[bookmark: _GoBack]Supplementary Table s1: Complete list of adverse events in 24-week and 52-week follow-up groups.

	
	24-week follow-up
	52-week follow-up

	
	n (%)
	Incidence rate/100 patient-yearsa
	n (%)
	Incidence rate/100 patient-yearsa

	Number of patients
	2838
	335

	 Number of patients with adverse event (%) /incidence rate
	707 (24.91)
	706b (55.55)
	139 (41.49)
	139 (57.58)

	 Number of events
	934
	
	226
	

	Infections and infestations
	109 (3.84)
	7.55
	28 (8.36)
	8.97

	　Pneumonia
	20 (0.70)
	1.36
	5 (1.49)
	1.54

	　Nasopharyngitis
	19 (0.67)
	1.29
	5 (1.49)
	1.53

	　Bronchitis
	16 (0.56)
	1.09
	8 (2.39)
	2.46

	　Pneumocystis jirovecii pneumonia
	5 (0.18)
	0.34
	2 (0.60)
	0.61

	　Cellulitis
	5 (0.18)
	0.34
	-
	-

	　Herpes zoster
	4 (0.14)
	0.27
	-
	-

	　Pharyngitis
	3 (0.11)
	0.20
	-
	-

	　Upper respiratory tract infection
	3 (0.11)
	0.20
	-
	-

	　Urinary tract infection
	3 (0.11)
	0.20
	1 (0.30)
	0.31

	　Sinusitis
	3 (0.11)
	0.20
	1 (0.30)
	0.31

	　Gastroenteritis
	2 (0.07)
	0.14
	-
	-

	　Bronchopneumonia
	2 (0.07)
	0.14
	-
	-

	　Abscess limb
	2 (0.07)
	0.14
	1 (0.30)
	0.31

	　Atypical mycobacterial infection
	2 (0.07)
	0.14
	2 (0.60)
	0.61

	　Cystitis
	2 (0.07)
	0.14
	-
	-

	　Influenza
	1 (0.04)
	0.07
	-
	-

	　Mycoplasma infection
	1 (0.04)
	0.07
	-
	-

	　Pneumonia mycoplasmal
	1 (0.04)
	0.07
	-
	-

	　Purulence
	1 (0.04)
	0.07
	-
	-

	　Infection
	1 (0.04)
	0.07
	-
	-

	　Enteritis infectious
	1 (0.04)
	0.07
	-
	-

	　Infected dermal cyst
	1 (0.04)
	0.07
	-
	-

	　Liver abscess
	1 (0.04)
	0.07
	-
	-

	　Acute sinusitis
	1 (0.04)
	0.07
	1 (0.30)
	0.30

	　Acute tonsillitis
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Tuberculous pleurisy
	1 (0.04)
	0.07
	-
	-

	　Oral candidiasis
	1 (0.04)
	0.07
	1 (0.30)
	0.30

	　Oral herpes
	1 (0.04)
	0.07
	-
	-

	　Bronchiolitis
	1 (0.04)
	0.07
	-
	-

	　Periodontitis
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Ear infection
	1 (0.04)
	0.07
	-
	-

	　Pyelonephritis
	1 (0.04)
	0.07
	-
	-

	　Tinea pedis
	1 (0.04)
	0.07
	-
	-

	　Herpes simplex
	1 (0.04)
	0.07
	-
	-

	　Paronychia
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Onychomycosis
	1 (0.04)
	0.07
	-
	-

	　Erythema infectiosum
	1 (0.04)
	0.07
	-
	-

	　Acne pustular
	1 (0.04)
	0.07
	-
	-

	　Sepsis
	1 (0.04)
	0.07
	-
	-

	　Pneumonia pneumococcal
	1 (0.04)
	0.07
	-
	-

	　Lung infection
	1 (0.04)
	0.07
	-
	-

	　Folliculitis
	1 (0.04)
	0.07
	1 (0.30)
	0.30

	　Tonsillitis
	1 (0.04)
	0.07
	1 (0.30)
	0.30

	　Tinea versicolour
	1 (0.04)
	0.07
	-
	-

	　Herpes virus infection
	-
	-
	1 (0.30)
	0.30

	　Diverticulitis
	-
	-
	1 (0.30)
	0.30

	　Pneumonia bacterial
	-
	-
	1 (0.30)
	0.30

	Neoplasms benign, malignant and unspecified (incl cysts and polyps)
	12 (0.42)
	0.82
	2 (0.60)
	0.61

	　Lymphoma
	4 (0.14)
	0.27
	-
	-

	　Gastric cancer
	2 (0.07)
	0.14
	-
	-

	　Lung neoplasm malignant
	2 (0.07)
	0.14
	-
	-

	　Colon cancer
	1 (0.04)
	0.07
	-
	-

	　Lung adenocarcinoma recurrent
	1 (0.04)
	0.07
	-
	-

	　Breast cancer
	1 (0.04)
	0.07
	-
	-

	　Bladder cancer
	1 (0.04)
	0.07
	-
	-

	　Haemangioma of liver
	-
	-
	1 (0.30)
	0.30

	　Non-Hodgkin's lymphoma
	-
	-
	1 (0.30)
	0.30

	Blood and lymphatic system disorders
	22 (0.78)
	1.50
	3 (0.90)
	0.92

	　Leukopenia
	5 (0.18)
	0.34
	-
	-

	　Anaemia
	5 (0.18)
	0.34
	2 (0.60)
	0.61

	　Iron deficiency anaemia
	3 (0.11)
	0.20
	-
	-

	　Pancytopenia
	3 (0.11)
	0.20
	-
	-

	　Lymphopenia
	2 (0.07)
	0.14
	-
	-

	　Lymphadenopathy
	1 (0.04)
	0.07
	-
	-

	　Thrombocytopenia
	1 (0.04)
	0.07
	-
	-

	　Thrombocytopenic purpura
	1 (0.04)
	0.07
	-
	-

	　Bone marrow failure
	1 (0.04)
	0.07
	-
	-

	　Haemorrhagic anaemia
	1 (0.04)
	0.07
	-
	-

	　Hypochromic anaemia
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Disseminated intravascular coagulation
	1 (0.04)
	0.07
	-
	-

