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	Supplementary Table 1. Inclusion/Exclusion Criteria for ARRIVAL (Study 770-124)

	Inclusion criteria

	· Confirmed diagnosis of CF, defined as a sweat chloride value ≥60 mmol/L by quantitative pilocarpine iontophoresis OR two CF‑causing mutations 
· [bookmark: _Ref331078769]Patients must have one of the following nine CFTR mutations on at least one allele: G551D, G178R, S549N, S549R, G551S, G1244E, S1251N, S1255P, or G1349D 
· Patients who had an R117H-CFTR mutation were eligible in regions where ivacaftor is approved for use in patients aged 2 to 5 years with an R117H-CFTR mutation
· Aged 0 to <24 months at day 1; patients who completed part A who were aged ≥24 months on day 1 in part B were not eligible to enroll in part B; for cohorts 4 and 7 only, gestational age ≥38 weeks
· Available hematology, serum chemistry, and vital signs results at screening with no clinically significant abnormalities that would have interfered with the study assessments, as judged by the investigator
· Weight at screening within the limits as defined for the study drug dose levels 
· As judged by the investigator, the parent or legal guardian signing the informed consent on behalf of the patient must have been able to understand the protocol requirements, restrictions, and instructions and should have been able to ensure the patient’s compliance with study requirements and the patient’s likelihood for completing the study as planned 
· Parent or legal guardian must have signed the informed consent form

	Exclusion criteria

	· A history of any illness or condition that, in the opinion of the investigator, might have confounded the results of the study or posed an additional risk in administering study drug to the patient
· An acute upper or lower respiratory infection, or PEx, or changes in therapy (including antibiotics) for pulmonary disease within 4 weeks before day 1
· Colonization with organisms associated with a more rapid decline in pulmonary status (eg, Burkholderia cenocepacia, B dolosa, and Mycobacterium abscessus) at screening
· Abnormal liver function at screening or any prior history of clinically relevant elevated (>2 × ULN) AST, ALT, or bilirubin (excluding newborn hyperbilirubinemia)
· History of solid organ or hematological transplantation
· Any clinically significant "non–CF-related" illness within 2 weeks before day 1 where illness was defined as an acute (serious or nonserious) condition (eg, gastroenteritis)
· Use of any moderate or strong inducers or inhibitors of CYP3A within 2 weeks before day 1
· Participation in a clinical study involving administration of either an investigational or a marketed drug within 30 days or five terminal half-lives (whichever was longer or as determined by the local requirements) before screening 
· Hemoglobin <9·5 g/dL at screening
· Chronic kidney disease of stage 3 or above
· An adequate slit-lamp examination could not be conducted at the screening OE 
· Presence of a lens opacity or cataract identified at the screening OE (excluding those considered congenital and nonprogressive, such as a suture cataract) 

	ALT, alanine aminotransferase; AST, aspartate aminotransferase; CF, cystic fibrosis; OE, ophthalmologic exam; PEx, pulmonary exacerbation; ULN, upper limit of normal.





	Supplementary Table 2. Summary of Predicted Ivacaftor PK Parameters in Children Aged 12 to <24 Months in Parts A and B of the Study, Children Aged 2 to 5 Years, and Adults 

	Age group (dose)
	N
	Cmin (ng/mL)
	AUC (ng·h/mL)

	
	
	Mean (SD)
	Median (range)
	Mean (SD)
	Median (range)

	12 to <24 months (50 mg)
	19a
	440 (212)
	383 (124-829)
	9050 (3050)
	8900 (4830-16,400)

	12 to <24 months (75 mg)
	2b
	451 (125)
	451 (363-540)
	9600 (1800)
	9600 (8330-10,900)

	2 to 5 years (50 mg)
	9
	577 (317)
	536 (170-1310)
	10,500 (4260)
	9840 (5120-20,800)

	2 to 5 years (75 mg)
	26
	629 (296)
	580 (225-1540)
	11,300 (3820)
	10,200 (6260-22,700)

	Adults
	190
	701 (317)
	634 (167-2080)
	10,700 (4100)
	9840 (3580-28,200)

	AUC, area under the curve; Cmin, minimum plasma drug concentration; PK, pharmacokinetic; SD, standard deviation.
aIncludes four children from part A, 14 children from part B, and one child who participated in both parts A and B. bIncludes two children from part A.





