus
Myocardial 1 (1.5%) 1 0 (0%) 0 N/A N/A
infarction
Pericarditis 1 (1.5%) 1 0 (0%) 0 N/A N/A
Duodenal ulcer 1 (1.5%) 1 0 (0%) 0 N/A N/A
haemorrhage
Retroperitoneal 1 (1.5%) 1 0 (0%) 0 N/A N/A
haematoma
Chest pain 1 (1.5%) 1 0 (0%) 0 N/A N/A
Septic shock 1 (1.5%) 1 0 (0%) 0 N/A N/A
Staphylococcal 1 (1.5%) 1 0 (0%) 0 N/A N/A
infection
Blood potassium 1 (1.5%) 1 0 (0%) 0 N/A N/A
decreased
Blood sodium 1 (1.5%) 1 0 (0%) 0 N/A N/A
increased




Ejection fraction 1 (1.5%) 1 0 (0%) 0 N/A N/A
decreased

Hepatic enzyme 1 (1.5%) 1 0 (0%) 0 N/A N/A
increased

Lymphocyte count 1 (1.5%) 1 1(2.3%) 1 0.67 (0.04, 10.38) 1
decreased

Troponin 1 (1.5%) 1 0 (0%) 0 N/A N/A
increased

Carotid artery 1 (1.5%) 1 0 (0%) 0 N/A N/A
stenosis

Haemorrhage 1(1.5%) 1 1(2.3%) 1 0.67 (0.04, 10.38) 1
intracranial

Acute respiratory 1(1.5%) 1 1 (2.3%) 1 0.67 (0.04, 10.38) 1
failure

Bronchospasm 1 (1.5%) 1 0 (0%) 0 N/A N/A
Pulmonary 1 (1.5%) 1 1(2.3%) 1 0.67 (0.04, 10.38) 1
oedema

Respiratory 1 (1.5%) 1 0 (0%) 0 N/A N/A
distress

Deep vein 1 (1.5%) 1 1(2.3%) 1 0.67 (0.04, 10.38) 1
thrombosis

Hypotension 1 (1.5%) 1 3 (6.8%) 3 0.22 (0.02, 2.07) 0.2998
Leukocytosis 0 (0%) 0 1(2.3%) 1 N/A N/A
Bradycardia 0 (0%) 0 1(2.3%) 1 N/A N/A
Pneumonia 0 (0%) 0 1(2.3%) 1 N/A N/A
Urosepsis 0 (0%) 0 1 (2.3%) 1 N/A N/A
Blood glucose 0 (0%) 0 1(2.3%) 1 N/A N/A
increased

Agitation 0 (0%) 0 1(2.3%) 1 N/A N/A
Pneumothorax 0 (0%) 0 1(2.3%) 1 N/A N/A
Pulmonary 0 (0%) 0 1 (2.3%) 1 N/A N/A
embolism

Aneurysm repair 0 (0%) 0 1(2.3%) 1 N/A N/A