	Immune system disorders
	2 (0.07)
	0.14
	-
	-

	　Seasonal allergy
	1 (0.04)
	0.07
	-
	-

	　Drug hypersensitivity
	1 (0.04)
	0.07
	-
	-

	Metabolism and nutrition disorders
	12 (0.42)
	0.82
	5 (1.49)
	1.54

	　Decreased appetite
	6 (0.21)
	0.41
	1 (0.30)
	0.31

	　Hyperlipidaemia
	3 (0.11)
	0.20
	3 (0.90)
	0.92

	　Dyslipidaemia
	1 (0.04)
	0.07
	-
	-

	　Hyponatraemia
	1 (0.04)
	0.07
	-
	-

	　Diabetes mellitus
	1 (0.04)
	0.07
	-
	-

	　Hyperuricaemia
	-
	-
	1 (0.30)
	0.30

	Psychiatric disorders
	3 (0.11)
	0.20
	2 (0.60)
	0.61

	　Depression
	1 (0.04)
	0.07
	1 (0.30)
	0.30

	　Sleep disorder
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Insomnia
	1 (0.04)
	0.07
	-
	-

	Nervous system disorders
	9 (0.32)
	0.61
	3 (0.90)
	0.92

	　Headache
	2 (0.07)
	0.14
	-
	-

	　Subarachnoid haemorrhage
	1 (0.04)
	0.07
	-
	-

	　Autonomic seizure
	1 (0.04)
	0.07
	-
	-

	　Radiculopathy
	1 (0.04)
	0.07
	-
	-

	　Cerebral haemorrhage
	1 (0.04)
	0.07
	-
	-

	　Dizziness
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Migraine
	1 (0.04)
	0.07
	-
	-

	　Neuropathy peripheral
	1 (0.04)
	0.07
	-
	-

	　Intercostal neuralgia
	1 (0.04)
	0.07
	2 (0.60)
	0.61

	Eye disorders
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Conjunctivitis allergic
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	Ear and labyrinth disorders
	2 (0.07)
	0.14
	1 (0.30)
	0.30

	　Vertigo
	1 (0.04)
	0.07
	-
	-

	　Sudden hearing loss
	1 (0.04)
	0.07
	-
	-

	　Tinnitus
	-
	-
	1 (0.30)
	0.30

	Cardiac disorders
	1 (0.04)
	0.07
	2 (0.60)
	0.61

	　Aortic valve incompetence
	1 (0.04)
	0.07
	2 (0.60)
	0.30

	　Angina pectoris
	-
	-
	1 (0.30)
	0.30

	Vascular disorders
	7 (0.25)
	0.48
	5 (1.49)
	1.54

	　Hypertension
	5 (0.18)
	0.34
	4 (1.19)
	1.23

	　Venous thrombosis limb
	1 (0.04)
	0.07
	-
	-

	　Deep vein thrombosis
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	Respiratory, thoracic and mediastinal disorders
	56 (1.97)
	3.84
	24 (7.16)
	7.65

	　Upper respiratory tract inflammation
	24 (0.85)
	1.64
	14 (4.18)
	4.36

	　Interstitial lung disease
	13 (0.46)
	0.88
	2 (0.60)
	0.61

	　Cough
	8 (0.28)
	0.54
	2 (0.60)
	0.61

	　Rhinorrhoea
	3 (0.11)
	0.20
	-
	-

	　Rhinitis allergic
	2 (0.07)
	0.14
	2 (0.60)
	0.61

	　Dyspnoea
	2 (0.07)
	0.14
	-
	-

	　Asthma
	2 (0.07)
	0.14
	2 (0.60)
	0.61

	　Pharyngeal disorder
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Pleurisy
	1 (0.04)
	0.07
	-
	-

	　Oropharyngeal pain
	1 (0.04)
	0.07
	-
	-

	　Productive cough
	1 (0.04)
	0.07
	-
	-

	　Pulmonary embolism
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Pulmonary mass
	1 (0.04)
	0.07
	-
	-

	　Nasal congestion
	1 (0.04)
	0.07
	-
	-

	　Organising pneumonia
	-
	-
	1 (0.30)
	0.30

	Gastrointestinal disorders
	106 (3.74)
	7.29
	24 (7.16)
	7.63

	　Stomatitis
	37 (1.30)
	2.53
	3 (0.90)
	0.92

	　Nausea
	27 (0.95)
	1.77
	10 (2.99)
	3.09

	　Gastritis
	6 (0.21)
	0.41
	3 (0.90)
	0.92

	　Abdominal discomfort
	6 (0.21)
	0.41
	1 (0.30)
	0.30

	　Diarrhoea
	5 (0.18)
	0.34
	-
	-

	　Gastric ulcer
	4 (0.14)
	0.27
	-
	-

	　Abdominal pain upper
	4 (0.14)
	0.27
	-
	-

	　Enterocolitis
	4 (0.14)
	0.27
	1 (0.30)
	0.30

	　Gastrooesophageal reflux disease
	3 (0.11)
	0.20
	2 (0.60)
	0.61

	　Vomiting
	3 (0.11)
	0.20
	2 (0.60)
	0.61

	　Aphthous stomatitis
	2 (0.07)
	0.14
	1 (0.30)
	0.31

	　Cheilitis
	2 (0.07)
	0.14
	-
	-

	　Constipation
	2 (0.07)
	0.14
	2 (0.60)
	0.61

	　Gastritis erosive
	1 (0.04)
	0.07
	-
	-

	　Gastric polyps
	1 (0.04)
	0.07
	1 (0.30)
	0.30

	　Gastrointestinal disorder
	1 (0.04)
	0.07
	-
	-

	　Irritable bowel syndrome
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Paraesthesia oral
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Oral mucosa erosion
	1 (0.04)
	0.07
	-
	-

	　Duodenal ulcer
	1 (0.04)
	0.07
	-
	-

	　Gastric ulcer haemorrhage
	1 (0.04)
	0.07
	-
	-

	　Large intestine polyp
	1 (0.04)
	0.07
	1 (0.30)
	0.30

	　Intestinal obstruction
	1 (0.04)
	0.07
	-
	-

	Hepatobiliary disorders
	277 (9.76)
	19.82
	47 (14.03)
	15.65

	　Hepatic function abnormal
	217 (7.65)
	15.34
	37 (11.04)
	12.00

	　Liver disorder
	58 (2.04)
	3.98
	10 (2.99)
	3.12

	　Hepatic steatosis
	2 (0.07)
	0.14
	2 (0.60)
	0.61

	　Cholecystitis acute
	1 (0.04)
	0.07
	-
	-

	　Drug-induced liver injury
	1 (0.04)
	0.07
	-
	-

	Skin and subcutaneous tissue disorders
	35 (1.23)
	2.39
	7 (2.09)
	2.15

	　Rash
	11 (0.39)
	0.75
	-
	-

	　Alopecia
	7 (0.25)
	0.48
	-
	-

	　Eczema
	4 (0.14)
	0.27
	2 (0.60)
	0.61

	　Urticaria
	3 (0.11)
	0.20
	-
	-

	　Skin ulcer
	2 (0.07)
	0.14
	-
	-

	　Drug eruption
	2 (0.07)
	0.14
	1 (0.30)
	0.30

	　Pruritus
	1 (0.04)
	0.07
	-
	-

	　Panniculitis
	1 (0.04)
	0.07
	-
	-

	　Seborrhoeic dermatitis
	1 (0.04)
	0.07
	-
	-

	　Rash generalised
	1 (0.04)
	0.07
	-
	-

	　Toxic skin eruption
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Eczema asteatotic
	1 (0.04)
	0.07
	-
	-

