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Supplementary Figure S1. Overall design of the (A) FLAMINGO and (B) ALBATROSS studies.
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b.d., bis die (twice daily); q.d., quaque die (once daily)
Supplementary Figure S2. Waterfall plots of the change from baseline at day 29 in sweat chloride concentration using the mean value from both arms for (A) the FLAMINGO study (ITT; OC) and (B) the ALBATROSS study (modified ITT; OC).
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ITT, intent-to-treat; OC, observed cases

Supplementary Figure S3. Waterfall plots of the change from baseline in ppFEV1 at day 29 for (A) the FLAMINGO study (ITT; OC) and (B) the ALBATROSS study (modified ITT; OC).
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ITT, intent-to-treat; OC, observed cases; ppFEV1, percent predicted forced expiratory volume in 1 second

Supplementary Figure S4. Mean (± SE) plots of the absolute FEV1 changes from baseline over time for (A) the FLAMINGO study (ITT; LOCF) and (B) the ALBATROSS study (modified ITT; LOCF).
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FLAMINGO: Pooled placebo, n=11; GLPG2222 50mg, n=10; GLPG2222 100 mg, n=10; GLPG2222 200 mg n=14; GLPG2222 400 mg n=14
ALBATROSS: Placebo, n=7; GLPG2222 150mg, n=15; GLPG2222 300 mg, n=14
FEV1, forced expiratory volume in 1 second; ITT, intent-to-treat; LOCF, last observation carried forward; SE, standard error

Supplementary Figure S5. Waterfall plots of the change from baseline in absolute FEV1 at day 29 for (A) the FLAMINGO study (ITT; OC) and (B) the ALBATROSS study (modified ITT; OC).
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FEV1, forced expiratory volume in 1 second; ITT, intent-to-treat; OC, observed cases


Supplementary Table S1. List of study centers, principal investigators and study coordinators.
	Country
	Site Name
	Principal Investigator Name
	Study Coordinator Name

	FLAMINGO 
	

	Belgium
	UZ Leuven
	Christiane De Boeck
	Marianne Schulte

	Belgium
	Universitair Ziekenhuis Gent
	Eva Van Braeckel
	Stefanie Vermeersch

	Belgium
	UZ Antwerpen
	Stijn Verhulst
	Monika Waskiewicz (primary) and Hilde Stevens

	Belgium
	Universitair Ziekenhuis Brussel 
	Eef Vanderhelst
	Christel Van den Brande (primary) and Annick Christiaens

	Netherlands
	HagaZiekenhuis
	Renske Van der Meer 
	Marianne Smink (primary) and Ilonka Paalvast

	Netherlands
	UMC Utrecht
	Bert Arets
	Sabine Michel (primary) and Ilse Janse

	Netherlands
	AMC Amsterdam
	Els Weersink
	Nora Adriaens

	Netherlands
	Erasmus Medisch Centrum
	Marleen Bakker
	Marian Cavazza

	Serbia
	Institut za zdravstvenu zaštitu majke i deteta Srbije (Mother and Child Health Institute of Serbia)
	Predrag Minic
	Suzana Radeka

	Spain
	Hospital Universitario La Paz
	Concepcion Prados
	Raquel Madariaga Castell

	Spain
	Hospital Universitari i Politecnic La Fe
	Amparo Sole Jover
	Inés Peréz Muñoz

	Spain
	Hospital Universitari Vall d'Hebron
	Javier de Gracia Roldan
	Sonia López Rodriguez

	United Kingdom
	Liverpool Heart and Chest Hospital
	James Greenwood
	Sharon Burnett and Marie Preidt

	United Kingdom
	Southampton General Hospital 
	Mary Carroll
	Natasha Tucker

	United Kingdom
	Papworth Hospital 
	Charles Haworth 
	Isabel Gomes Sa

	United Kingdom
	St James's University Hospital
	Daniel Peckham
	Lindsey Gillgrass

	United States
	Cystic Fibrosis Center of Chicago 
	Steven Boas
	Chris Congiusti

	United States
	Medical University of South Carolina 
	Patrick Flume
	Drew Longshore

	United States
	Central Florida Pulmonary Group
	Francisco Calimano
	Billy Fortson

	United States
	Child Health Research Unit at UAB
	Isabel Lowell
	Katie Brand

	United States
	Johns Hopkins University School of Medicine
	Natalie West
	Mary Rykiel (primary) and Azar Nouraky

	United States
	Maine Medical Center
	Edmund Sears
	Harmony Renna (primary) and Snow Tardif