	Supplementary Table 3. Mean Absolute Change From Baseline in Lipase and Amylase Levels in Part A of the Study

	Parameter
	Mean absolute change from baseline (SD)
(n=7)

	Lipase, U/L
	-58·14 (58·35)

	Amylase, U/L
	-12·0 (16·4)

	SD, standard deviation.




	Supplementary Table 4. Definitions of Pulmonary Exacerbationsa

	Definition 1
	Treatment with oral, inhaled, or intravenous antibiotics AND fulfillment of at least one of the criteria from list A or B, within 3 days before antibiotic start date through antibiotic stop date

	Definition 2
	Treatment with oral, inhaled, or intravenous antibiotics AND fulfillment of one criterion from list A or two criteria from list B, within the period 3 days before antibiotic start date through antibiotic stop date

	List A
	List B

	1. Oxygen saturation <90% on room air or ≥5% decrease from baseline 
2. New lobar infiltrate(s) or atelectasis on chest x-ray
3. Hemoptysis (more than streaks on more than one occasion in past week)

	1. Increased work of breathing or respiratory rate (duration ≥3 days)
2. New or increased adventitial sounds on lung examination (duration ≥3 days)
3. Weight loss ≥5% decrease from highest value or decrease across one major percentile for age in past 6 months 
4. Increased cough (duration ≥3 days)
5. Worked harder to breathe during physical activity (duration ≥3 days)
6. Increased chest congestion or change in sputum (duration ≥3 days)

	aBecause definitions of pulmonary exacerbations in patients aged <24 months are being evaluated in ongoing studies of cystic fibrosis therapies, pulmonary exacerbation was defined based upon modification of criteria used in previous and ongoing trials in older patients with cystic fibrosis to accommodate the clinical patterns seen in this age group.




[bookmark: _Toc382664748]Supplementary Figures

[bookmark: _Hlk506995831]Supplementary Figure 1. (A) Cohorts in the ARRIVAL study. (B) Study design. *Weight-based dosing: 50 mg every 12 hours for children weighing <14 kg; 75 mg every 12 hours for patients weighing ≥14 kg. PK, pharmacokinetic.
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Supplementary Figure 2. Additional safety outcomes by visit over the 24-week ivacaftor treatment period. (A) Mean alanine aminotransferase levels (normal range, 5-30 U/L), (B) mean aspartate aminotransferase levels (normal range, age 1-3 years, male: 0-55 U/L; female: 0-68 U/L) and (C) mean bilirubin levels (normal range, 0-20.5 µmol/L). Means were calculated for each visit from the number of children contributing data at that time point. BL, baseline; SD, standard deviation.
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Supplementary Figure 3. Mean absolute change from baseline in (A) weight-for-length-for-age z score and (B) length-for-age z score by visit through week 24. Means were calculated for each visit from the number of children contributing data at that time point. BL, baseline; SD, standard deviation.
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Supplementary Figure 4. Exploratory efficacy outcomes by visit over the 24-week ivacaftor treatment period. (A) Mean fecal elastase-1 levels. Means were calculated for each visit from the number of children contributing data at that time point. (B) IRT levels in each child with available data (n=18). BL, baseline; IRT, immunoreactive trypsinogen; SD, standard deviation.
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Supplementary Figure 5. Additional safety assessments by visit over the 24-week ivacaftor treatment period. (A) Lipase and (B) amylase levels in each child with available data (n=18). BL, baseline.
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[bookmark: _GoBack]Interim Analysis Plan (Per ARRIVAL Study Protocol) 
An interim analysis of safety, PK, and PD data from subjects in Cohorts 1 and 5 can be conducted after either of the following: 
• a sufficient number of subjects in Cohort 5 have completed their Week 12 Visit 
• a sufficient number of subjects in Cohort 5 have completed their Week 24 Visit 
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