	　Dermatitis
	1 (0.04)
	0.07
	2 (0.60)
	0.61

	　Acne
	-
	-
	1 (0.30)
	0.30

	　Dermatitis contact
	-
	-
	1 (0.30)
	0.30

	Musculoskeletal and connective tissue disorders
	12 (0.42)
	0.82
	8 (2.39)
	2.47

	　Osteoporosis
	4 (0.14)
	0.27
	4 (1.19)
	1.23

	　Osteoarthritis
	2 (0.07)
	0.14
	2 (0.60)
	0.61

	　Chondrocalcinosis pyrophosphate
	1 (0.04)
	0.07
	1 (0.30)
	0.30

	　Periarthritis
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Arthralgia
	1 (0.04)
	0.07
	-
	-

	　Neck pain
	1 (0.04)
	0.07
	-
	-

	　Osteitis
	1 (0.04)
	0.07
	-
	-

	　Pain in extremity
	1 (0.04)
	0.07
	-
	-

	　Systemic lupus erythematosus
	1 (0.04)
	0.07
	-
	-

	　Back pain
	1 (0.04)
	0.07
	-
	-

	Renal and urinary disorders
	6 (0.21)
	0.41
	2 (0.60)
	0.61

	　Renal failure acute
	2 (0.07)
	0.14
	-
	-

	　Haematuria
	1 (0.04)
	0.07
	-
	-

	　Renal impairment
	1 (0.04)
	0.07
	1 (0.30)
	0.30

	　Proteinuria
	1 (0.04)
	0.07
	-
	-

	　Diabetic nephropathy
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Leukocyturia
	1 (0.04)
	0.07
	-
	-

	Reproductive system and breast disorders
	-
	-
	1 (0.30)
	0.30

	　Menopausal symptoms
	-
	-
	1 (0.30)
	0.30

	Congenital, familial and genetic disorders
	1 (0.04)
	0.07
	-
	-

	　Cerebrovascular arteriovenous malformation
	1 (0.04)
	0.07
	-
	-

	General disorders and administration site conditions
	32 (1.13)
	2.18
	9 (2.69)
	2.78

	　Malaise
	14 (0.49)
	0.95
	5 (1.49)
	1.53

	　Pyrexia
	7 (0.25)
	0.48
	1 (0.30)
	0.31

	　Feeling abnormal
	4 (0.14)
	0.27
	-
	-

	　Pain
	4 (0.14)
	0.27
	2 (0.60)
	0.61

	　Chest discomfort
	1 (0.04)
	0.07
	-
	-

	　Administration site reaction
	1 (0.04)
	0.07
	1 (0.30)
	0.30

	　Fatigue
	1 (0.04)
	0.07
	-
	-

	Investigations
	143 (5.04)
	9.99
	27 (8.06)
	8.69

	　White blood cell count decreased
	30 (1.06)
	2.04
	7 (2.09)
	2.16

	　Alanine aminotransferase increased
	21 (0.74)
	1.43
	3 (0.90)
	0.92

	　Aspartate aminotransferase increased
	17 (0.60)
	1.16
	3 (0.90)
	0.92

	　Hepatic enzyme increased
	16 (0.56)
	1.09
	10 (2.99)
	3.10

	　Lymphocyte count decreased
	15 (0.53)
	1.02
	3 (0.90)
	0.92

	　Liver function test abnormal
	13 (0.46)
	0.88
	-
	-

	　Blood lactate dehydrogenase increased
	11 (0.39)
	0.75
	1 (0.30)
	0.30

	　Gamma-glutamyltransferase increased
	10 (0.35)
	0.68
	1 (0.30)
	0.31

	　Platelet count decreased
	8 (0.28)
	0.54
	1 (0.30)
	0.30

	　Cell marker increased
	6 (0.21)
	0.41
	1 (0.30)
	0.31

	　Blood alkaline phosphatase increased
	5 (0.18)
	0.34
	2 (0.60)
	0.61

	　White blood cell count increased
	5 (0.18)
	0.34
	-
	-

	　Alanine aminotransferase abnormal
	3 (0.11)
	0.20
	-
	-

	　Blood creatinine increased
	3 (0.11)
	0.20
	1 (0.30)
	0.30

	　Blood pressure increased
	2 (0.07)
	0.14
	-
	-

	　Red blood cell count decreased
	2 (0.07)
	0.14
	-
	-

	　Hepatitis B surface antigen positive
	1 (0.04)
	0.07
	-
	-

	　C-reactive protein increased
	1 (0.04)
	0.07
	-
	-

	　Hepatitis C RNA increased
	1 (0.04)
	0.07
	-
	-

	　Helicobacter test positive
	1 (0.04)
	0.07
	-
	-

	　Gamma-glutamyltransferase abnormal
	1 (0.04)
	0.07
	-
	-

	　Platelet count increased
	1 (0.04)
	0.07
	-
	-

	　Blood alkaline phosphatase abnormal
	1 (0.04)
	0.07
	-
	-

	　Blood bilirubin increased
	1 (0.04)
	0.07
	-
	-

	　Blood beta-D-glucan increased
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Blood lactate dehydrogenase abnormal
	1 (0.04)
	0.07
	-
	-

	　Blood urea increased
	1 (0.04)
	0.07
	-
	-

	　Eosinophil count increased
	1 (0.04)
	0.07
	-
	-

	　Neutrophil count decreased
	1 (0.04)
	0.07
	-
	-

	　Mean cell volume abnormal
	1 (0.04)
	0.07
	-
	-

	Injury, poisoning and procedural complications
	11 (0.39)
	0.75
	2 (0.60)
	0.61

	　Lumbar vertebral fracture
	2 (0.07)
	0.14
	-
	-

	　Fracture
	2 (0.07)
	0.14
	-
	-

	　Airway burns
	1 (0.04)
	0.07
	1 (0.30)
	0.30

	　Excoriation
	1 (0.04)
	0.07
	-
	-

	　Arthropod sting
	1 (0.04)
	0.07
	-
	-

	　Thermal burn
	1 (0.04)
	0.07
	-
	-

	　Heat illness
	1 (0.04)
	0.07
	-
	-

	　Avulsion fracture 
	1 (0.04)
	0.07
	-
	-

	　Tendon rupture
	1 (0.04)
	0.07
	-
	-

	　Ligament sprain
	1 (0.04)
	0.07
	-
	-

	　Fractured sacrum
	
	
	1 (0.30)
	0.30

	Surgical and medical procedures
	1 (0.04)
	0.07
	-
	-

	　Hip arthroplasty
	1 (0.04)
	0.07
	-
	-

	aThe incidence rate has been calculated by using the period before the respective event occurs (at risk) as the denominator.
bOne patient with nausea, unknown day of onset, has been excluded from the total of person-years method. RNA, ribonucleic acid






Supplementary Table s2: Complete list of serious adverse events in 24-week and 52-week follow-up groups.