	United States
	University of Arkansas for Medical Sciences (UAMS)
	Larry Johnson
	Kathleen Hicks

	ALBATROSS
	

	Australia
	The Prince Charles Hospital
	Scott Bell
	Michelle Wood

	Australia
	Mater Research
	Lucy Burr
	Megan Martin

	Australia
	Westmead Hospital
	Peter Middleton 
	Tracey Burns

	Australia
	Royal Adelaide Hospital
	Hugh Greville
	Jenny McGrath and Louise Milazzo

	Australia
	Sir Charles Gairdner Hospital
	Siobhain Mulrennan
	Lynda Whetstone (primary) and Emily Stevens

	Australia
	The Alfred
	John Wilson 
	Denise Clark and Judy Allen-Graham

	Belgium
	UZ Leuven
	Christiane De Boeck
	Linda Boulanger

	Belgium
	Universitair Ziekenhuis Brussel 
	Eef Vanderhelst
	Christel Van den Brande (primary) and Annick Christiaens

	Belgium
	Universitair Ziekenhuis Gent
	Eva Van Braeckel
	Anja Delporte

	Czech Republic
	Fakultni nemocnice v Motole
	Pavel Drevinek
	Alena Bilkova

	Germany
	Universitätsklinikum Erlangen, Kinder- und Jugendklinik
	Volker Melichar
	Evelin Muschiol, Ines Yawa and Lena Schramm

	Germany
	Lungenheilkunde München-Pasing
	Rainald Fischer
	Pamela Opitz

	Germany
	Universitaetsklinikum Carl Gustav Carus TU Dresden
	Bernhard Schulte-Hubbert
	Grit Schaefer

	Germany
	University Children´s Hospital
	Joachim Riethmueller
	Heidi Jobst

	Ireland
	Beaumont Hospital
	Noel McElvaney
	Ann Collins

	Ireland
	St Vincents University Hospital
	Edward McKone
	Brenda Grogan

	Ireland
	Cork University Hospital 
	Barry Plant
	Mary Daly

	United Kingdom
	University Hospital of South Manchester 
	Peter Barry
	Kelsey Armitage and Lucy Wasinski and Cassie MacNaughton

	United Kingdom
	Royal Brompton Hospital
	Stuart Elborn
	Sandra Scott

	United Kingdom
	Liverpool Heart and Chest Hospital
	James Greenwood
	Sharon Burnett and Marie Preidt

	United Kingdom
	Southampton General Hospital 
	Mary Carroll
	Natasha Tucker

	United Kingdom
	Royal Victoria Infirmary 
	Simon Doe
	Clare Jordison

	United Kingdom
	Papworth Hospital 
	Charles Haworth 
	Marlene Taveira

	United Kingdom
	Birmingham Heartlands Hospital
	Joanna Whitehouse
	June de la Rue

	United Kingdom
	St James's University Hospital
	Daniel Peckham
	Lindsey Gillgrass

	United Kingdom
	Royal Devon and Exeter Hospital (Wonford)
	Nicholas Withers
	Victoria Matthews
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Supplementary Table S2. Concomitant diseases (safety population).
	System Organ Class
Preferred Term 
	FLAMINGO (N=59)a
	ALBATROSS (+ ivacaftor; N=37)

	
	Pooled placebo (n=11)
	GLPG2222 
50 mg q.d. (n=10)
	[image: page55image11096]GLPG2222 
100 mg q.d. (n=10)
	GLPG2222 
200 mg q.d. (n=14)
	[image: page55image14536]GLPG2222 
400 mg q.d. (n=14)
	Placebo
(n=7)
	GLPG2222 
150 mg q.d.
(n=16)
	GLPG2222
300 mg q.d.
(n=14)

	CF-related concomitant diseases, n (%)

	Congenital, familial, and genetic disorders
	7 (63.6)
	8 (80.0)
	6 (60.0)
	6 (42.9)
	5 (35.7)
	7 (100.0)
	16 (100.0)
	13 (92.9)

	CF lung disease
	6 (54.5)
	5 (50.0)
	4 (40.0)
	6 (42.9)
	4 (28.6)
	4 (57.1)
	10 (62.5)
	9 (64.3)

	CF pancreatic insufficiency
	0
	0
	0
	0
	1 (7.1)
	7 (100.0)
	14 (87.5)
	13 (92.9)

	CF hepatic disease
	1 (9.1)
	1 (10.0)
	1 (10.0)
	1 (7.1)
	0
	1 (14.3)
	1 (6.3)
	1 (7.1)

	CF-related diabetes
	3 (27.3)
	3 (30.0)
	2 (20.0)
	3 (21.4)
	2 (14.3)
	1 (14.3)
	0
	1 (7.1)

	Gastrointestinal disorders
	10 (90.9)
	10 (100.0)
	10 (100.0)
	13 (92.9)
	11 (78.6)
	4 (57.1)
	4 (25.0)
	3 (21.4)

	Pancreatic insufficiency
	10 (90.9)
	10 (100.0)
	10 (100.0)
	13 (92.9)
	11 (78.6)
	0
	0
	0

	Infections and infestations
	5 (45.5)
	7 (70.0)
	10 (100.0)
	7 (50.0)
	6 (42.9)
	6 (85.7)
	14 (87.5)
	9 (64.3)

	Respiratory, thoracic, and mediastinal disorders
	6 (54.5)
	6 (60.0)
	10 (100.0)
	7 (50.0)
	6 (42.9)
	5 (71.4)
	9 (56.3)
	3 (21.4)

	Metabolism and nutrition disorders
	5 (45.5)
	3 (30.0)
	4 (40.0)
	5 (35.7)
	5 (35.7)
	4 (57.1)
	5 (31.3)
	4 (28.6)

	Diabetes
	0
	1 (10.0)
	0
	1 (7.1)
	2 (14.3)
	1 (14.3)
	1 (6.3)
	3 (21.4)

	Musculoskeletal and connective tissue disorders
	4 (36.4)
	3 (30.0)
	2 (20.0)
	6 (42.9)
	0
	3 (42.9)
	1 (6.3)
	4 (28.6)

	Hepatobiliary disorders
	4 (36.4)
	2 (20.0)
	2 (20.0)
	4 (28.6)
	0
	2 (28.6)
	4 (25.0)
	2 (14.3)

	Surgical and medical procedures
	0
	2 (20.0)
	2 (20.0)
	0
	0
	1 (14.3)
	0
	1 (7.1)

	Psychiatric disorders
	1 (9.1)
	0
	0
	1 (7.1)
	1 (7.1)
	0
	0
	1 (7.1)

	Investigations
	2 (18.2)
	0
	0
	0
	0
	0
	0
	0

	Blood and lymphatic disorders
	0
	0
	0
	1 (7.1)
	0
	1 (14.3)
	1 (6.3)
	0

	Ear and labyrinth disorders
	0
	0
	1 (10.0)
	0
	0
	0
	0
	0

	Immune system disorders
	–
	0
	0
	0
	1 (7.1)
	0
	0
	0

	Neoplasms
	0
	1 (10.0)
	0
	0
	0
	0
	0
	0

	Nervous system disorders
	0
	0
	1 (10.0)
	0
	0
	0
	0
	0

	Reproductive system and breast disorders
	1 (9.1)
	0
	0
	0
	0
	0
	0
	0

	Skin and subcutaneous tissue disorders
	0
	0
	0
	1 (7.1)
	0
	0
	1 (6.3)
	0

	Renal and urinary disorders
	0
	0
	0
	0
	0
	0
	0
	1 (7.1)

	Non-CF-related concomitant diseases, n (%)

	Immune system disorders
	3 (27.3)
	5 (50.0)
	1 (10.0)
	2 (14.3)
	1 (7.1)
	2 (28.6)
	4 (25.0)
	1 (7.1)

	Nervous system disorders
	0
	4 (40.0)
	3 (30.0)
	3 (21.4)
	0
	4 (57.1)
	2 (12.5)
	1 (7.1)

	Psychiatric disorders
	4 (36.4)
	0
	2 (20.0)
	3 (21.4)
	1 (7.1)
	0
	1 (6.3)
	1 (7.1)

	Gastrointestinal disorders
	1 (9.1)
	1 (10.0)
	3 (30.0)
	1 (7.1)
	2 (14.3)
	3 (42.9)
	1 (6.3)
	1 (7.1)

	Infections and infestations
	1 (9.1)
	0
	2 (20.0)
	2 (14.3)
	0
	0
	0
	2 (14.3)

	Respiratory, thoracic, and mediastinal disorders
	0
	3 (30.0)
	1 (10.0)
	0
	1 (7.1)
	2 (28.6)
	2 (12.5)
	2 (14.3)

	Skin and subcutaneous tissue disorders
	0
	0
	3 (30.0)
	1 (7.1)
	1 (7.1)
	0
	1 (6.3)
	3 (21.4)