	
	24-week follow-up
	52-week follow-up

	
	n (%)
	Incidence rate/100 patient-yearsa
	n (%)
	Incidence rate/100 patient-yearsa

	Number of patients
	2838
	335

	 Number of patients with serious adverse event (%) /incidence rate
	69 (2.43)
	69 (4.74)
	14 (4.18)
	14 (4.37)

	 Number of events
	85
	
	18
	

	Infections and infestations
	28 (0.99)
	1.91
	7 (2.09)
	2.16

	　Pneumonia
	10 (0.35)
	0.68
	2 (0.60)
	0.61

	　Pneumocystis jirovecii pneumonia
	5 (0.18)
	0.34
	2 (0.60)
	0.61

	　Urinary tract infection
	2 (0.07)
	0.14
	1 (0.30)
	0.31

	　Pneumonia mycoplasmal
	1 (0.04)
	0.07
	-
	-

	　Liver abscess
	1 (0.04)
	0.07
	-
	-

	　Bronchopneumonia
	1 (0.04)
	0.07
	-
	-

	　Acute tonsillitis
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Tuberculous pleurisy
	1 (0.04)
	0.07
	-
	-

	　Ear infection
	1 (0.04)
	0.07
	-
	-

	　Pyelonephritis
	1 (0.04)
	0.07
	-
	-

	　Sepsis
	1 (0.04)
	0.07
	-
	-

	　Pneumonia pneumococcal
	1 (0.04)
	0.07
	-
	-

	　Lung infection
	1 (0.04)
	0.07
	-
	-

	　Cellulitis
	1 (0.04)
	0.07
	-
	-

	　Diverticulitis
	-
	-
	1 (0.30)
	0.30

	　Pneumonia bacterial
	-
	-
	1 (0.30)
	0.30

	Neoplasms benign, malignant and unspecified (incl cysts and polyps)
	12 (0.42)
	0.82
	-
	-

	　Lymphoma
	4 (0.14)
	0.27
	-
	-

	　Gastric cancer
	2 (0.07)
	0.14
	-
	-

	　Lung neoplasm malignant
	2 (0.07)
	0.14
	-
	-

	　Colon cancer
	1 (0.04)
	0.07
	-
	-

	　Lung adenocarcinoma recurrent
	1 (0.04)
	0.07
	-
	-

	　Breast cancer
	1 (0.04)
	0.07
	-
	-

	　Bladder cancer
	1 (0.04)
	0.07
	-
	-

	Blood and lymphatic system disorders
	3 (0.11)
	0.20
	-
	-

	　Lymphadenopathy
	1 (0.04)
	0.07
	-
	-

	　Haemorrhagic anaemia
	1 (0.04)
	0.07
	-
	-

	　Disseminated intravascular coagulation
	1 (0.04)
	0.07
	-
	-

	　Pancytopenia
	1 (0.04)
	0.07
	-
	-

	Metabolism and nutrition disorders
	1 (0.04)
	0.07
	-
	-

	　Hyponatraemia
	1 (0.04)
	0.07
	-
	-

	Nervous system disorders
	2 (0.07)
	0.14
	-
	-

	　Subarachnoid haemorrhage
	1 (0.04)
	0.07
	-
	-

	　Cerebral haemorrhage
	1 (0.04)
	0.07
	-
	-

	Ear and labyrinth disorders
	1 (0.04)
	0.07
	-
	-

	　Vertigo
	1 (0.04)
	0.07
	-
	-

	Cardiac disorders
	1 (0.04)
	0.07
	1 (0.30)
	0.30

	　Aortic valve incompetence
	1 (0.04)
	0.07
	1 (0.30)
	0.30

	Vascular disorders
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Deep vein thrombosis
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	Respiratory, thoracic and mediastinal disorders
	10 (0.35)
	0.68
	3 (0.90)
	0.92

	　Interstitial lung disease
	7 (0.25)
	0.48
	1 (0.30)
	0.30

	　Pleurisy
	1 (0.04)
	0.07
	-
	-

	　Pulmonary embolism
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Pulmonary mass
	1 (0.04)
	0.07
	-
	-

	　Organising pneumonia
	-
	-
	1 (0.30)
	0.30

	Gastrointestinal disorders
	5 (0.18)
	0.34
	1 (0.30)
	0.30

	　Gastric polyps
	1 (0.04)
	0.07
	1 (0.30)
	0.30

	　Duodenal ulcer
	1 (0.04)
	0.07
	-
	-

	　Gastric ulcer haemorrhage
	1 (0.04)
	0.07
	-
	-

	　Large intestine polyp
	1 (0.04)
	0.07
	1 (0.30)
	0.30

	　Enterocolitis
	1 (0.04)
	0.07
	-
	-

	　Intestinal obstruction
	1 (0.04)
	0.07
	-
	-

	Hepatobiliary disorders
	1 (0.04)
	0.07
	-
	-

	　Liver disorder
	1 (0.04)
	0.07
	-
	-

	Skin and subcutaneous tissue disorders
	1 (0.04)
	0.07
	-
	-

	　Skin ulcer
	1 (0.04)
	0.07
	-
	-

	Musculoskeletal and connective tissue disorders
	1 (0.04)
	0.07
	-
	-

	　Osteoarthritis
	1 (0.04)
	0.07
	-
	-

	Renal and urinary disorders
	2 (0.07)
	0.14
	-
	-

	　Renal failure acute
	2 (0.07)
	0.14
	-
	-

	Congenital, familial and genetic disorders
	1 (0.04)
	0.07
	-
	-

	Cerebrovascular arteriovenous malformation
	1 (0.04)
	0.07
	-
	-

	General disorders and administration site conditions
	3 (0.11)
	0.20
	2 (0.60)
	0.61

	　Pyrexia
	2 (0.07)
	0.14
	1 (0.30)
	0.31

	　Administration site reaction
	1 (0.04)
	0.07
	1 (0.30)
	0.30

	Investigations
	3 (0.11)
	0.20
	-
	-

	　Platelet count decreased
	2 (0.07)
	0.14
	-
	-

	　Helicobacter test positive
	1 (0.04)
	0.07
	-
	-

	　White blood cell count decreased
	1 (0.04)
	0.07
	-
	-

	Injury, poisoning and procedural complications
	5 (0.18)
	0.34
	1 (0.30)
	0.30

	　Airway burns
	1 (0.04)
	0.07
	1 (0.30)
	0.30

	　Lumbar vertebral fracture
	1 (0.04)
	0.07
	-
	-

	　Fracture
	1 (0.04)
	0.07
	-
	-

	　Heat illness
	1 (0.04)
	0.07
	-
	-

	　Tendon rupture
	1 (0.04)
	0.07
	-
	-

	Surgical and medical procedures
	1 (0.04)
	0.07
	-
	-

	　Hip arthroplasty
	1 (0.04)
	0.07
	-
	-

	aThe incidence rate has been calculated by using the period before the respective event occurs (at risk) as the denominator.