	Musculoskeletal and connective tissue disorders
	2 (18.2)
	2 (20.0)
	0
	0
	0
	4 (57.1)
	4 (25.0)
	0

	Blood and lymphatic disorders
	1 (9.1)
	0
	1 (10.0)
	1 (7.1)
	0
	0
	1 (6.3)
	0

	Cardiac disorders
	1 (9.1)
	0
	0
	1 (7.1)
	1 (7.1)
	1 (14.3)
	1 (6.3)
	1 (7.1)

	General disorders and administration site conditions
	1 (9.1)
	0
	1 (10.0)
	1 (7.1)
	0
	0
	0
	0

	Ear and labyrinth disorders
	0
	0
	1 (10.0)
	0
	1 (7.1)
	1 (14.3)
	1 (6.3)
	1 (7.1)

	Metabolism and nutrition disorders
	0
	0
	0
	1 (7.1)
	1 (7.1)
	1 (14.3)
	2 (12.5)
	1 (7.1)

	Renal and urinary disorders
	1 (9.1)
	0
	0
	0
	1 (7.1)
	1 (14.3)
	0
	0

	Vascular disorders
	0
	0
	2 (20.0)
	0
	0
	1 (14.3)
	1 (6.3)
	0

	Congenital, familial, and genetic disorders
	0
	0
	1 (10.0)
	0
	0
	0
	1 (6.3)
	0

	Endocrine disorders
	1 (9.1)
	0
	0
	0
	0
	0
	1 (6.3)
	0

	Eye disorders
	1 (9.1)
	0
	0
	0
	0
	0
	1 (6.3)
	0

	Investigations
	1 (9.1)
	0
	0
	0
	0
	1 (14.3)
	1 (6.3)
	0

	Neoplasms
	0
	0
	0
	0
	1 (7.1)
	1 (14.3)
	1 (6.3)
	0

	Reproductive system and breast disorders
	0
	0
	1 (10.0)
	0
	0
	2 (28.6)
	0
	2 (14.3)

	Surgical and medical procedures
	0
	0
	0
	1 (7.1)
	0
	1 (14.3)
	0
	0

	Hepatobiliary disorders
	0
	0
	0
	0
	0
	0
	1 (6.3)
	0


aConcomitant diseases were reported for 58 subjects.
CF, cystic fibrosis; q.d., quaque die (once daily)

Supplementary Table S3. Treatment-emergent adverse events (TEAE) in the FLAMINGO study (safety population).

	System Organ Class
Preferred Term, n 
	Pooled placebo
N=11
	GLPG2222

	
	
	50 mg q.d.
N=10
	100 mg q.d.
N=10
	200 mg q.d.
N=14
	400 mg q.d.
N=14

	Respiratory, thoracic, and mediastinal disorders
Cough
Sputum increased
Dyspnea
Epistaxis
Hemoptysis
Nasal congestion
Oropharyngeal pain
Upper airway cough syndrome
Decreased bronchial secretion
Dysphonia
Pleuritic pain
Pulmonary congestion
Pulmonary hemorrhage
Respiratory depth decreased
Respiratory tract congestion
Sputum decreased
Sputum discolored
	5 
3
1
1
1
0
1
1
1
0
1
0
0
1
0
0
0
0
	7
5
5
2
1
0
0
1
0
0
0
0
0
0
1
0
0
1
	5
0
1
1
1
1
1
0
1
0
0
0
1
0
0
0
0
0
	6
3 
1 
1
0
1
0
0
0
1
0
1
0
0
0
0
0
0
	6 
4
1 
0
0
1
1
1
0
0
0
0
0
0
0
1
1
0

	Infections and infestations
Pulmonary exacerbation of cystic fibrosis
Viral upper respiratory tract infection
Ear infection
Enterovirus infection
Gastrointestinal infection
Pharyngitis
Pseudomonas infection
Purulent discharge
Respiratory tract infection viral
Sinusitis
Skin candida
Tooth abscess
Tooth infection
Urinary tract infection
	5
3
1
1
0
0
1
0
0
0
0
1
0
0
0
	3
2
1
0
0
0
0
0
0
0
0
0
0
0
0
	4 
2
1
0
0
1
0
1
0
0
0
0
0
0
0
	8 
2
3
0
0
0
0
0
1
1
1
0
1
1
1
	4
2
1
0
1
0
0
0
0
0
0
0
0
0
0

	Gastrointestinal disorders
Diarrhea
Abdominal pain
Abdominal pain, upper
Nausea
Dyspepsia
Constipation
Gastrointestinal motility disorder
Gastrointestinal pain
Gastroesophageal reflux disease
Tongue discoloration
Toothache
Vomiting
	3
0
1
0
0
0
0
1
0
1
0
0
0
	3
0
1
1
1
1
0
0
0
0
0
0
0
	5
3
0
0
2
0
1
0
0
0
1
0
1
	5
1
1
1
0
0
0
0
1
0
0
1
0
	3
1
1
2
0
1
0
0
0
0
0
0
0

	Nervous system disorders
Headache
Dizziness
Lethargy
Loss of consciousness
Memory impairment
Retrograde amnesia
	3
1
1
0
1
0
1
	3
3
0
0
0
0
0
	3
3
0
0
0
0
0
	5
5
1
0
0
0
0
	4
3
0
1
0
1
0

	General disorders and administration site conditions
Fatigue
Pyrexia
Adverse drug reaction
Asthenia
Chest discomfort
Catheter site related reaction
Exercise tolerance increased
Pain
	2

1
0
1
0
0
0
0
0
	3

1
1
0
0
0
0
0
1
	2

2
1
0
1
0
0
0
0
	5

1
2
1
1
1
0
1
0
	2

2
0
0
0
1
1
0
0

	Investigations
Blood alkaline phosphatase increased
Blood glucose decreased
Blood uric acid increased
Body temperature increased
Hepatic enzyme increased
Lymphocyte count decreased
Neutrophil count increased
Platelet count increased
Red blood cells urine positive
Thrombin time prolonged
Urine leukocyte esterase positive
Weight decreased
White blood cell count increased
White blood cells urine positive
	2
0
0
1
0
0
0
0
0
1
1
1
1
0
1
	1
0
0
0
1
0
1
1
1
0
0
0
0
1
0
	0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
	2
1
1
0
0
1
0
0
0
0
0
0
0
0
0
	0
0
0
0
0
0
0
0
0
0
0
0
0
0
0

	Musculoskeletal and connective tissue disorders
Back pain
Arthralgia
Arthritis
Neck pain
	1
1
0
0
0
	1
1
0
0
0
	1
0
0
0
1
	2
1
1
1
0
	0
0
0
0
0

	Metabolism and nutrition disorders
Decreased appetite
Diabetes mellitus inadequate control
	1
1
0
	1
0
1
	0
0
0
	1
1
0
	0
0
0

	Psychiatric disorders
Insomnia
	1
1
	0
0
	1
1
	1
1
	0
0

	Eye disorders
Blepharospasms
Eye pruritus
	1
0
1
	0
0
0
	0
0
0
	1
1
0
	0
0
0

	Renal and urinary disorders
Leukocyturia
Renal colic
	0
0
0
	1
0
1
	0
0
0
	1
1
0
	0
0
0

	Reproductive system and breast disorders
Azoospermia
Menstruation irregular
	1
0
1
	0
0
0
	0
0
0
	1
1
0
	0
0
0

	Skin and subcutaneous tissue disorders
Rash
Pruritus
	0
0
0
	0
0
0
	2
2
1
	0
0
0
	0
0
0

	Blood and lymphatic system disorders
Anemia
	0
0
	0
0
	1
1
	0
0
	0
0

	Injury, poisoning, and procedural complications
Wound
	1
1
	0
0
	0
0
	0
0
	0
0

	Surgical and medical procedures
Tooth extraction
	0
0
	0
0
	0
0
	1
1
	0
0

	Vascular disorders
Hot flush
	0
0
	0
0
	0
0
	0
0
	1
1


n, number of subjects with this observation; N, number of subjects; q.d., quaque die (once daily)

Supplementary Table S4. Treatment-emergent adverse events (TEAE) in the ALBATROSS study (safety population).