Supplemental Table s3: Complete list of ADRs in 24-week and 52-week follow-up groups.

	
	24 weeks
	52 weeks

	
	n (%)
	Incidence rate/100 patient-yearsa
	n (%)
	Incidence rate/100 patient-yearsa

	Number of patients
	2838
	335

	 Number of patients with ADRs (%) /incidence rate
	608 (21.42)
	607b（46.67）
	119 (35.52)
	119 (46.49)

	 Number of events
	762
	
	170
	

	Infections and infestations
	93 (3.28)
	6.42
	26 (7.76)
	8.31

	　Pneumonia
	18 (0.63)
	1.23
	5 (1.49)
	1.54

	　Nasopharyngitis 
	16 (0.56)
	1.09
	5 (1.49)
	1.53

	　Bronchitis
	14 (0.49)
	0.95
	7 (2.09)
	2.15

	　Pneumocystis jirovecii pneumonia
	5 (0.18)
	0.34
	2 (0.60)
	0.61

	　Herpes zoster
	4 (0.14)
	0.27
	-
	-

	　Cellulitis
	4 (0.14)
	0.27
	-
	-

	　Urinary tract infection
	3 (0.11)
	0.20
	1 (0.30)
	0.31

	　Sinusitis
	3 (0.11)
	0.20
	1 (0.30)
	0.31

	　Upper respiratory tract infection
	3 (0.11)
	0.20
	-
	-

	　Atypical mycobacterial infection
	2 (0.07)
	0.14
	2 (0.60)
	0.61

	　Abscess limb
	2 (0.07)
	0.14
	1 (0.30)
	0.31

	　Pharyngitis
	2 (0.07)
	0.14
	-
	-

	　Cystitis
	2 (0.07)
	0.14
	-
	-

	　Acute sinusitis
	1 (0.04)
	0.07
	1 (0.30)
	0.30

	　Acute tonsillitis
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Oral candidiasis
	1 (0.04)
	0.07
	1 (0.30)
	0.30

	　Periodontitis
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Paronychia
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Folliculitis
	1 (0.04)
	0.07
	1 (0.30)
	0.30

	　Tonsillitis
	1 (0.04)
	0.07
	1 (0.30)
	0.30

	　Mycoplasma infection
	1 (0.04)
	0.07
	-
	-

	　Pneumonia mycoplasmal
	1 (0.04)
	0.07
	-
	-

	　Gastroenteritis
	1 (0.04)
	0.07
	-
	-

	　Purulence
	1 (0.04)
	0.07
	-
	-

	　Infected dermal cyst
	1 (0.04)
	0.07
	-
	-

	　Liver abscess
	1 (0.04)
	0.07
	-
	-

	　Bronchopneumonia
	1 (0.04)
	0.07
	-
	-

	　Tuberculous pleurisy
	1 (0.04)
	0.07
	-
	-

	　Oral herpes
	1 (0.04)
	0.07
	-
	-

	　Bronchiolitis
	1 (0.04)
	0.07
	-
	-

	　Ear infection
	1 (0.04)
	0.07
	-
	-

	　Pyelonephritis
	1 (0.04)
	0.07
	-
	-

	　Tinea pedis
	1 (0.04)
	0.07
	-
	-

	　Herpes simplex
	1 (0.04)
	0.07
	-
	-

	　Sepsis
	1 (0.04)
	0.07
	-
	-

	　Pneumonia pneumococcal
	1 (0.04)
	0.07
	-
	-

	　Lung infection
	1 (0.04)
	0.07
	-
	-

	　Tinea versicolour
	1 (0.04)
	0.07
	-
	-

	　Herpes virus infection
	-
	-
	1 (0.30)
	0.30

	　Pneumonia bacterial
	-
	-
	1 (0.30)
	0.30

	Neoplasms benign, malignant and unspecified (incl cysts and polyps)
	6 (0.21)
	0.41
	1 (0.30)
	0.30

	　Lymphoma
	4 (0.14)
	0.27
	-
	-

	　Colon cancer
	1 (0.04)
	0.07
	-
	-

	　Lung neoplasm malignant
	1 (0.04)
	0.07
	-
	-

	　Non-Hodgkin's lymphoma
	-
	-
	1 (0.30)
	0.30

	Blood and lymphatic system disorders
	15 (0.53)
	1.02
	1 (0.30)
	0.31

	　Leukopenia
	4 (0.14)
	0.27
	-
	-

	　Pancytopenia
	3 (0.11)
	0.20
	-
	-

	　Anaemia
	3 (0.11)
	0.20
	-
	-

	　Lymphopenia
	2 (0.07)
	0.14
	-
	-

	　Hypochromic anaemia
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Lymphadenopathy
	1 (0.04)
	0.07
	-
	-

	　Bone marrow failure
	1 (0.04)
	0.07
	-
	-

	　Iron deficiency anaemia
	1 (0.04)
	0.07
	-
	-

	　Disseminated intravascular coagulation
	1 (0.04)
	0.07
	-
	-

	Metabolism and nutrition disorders
	7 (0.25)
	0.48
	1 (0.30)
	0.31

	　Decreased appetite
	5 (0.18)
	0.34
	1 (0.30)
	0.31

	　Hyperlipidaemia
	1 (0.04)
	0.07
	-
	-

	　Hyponatraemia
	1 (0.04)
	0.07
	-
	-

	Psychiatric disorders
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Sleep disorder
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	Nervous system disorders
	4 (0.14)
	0.27
	1 (0.30)
	0.31

	　Headache
	2 (0.07)
	0.14
	-
	-

	　Dizziness
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Neuropathy peripheral
	1 (0.04)
	0.07
	-
	-