	System Organ Class
Preferred Term
	Placebo q.d.
+ ivacaftor
N=7
	GLPG2222
150 mg q.d.
+ ivacaftor
N=16
	GLPG2222
300 mg q.d.
+ ivacaftor
N=14

	
	n 
	n 
	n 

	Gastrointestinal disorders
Diarrhea
Abdominal pain
Nausea
Constipation
Abdominal pain, upper
Feces soft
Flatulence
Abdominal distension
Steatorrhea
	
1 
0
0
2 
0
1 
0
0
0
	
5
2
2
0
1
0
1
1
0
	
3
3
2
1
1
1
1
0 
1

	Respiratory, thoracic, and mediastinal disorders
Oropharyngeal pain
Cough
Sputum increased
Hemoptysis
Dyspnea
Hypoventilation
Nasal congestion
Nasal polyps
Painful respiration
Productive cough
Throat irritation
	
1
1
1
1
0
0
0
1
0
0
0
	
3
2
2
1
1
0
0
0
1
1
0
	
2
2
1
1
1
1
1
0
0
0
1 

	Nervous system disorders
Headache
Paresthesia
Dizziness
Tremor
	
2
0
0
0
	
3
0
0
1 
	
7 
2
1
0

	Infections and infestations
Upper respiratory tract infection
Rhinitis
Nasopharyngitis
	
1
0
0
	
1
2
0
	
2
1
1 

	Investigations
Blood alkaline phosphatase increased
Blood glucose decreased
Blood glucose fluctuation
Blood uric acid increased
Glucose urine (trace)
Glucose urine present
Liver function test abnormal
Liver function test increased
Weight increased
	
1
0
0
0
0
0
1
1
0
	
0
1
0
0
1
0
0
0
0
	
0
0
1
1
0
1
0
0
1 

	General disorders and administration site conditions
Fatigue
Chest discomfort
Chest pain
Chills
	
0
0
0
0
	
2
0
0
1 
	
4
1
1
0

	Musculoskeletal and connective tissue disorders
Back pain
Neck pain
Arthralgia
Metatarsalgia
Muscle twitching
Musculoskeletal pain
Myalgia
	
0
0
0
0
0
0
0
	
0
0
0
0
0
0
0
	
2
2
1
1
1
1
1 

	Cardiac disorders
Angina pectoris
Palpitations
Sinus arrhythmia
	
0
0
0
	
1
0
0
	
0
1
1 

	Skin and subcutaneous issue disorders
Rash
Hyperhidrosis
	
0
0
	
1
0
	
1
1 

	Injury, poisoning, and procedural complications
Fall
Joint injury
Limb injury
	
1
1
0
	
0
0
1 
	
0
0
0

	Metabolic and nutrition disorders
Gout
Hypoglycemia
	
1
0
	
0
0
	
0
1 

	Congenital, familial, and genetic disorders
Cystic fibrosis-related diabetes
	
1 
	
0
	
0

	Eye disorders
Eye pruritus
	
1 
	
0
	
0

	Immune system disorders
Seasonal allergy
	
0
	
1 
	
0

	Psychiatric disorders
Emotional disorder
	
0
	
0
	
1 

	Renal and urinary disorders
Proteinuria
	
0
	
0
	
1 

	Reproductive system and breast disorders
Dysmenorrhea
	
1 
	
0
	
0


[bookmark: _Hlk526424166]n, number of subjects with this observation; N, number of subjects; q.d., quaque die (once daily)
Supplementary Table S5. Mean change from baseline in sweat chloride concentration using the mean value from both arms (LOCF).

	Sweat chloride concentration (mmol/L)
	FLAMINGO (N=59; ITT)
	ALBATROSS (+ ivacaftor; N=36; mITT)

	
	Pooled placebo (n=11)
	GLPG2222 
50 mg q.d. (n=10)
	[image: page55image11096]GLPG2222 
100 mg q.d. (n=10)
	GLPG2222 
200 mg q.d. (n=14)
	[image: page55image14536]GLPG2222 
400 mg q.d. (n=14)
	Placebo
(n=7)
	GLPG2222 
150 mg q.d.
(n=15)
	[image: page61image34800]GLPG2222
300 mg q.d.
(n=14)

	Actual mean (SE) value at baseline
	104.4 (2.39)
	104.4 (2.60)
	108.1 (2.06)
	103.0 (3.20)
	108.0 (1.60)
	43.0 (8.73)
	46.3 (5.06)
	52.9 (6.31)

	Day 15
Mean (SE) change from baseline
LS-mean (SE)
Differencea in LS-mean (95% CI)
p-value (ANCOVA)b
p-value (Non-parametric test)c
	–4.5 (2.37)

–5.0 (2.93)
–

–
–
	–9.1 (3.67)

–9.6 (3.24)
–4.6 
(–13.4, 4.2)
0.2951
0.2708
	–9.0 (3.59)

–7.7 (3.46)
–2.7 
(–11.8, 6.5)
0.5591
0.1583
	–15.0 (3.04)

–16.2 (2.62)
–11.2 
(–19.1, –3.3)
0.0062
0.0111
	–13.8 (3.00)

–12.5 (2.62)
–7.5 
(–15.5, 0.4)
0.0634
0.0175
	3.4 (3.76)

2.2 (4.18)
–
–
–
–
	–3.5 (3.45)

–3.9 (2.85)
–6.1 
(–16.4, 4.1)
0.2327
0.1918
	–6.0 (3.00)

–4.9 (2.97)
–7.1 
(–17.6, 3.4)
0.1784
0.0566

	Day 29
Mean (SE) change from baseline
LS-mean (SE)
Differencea in LS-mean (95% CI)
p-value (ANCOVA)b
p-value (Non-parametric test)c
	–2.2 (2.27)

–2.5 (2.79)
–

–
–
	–5.6 (2.46)

–5.8 (3.08)
–3.3 
(–11.6, 5.0)
0.4291
0.4902
	–7.4 (3.00)

–6.6 (3.29)
–4.1
(–12.8, 4.6)
0.3477
0.2005
	–17.6 (3.00)

–18.3 (2.49)
–15.8
(–23.2, –8.3)
<0.0001
0.0014
	–9.5 (2.77)

–8.8 (2.49)
–6.3
(–13.9, 1.2)
0.0995
0.0458
	7.1 (4.80)

5.6 (3.75)
–
–
–
–
	–3.2 (3.06)

–3.8 (2.55)
–9.4 
(–18.6, –0.2)
0.0453
0.0567
	–7.4 (2.90)

–6.0 (2.66)
–11.7 
(–21.1, –2.2)
0.0170
0.0152


[bookmark: _Hlk527621100]aGLPG2222 versus placebo. bPairwise comparison versus placebo. cSensitivity analysis.
ANCOVA, analysis of covariance; CI, confidence interval; ITT, intent-to-treat; LOCF, last observation carried forward; LS, least-squares; mITT, modified intent-to-treat; q.d, quaque die (once daily); SE, standard error


Supplementary Table S6. Mean ppFEV1 change from baseline (LOCF).

	ppFEV1 (%)
	FLAMINGO (N=59; ITT)
	ALBATROSS (+ ivacaftor; N=36; mITT)

	
	Pooled placebo (n=11)
	GLPG2222 
50 mg q.d. (n=10)
	[image: page55image11096]GLPG2222 
100 mg q.d. (n=10)
	GLPG2222 
200 mg q.d. (n=14)
	[image: page55image14536]GLPG2222 
400 mg q.d. (n=14)
	Placebo
(n=7)
	GLPG2222 
150 mg q.d.
(n=15)
	[image: page61image34800]GLPG2222
300 mg q.d.
(n=14)

	Actual mean (SE) value at baseline
	71.3 (6.03)
	57.7 (5.00)
	71.1 (7.98)
	58.9 (4.45)
	59.3 (4.04)
	71.0 (8.01)
	72.2 (4.40)
	62.9 (4.77)

	Day 15
Mean (SE) change from baseline
LS-mean (SE)
Differencea in LS-mean (95% CI)
p-value (ANCOVA)b
p-value (non-parametric test)c
	
–0.4 (1.71)

0.0 (1.27)
–
–
–
–

	
0.1 (1.14)

–0.2 (1.31)
–0.2
(–3.9, 3.5)
0.9054
0.7888

	
0.5 (1.14)

0.9 (1.32)
0.9
(–2.8, 4.5)
0.6367
0.7862

	
–0.5 (0.84)

–0.7 (1.11)
–0.8
(–4.2, 2.7)
0.6561
0.9889

	
0.7 (1.20)

0.5 (1.11)
0.5 
(–2.9, 3.9)
0.7814
0.7202

	2.0 (1.65)

1.9 (1.69)
–
–
–
–
	2.3 (1.39)

2.1 (1.17)
0.2
(–3.9, 4.4)
0.9156
0.9717
	2.6 (0.87)

2.9 (1.22)
1.0 
(–3.3, 5.2)
0.6469
0.6517

	Day 29
Mean (SE) change from baselinea
LS-mean (SE)
Differencea in LS-mean (95% CI)
p-value (ANCOVA)b
p-value (non-parametric test)c
	–0.6 (1.36)

–1.0 (1.45)
–
–
–
–
	–0.1 (1.78)

0.1 (1.50)
1.1 
(–3.1, 5.4)
0.5940
0.5702
	0.0 (1.04)

–0.3 (1.51)
0.6
(–3.5, 4.8)
0.7553
0.4577
	–0.1 (1.12)