	Ear and labyrinth disorders
	1 (0.04)
	0.07
	1 (0.30)
	0.30

	　Tinnitus
	1 (0.04)
	0.07
	-
	-

	　Sudden hearing loss
	-
	-
	1 (0.30)
	0.30

	Vascular disorders
	2 (0.07)
	0.14
	1 (0.30)
	0.31

	　Deep vein thrombosis
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Hypertension
	1 (0.04)
	0.07
	-
	-

	Respiratory, thoracic and mediastinal disorders
	43 (1.52)
	2.94
	21 (6.27)
	6.65

	　Upper respiratory tract inflammation
	17 (0.60)
	1.16
	13 (3.88)
	4.04

	　Interstitial lung disease
	12 (0.42)
	0.82
	2 (0.60)
	0.61

	　Cough
	5 (0.18)
	0.34
	2 (0.60)
	0.61

	　Dyspnoea
	2 (0.07)
	0.14
	-
	-

	　Rhinorrhoea
	2 (0.07)
	0.14
	-
	-

	　Asthma
	1 (0.04)
	0.07
	2 (0.60)
	0.61

	　Pharyngeal disorder
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Pulmonary embolism
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Pleurisy
	1 (0.04)
	0.07
	-
	-

	　Oropharyngeal pain
	1 (0.04)
	0.07
	-
	-

	　Productive cough
	1 (0.04)
	0.07
	-
	-

	　Pulmonary mass
	1 (0.04)
	0.07
	-
	-

	　Nasal congestion
	1 (0.04)
	0.07
	-
	-

	　Organising pneumonia
	-
	-
	1 (0.30)
	0.30

	Gastrointestinal disorders
	87 (3.07)
	5.95
	17 (5.07)
	5.33

	　Stomatitis
	36 (1.27)
	2.46
	3 (0.90)
	0.92

	　Nausea
	26 (0.92)
	1.71
	9 (2.69)
	2.78

	　Abdominal discomfort
	5 (0.18)
	0.34
	1 (0.30)
	0.30

	　Abdominal pain upper
	4 (0.14)
	0.27
	-
	-

	　Vomiting
	3 (0.11)
	0.20
	2 (0.60)
	0.61

	　Diarrhoea
	3 (0.11)
	0.20
	-
	-

	　Aphthous stomatitis
	2 (0.07)
	0.14
	1 (0.30)
	0.31

	　Gastritis
	2 (0.07)
	0.14
	1 (0.30)
	0.31

	　Gastric ulcer
	2 (0.07)
	0.14
	-
	-

	　Cheilitis
	2 (0.07)
	0.14
	-
	-

	　Enterocolitis
	2 (0.07)
	0.14
	-
	-

	　Paraesthesia oral
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Gastrointestinal disorder
	1 (0.04)
	0.07
	-
	-

	　Oral mucosa erosion
	1 (0.04)
	0.07
	-
	-

	　Duodenal ulcer
	1 (0.04)
	0.07
	-
	-

	Hepatobiliary disorders
	271 (9.55)
	19.36
	46 (13.73)
	15.26

	　Hepatic function abnormal
	213 (7.51)
	15.05
	36 (10.75)
	11.64

	　Liver disorder
	57 (2.01)
	3.91
	10 (2.99)
	3.12

	　Drug-induced liver injury
	1 (0.04)
	0.07
	-
	-

	Skin and subcutaneous tissue disorders
	23 (0.81)
	1.57
	4 (1.19)
	1.22

	　Rash
	8 (0.28)
	0.54
	-
	-

	　Alopecia
	7 (0.25)
	0.48
	-
	-

	　Eczema
	3 (0.11)
	0.20
	2 (0.60)
	0.61

	　Skin ulcer
	2 (0.07)
	0.14
	-
	-

	　Toxic skin eruption
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Pruritus
	1 (0.04)
	0.07
	-
	-

	　Seborrhoeic dermatitis
	1 (0.04)
	0.07
	-
	-

	　Urticaria
	1 (0.04)
	0.07
	-
	-

	　Acne
	-
	-
	1 (0.30)
	0.30

	Musculoskeletal and connective tissue disorders
	4 (0.14)
	0.27
	-
	-

	　Arthralgia
	1 (0.04)
	0.07
	-
	-

	　Neck pain
	1 (0.04)
	0.07
	-
	-

	　Osteitis
	1 (0.04)
	0.07
	-
	-

	　Pain in extremity
	1 (0.04)
	0.07
	-
	-

	　Systemic lupus erythematosus
	1 (0.04)
	0.07
	-
	-

	　Back pain
	1 (0.04)
	0.07
	-
	-

	Renal and urinary disorders
	2 (0.07)
	0.14
	1 (0.30)
	0.30

	　Renal failure acute
	1 (0.04)
	0.07
	-
	-

	　Proteinuria
	1 (0.04)
	0.07
	-
	-

	　Renal impairment
	-
	-
	1 (0.30)
	0.30

	General disorders and administration site conditions
	24 (0.85)
	1.64
	6 (1.79)
	1.84

	　Malaise
	14 (0.49)
	0.95
	5 (1.49)
	1.53

	　Pyrexia
	6 (0.21)
	0.41
	1 (0.30)
	0.31

	　Feeling abnormal
	4 (0.14)
	0.27
	-
	-

	Investigations
	122 (4.30)
	8.48
	26 (7.76)
	8.35

	　White blood cell count decreased
	28 (0.99)
	1.91
	6 (1.79)
	1.85

	　Alanine aminotransferase increased
	21 (0.74)
	1.43
	3 (0.90)
	0.92

	　Aspartate aminotransferase increased
	17 (0.60)
	1.16
	3 (0.90)
	0.92

	　Hepatic enzyme increased
	16 (0.56)
	1.09
	10 (2.99)
	3.10

	　Liver function test abnormal
	13 (0.46)
	0.88
	-
	-

	　Lymphocyte count decreased
	11 (0.39)
	0.75
	3 (0.90)
	0.92

	　Gamma-glutamyltransferase increased
	7 (0.25)
	0.48
	1 (0.30)
	0.31

	　Platelet count decreased
	7 (0.25)
	0.48
	1 (0.30)
	0.30

	　Blood lactate dehydrogenase increased
	7 (0.25)
	0.48
	1 (0.30)
	0.30

	　Cell marker increased
	6 (0.21)
	0.41
	1 (0.30)
	0.31

	　Blood alkaline phosphatase increased
	3 (0.11)
	0.20
	2 (0.60)
	0.61

	　Alanine aminotransferase abnormal
	3 (0.11)
	0.20
	-
	-

	　Blood creatinine increased
	2 (0.07)
	0.14
	1 (0.30)
	0.30

	　Red blood cell count decreased
	2 (0.07)
	0.14
	-
	-

	　Blood beta-D-glucan increased
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Hepatitis B surface antigen positive
	1 (0.04)
	0.07
	-
	-