0.0 (1.27)
1.0
(–2.9, 4.9)
0.5958
0.5563
	1.1 (1.47)

1.3 (1.26)
2.3
(–1.6, 6.2)
0.2403
0.1858
	–0.7 (1.11)

–0.8 (1.79)
–
–
–
–
	–0.5 (1.58)

–0.6 (1.23)
0.2
(–4.2, 4.6)
0.9300
0.9717
	1.9 (0.95)

2.2 (1.28)
3.0 
(–1.5, 7.5)
0.1812
0.0915


aGLPG2222 versus placebo. bPairwise comparison versus placebo. cSensitivity analysis.
ANCOVA, analysis of covariance; CI, confidence interval; ITT, intent-to-treat; LOCF, last observation carried forward; LS, least-squares; mITT, modified intent-to-treat; ppFEV1, percent predicted forced expiratory volume in 1 second; q.d, quaque die (once daily); SE, standard error


Supplementary Table S7. CFQ-R respiratory scores (LOCF).

	CFQ-R respiratory score 
	FLAMINGO (n=59; ITT)
	ALBATROSS (+ ivacaftor; n=36; mITT)

	
	Pooled placebo (n=11)
	GLPG2222 
50 mg q.d. (n=10)
	[image: page55image11096]GLPG2222 
100 mg q.d. (n=10)
	GLPG2222 
200 mg q.d. (n=14)
	[image: page55image14536]GLPG2222 
400 mg q.d. (n=14)
	Placebo
(n=7)
	GLPG2222 
150 mg q.d.
(n=15)
	[image: page61image34800]GLPG2222
300 mg q.d.
(n=14)

	Actual mean (SE) value at baseline
	72.7 (4.82)
	68.9 (4.55)
	66.7 (5.04)
	70.2 (4.14)
	69.8 (4.42)
	81.7 (6.50)
	79.6 (5.22)
	81.3 (3.17)

	Day 15
Mean (SE) change from baselinea
LS-mean (SE)
Differenceb in LS-mean (95% CI)
p-value (ANCOVA)c
p-value (Non-parametric test)d
	2.0 (3.77)

2.9 (4.26)
–
–
–
–
	–6.7 (4.29)

–6.9 (4.45)
–9.8 
(–22.2, 2.6)
0.1173
0.1576
	3.4 (6.37)

2.4 (4.47)
–0.5 
(–12.9, 12.0)
0.9404
0.7684
	2.8 (3.85)

2.9 (3.76)
0.0 
(–11.4, 11.4)
0.9963
0.9053
	–2.4 (3.38)

–2.4 (3.76)
–5.3 
(–16.7, 6.1)
0.3578
0.3527
	1.6 (1.02)

1.7 (2.59)
–
–
–
–
	3.3 (1.78)
3.3 (1.77)
1.6 
(–4.8, 8.0)
0.6121
0.9079
	1.6 (2.13)
1.6 (1.83)
0.0 
(–6.5, 6.4)
0.9934
0.8170

	Day 29
Mean (SE) change from baselinea
LS-mean (SE)
Differenceb in LS-mean (95% CI)
p-value (ANCOVA)c
p-value (Non-parametric test)d
	
–3.1 (2.42)

–2.4 (3.32)
–
–
–
–

	
0.6 (4.34)

0.4 (3.47)
2.7
(–6.9, 12.4)
0.5749
0.5390

	
0.0 (4.06)

–0.7 (3.48)
1.6 
(–8.1, 11.3)
0.7381
0.7337

	
4.4 (2.55)

4.5 (2.93)
6.8 
(–2.0, 15.7)
0.1282
0.0625

	
–0.8 (3.39)

–0.8 (2.93)
1.6
(–7.3, 10.5)
0.7212
0.6156

	1.6 (2.63)
1.7 (2.91)
–
–
–
–
	1.9 (2.08)
1.8 (1.99)
0.1
(–7.1, 7.3)
0.9846
0.9708
	2.4 (2.08)
2.4 (2.06)
0.8
(–6.5, 8.0)
0.8334
0.5816


aMinimally important clinical difference = 4.0 points.. bGLPG2222 versus placebo. cPairwise comparison versus placebo. dSensitivity analysis.
ANCOVA, analysis of covariance; CFQ-R, Cystic Fibrosis Questionnaire - Revised; CI, confidence interval; ITT, intent-to-treat; LOCF, last observation carried forward; LS, least-squares; mITT, modified intent-to-treat; q.d., quaque die (once daily); SE, standard error
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