	　Hepatitis C RNA increased
	1 (0.04)
	0.07
	-
	-

	　Helicobacter test positive
	1 (0.04)
	0.07
	-
	-

	　Gamma-glutamyltransferase abnormal
	1 (0.04)
	0.07
	-
	-

	　Blood pressure increased
	1 (0.04)
	0.07
	-
	-

	　Platelet count increased
	1 (0.04)
	0.07
	-
	-

	　Blood alkaline phosphatase abnormal
	1 (0.04)
	0.07
	-
	-

	　Blood bilirubin increased
	1 (0.04)
	0.07
	-
	-

	　Blood lactate dehydrogenase abnormal
	1 (0.04)
	0.07
	-
	-

	　Blood urea increased
	1 (0.04)
	0.07
	-
	-

	　Neutrophil count decreased
	1 (0.04)
	0.07
	-
	-

	　White blood cell count increased
	1 (0.04)
	0.07
	-
	-

	　Mean cell volume abnormal
	1 (0.04)
	0.07
	-
	-

	aThe total number of person-years of the follow-up is shown. The period until event onset (at risk) was calculated for each of the events and it was used as a denominator to calculate the incidence rate.
bOne case (nausea) with unknown onset day has been excluded from the sum of the person-year method.
ADR, adverse drug reaction; RNA, ribonucleic acid







Supplemental Table s4: Complete list of serious ADRs in 24-week and 52-week follow-up groups.

	 
	24 weeks
	52 weeks

	
	n (%)
	Incidence rate/100 patient-yearsa
	n (%)
	Incidence rate/100 patient-yearsa

	Number of patients
	2838
	335

	 Number of patients with ADRs (%)/incidence rate 
	47 (1.66)
	47 (3.22)
	9 (2.69)
	9 (2.79)

	 Number of events 
	58
	
	12
	

	Infections and infestations
	27 (0.95)
	1.84
	6 (1.79)
	1.85

	　Pneumonia 
	9 (0.32)
	0.61
	2 (0.60)
	0.61

	Pneumocystis jirovecii pneumonia
	5 (0.18)
	0.34
	2 (0.60)
	0.61

	　Urinary tract infection
	2 (0.07)
	0.14
	1 (0.30)
	0.31

	　Cellulitis
	1 (0.04)
	0.07
	-
	-

	　Tonsillitis
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Pneumonia mycoplasmal
	1 (0.04)
	0.07
	-
	-

	　Liver abscess
	1 (0.04)
	0.07
	-
	-

	　Bronchopneumonia
	1 (0.04)
	0.07
	-
	-

	　Tuberculous pleurisy
	1 (0.04)
	0.07
	-
	-

	　Ear infection
	1 (0.04)
	0.07
	-
	-

	　Pyelonephritis
	1 (0.04)
	0.07
	-
	-

	　Sepsis
	1 (0.04)
	0.07
	-
	-

	　Pneumonia pneumococcal
	1 (0.04)
	0.07
	-
	-

	　Lung infection
	1 (0.04)
	0.07
	-
	-

	　Pneumonia bacterial
	-
	-
	1 (0.30)
	0.30

	Neoplasms benign, malignant and unspecified (incl cysts and polyps)
	6 (0.21)
	0.41
	-
	-

	　Lymphoma
	4 (0.14)
	0.27
	-
	-

	　Colon cancer
	1 (0.04)
	0.07
	-
	-

	　Lung neoplasm malignant
	1 (0.04)
	0.07
	-
	-

	Blood and lymphatic system disorders
	2 (0.07)
	0.14
	-
	-

	　Pancytopenia
	1 (0.04)
	0.07
	-
	-

	　Lymphadenopathy
	1 (0.04)
	0.07
	-
	-

	Disseminated intravascular coagulation
	1 (0.04)
	0.07
	-
	-

	Metabolism and nutrition disorders
	1 (0.04)
	0.07
	-
	-

	　Hyponatraemia
	1 (0.04)
	0.07
	-
	-

	Vascular disorders
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Deep vein thrombosis
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	Respiratory, thoracic and mediastinal disorders
	10 (0.35)
	0.68
	3 (0.90)
	0.92

	　Interstitial lung disease
	7 (0.25)
	0.48
	1 (0.30)
	0.30

	　Pulmonary embolism
	1 (0.04)
	0.07
	1 (0.30)
	0.31

	　Pleurisy
	1 (0.04)
	0.07
	-
	-

	　Pulmonary mass
	1 (0.04)
	0.07
	-
	-

	　Organising pneumonia
	-
	-
	1 (0.30)
	0.30

	Gastrointestinal disorders
	2 (0.07)
	0.14
	-
	-

	　Enterocolitis
	1 (0.04)
	0.07
	-
	-

	　Duodenal ulcer
	1 (0.04)
	0.07
	-
	-

	Hepatobiliary disorders
	1 (0.04)
	0.07
	-
	-

	　Liver disorder
	1 (0.04)
	0.07
	-
	-

	Skin and subcutaneous tissue disorders
	1 (0.04)
	0.07
	-
	-

	　Skin ulcer
	1 (0.04)
	0.07
	-
	-

	Renal and urinary disorders
	1 (0.04)
	0.07
	-
	

	　Renal failure acute
	1 (0.04)
	0.07
	-
	-

	General disorders and administration site
conditions
	2 (0.07)
	0.14
	1 (0.30)
	0.31

	　Pyrexia
	2 (0.07)
	0.14
	1 (0.30)
	0.31

	Investigations
	2 (0.07)
	0.14
	-
	-

	　White blood cell count decreased
	1 (0.04)
	0.07
	-
	-

	　Platelet count decreased
	1 (0.04)
	0.07
	-
	-

	　Helicobacter test positive	
	1 (0.04)
	0.07
	-
	-

	aThe total number of person-years of the follow-up is shown. The period until event onset (at risk) was calculated for each of the events and it was used as a denominator to calculate the incidence rate. ADRs, adverse drug reactions
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Pneumocystis jirovecii


 


pneumonia


 


5 (0.18)


 


0.34


 


2 (0.60)


 


0.61


 


 


Cellulitis


 


5 (0.18)


 


0.34


 


-


 


-


 


 


Herpes zoster


 


4 (0.14)


 


0.27


 


-


 


-


 


 


Pharyngitis


 


3 (0.11)


 


0.20


 


-


 


-


 


 


Upper respiratory tract


 


infection


 


3 (0.11)


 


0.20


 


-


 


-


 


 


Urinary tract infection


 


3 (0.11)


 


0.20


 


1 (0.30)


 


0.31


 


 


Sinusitis


 


3 (0.11)


 


0.20


 


1 (0.30)


 


0.31


 


 


Gastroenteritis


 


2 (0.07)


 


0.14


 


-


 


-


 


 


Bronchopneumonia


 


2 (0.07)


 


0.14


 


-


 


-


 


 


Abscess limb


 


2 (0.07)


 


0.14


 


1 (0.30)


 


0.31


 


 


Atypical 


mycobacterial infection


 


2 (0.07)


 


0.14


 


2 (0.60)


 


0.61


 


 


Cystitis


 


2 (0.07)


 


0.14


 


-


 


-


 


 


Influenza


 


1 (0.04)


 


0.07


 


-


 


-


 


 


Mycoplasma infection


 


1 (0.04)


 


0.07


 


-


 


-


 


 


Pneumonia mycoplasmal


 


1 (0.04)


 


0.07


 


-


 


-


 


 


Purulence


 


1 (0.04)


 


0.07


 


-


 


-


 


 


Infection


 


1 (0.04)


 


0.07


 


-


 


-


 


 


Enteritis infectious


 


1 (0.04)


 


0.07


 


-


 


-


 


 


Infected dermal cyst


 


1 (0.04)


 


0.07


 


-


 


-


 


 


Liver abscess


 


1 (0.04)


 


0.07


 


-


 


-


 


 


Acute sinusitis


 


1 (0.04)


 


0.07


 


1 (0.30)


 


0.30


 


 


Acute tonsillitis


 


1 (0.04)


 


0.07


 


1 (0.30)


 


0.31


 


 


Tuberculous pleurisy


 


1 (0.04)


 


0.07


 


-


 


-


 


 


Oral 


candidiasis


 


1 (0.04)


 


0.07


 


1 (0.30)


 


0.30


 


 


Oral herpes


 


1 (0.04)


 


0.07


 


-


 


-


 


 


Bronchiolitis


 


1 (0.04)


 


0.07


 


-


 


-


 


 


Periodontitis


 


1 (0.04)


 


0.07


 


1 (0.30)


 


0.31


 


 


Ear infection


 


1 (0.04)


 


0.07


 


-


 


-


 


 


Pyelonephritis


 


1 (0.04)


 


0.07


 


-


 


-


 


 


Tinea pedis


 


1 (0.04)


 


0.07


 


-


 


-


 


 


Herpes simplex


 


1 (0.04)


 


0.07


 


-


 


-


 


 


Paronychia


 


1 (0.04)


 


0.07


 


1 (0.30)


 


0.31


 


 


Onychomycosis


 


1 (0.04)


 


0.07


 


-


 


-


 


 


Erythema infectiosum


 


1 (0.04)


 


0.07


 


-


 


-


 


 


Acne pustular


 


1 (0.04)


 


0.07


 


-


 


-


 


 


Sepsis


 


1 (0.04)


 


0.07


 


-


 


-


 


 


Pneumonia pneumococcal


 


1 (0.04)


 


0.07


 


-


 


-


 


 


Lung infection


 


1 (0.04)


 


0.07


 


-


 


-


 




Supplementary Table s1: Complete list of adverse events in 24 - week and 52 - week follow - up groups.    

 24 - week follow - up  52 - week follow - up  

 n (%)  Incidence  rate/100  patient - years a  n (%)  Incidence  rate/100  patient - years a  

Number of patients  2838  335  

  Number of patients with adverse event (%)  /incidence rate  707 (24.91)  706 b   (55.55)  139 (41.49)  139 (57.58)  

  Number of events  934   226   

Infections and infestations  109 (3.84)  7.55  28 (8.36)  8.97  

  Pneumonia  20 (0.70)  1.36  5 (1.49)  1.54  

  Nasopharyngitis  19 (0.67)  1.29  5 (1.49)  1.53  

  Bronchitis  16 (0.56)  1.09  8 (2.39)  2.46  

  Pneumocystis jirovecii   pneumonia  5 (0.18)  0.34  2 (0.60)  0.61  

  Cellulitis  5 (0.18)  0.34  -  -  

  Herpes zoster  4 (0.14)  0.27  -  -  

  Pharyngitis  3 (0.11)  0.20  -  -  

  Upper respiratory tract   infection  3 (0.11)  0.20  -  -  

  Urinary tract infection  3 (0.11)  0.20  1 (0.30)  0.31  

  Sinusitis  3 (0.11)  0.20  1 (0.30)  0.31  

  Gastroenteritis  2 (0.07)  0.14  -  -  

  Bronchopneumonia  2 (0.07)  0.14  -  -  

  Abscess limb  2 (0.07)  0.14  1 (0.30)  0.31  

  Atypical  mycobacterial infection  2 (0.07)  0.14  2 (0.60)  0.61  

  Cystitis  2 (0.07)  0.14  -  -  

  Influenza  1 (0.04)  0.07  -  -  

  Mycoplasma infection  1 (0.04)  0.07  -  -  

  Pneumonia mycoplasmal  1 (0.04)  0.07  -  -  

  Purulence  1 (0.04)  0.07  -  -  

  Infection  1 (0.04)  0.07  -  -  

  Enteritis infectious  1 (0.04)  0.07  -  -  

  Infected dermal cyst  1 (0.04)  0.07  -  -  

  Liver abscess  1 (0.04)  0.07  -  -  

  Acute sinusitis  1 (0.04)  0.07  1 (0.30)  0.30  

  Acute tonsillitis  1 (0.04)  0.07  1 (0.30)  0.31  

  Tuberculous pleurisy  1 (0.04)  0.07  -  -  

  Oral  candidiasis  1 (0.04)  0.07  1 (0.30)  0.30  

  Oral herpes  1 (0.04)  0.07  -  -  

  Bronchiolitis  1 (0.04)  0.07  -  -  

  Periodontitis  1 (0.04)  0.07  1 (0.30)  0.31  

  Ear infection  1 (0.04)  0.07  -  -  

  Pyelonephritis  1 (0.04)  0.07  -  -  

  Tinea pedis  1 (0.04)  0.07  -  -  

  Herpes simplex  1 (0.04)  0.07  -  -  

  Paronychia  1 (0.04)  0.07  1 (0.30)  0.31  

  Onychomycosis  1 (0.04)  0.07  -  -  

  Erythema infectiosum  1 (0.04)  0.07  -  -  

  Acne pustular  1 (0.04)  0.07  -  -  

  Sepsis  1 (0.04)  0.07  -  -  

  Pneumonia pneumococcal  1 (0.04)  0.07  -  -  

  Lung infection  1 (0.04)  0.07  -  -  

