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Supplementary Material

Table S1. Systematic literature review search strategy.

Topic Set String

Cystic fibrosis  S1 MESH.EXACT(“Cystic Fibrosis”) OR EMB.EXACT(“Cystic

Fibrosis”) OR TI,AB(“Cystic Fibrosis”) OR TI, AB(“CF") OR
MESH.EXACT(“Mucoviscidosis”) OR
EMB.EXACT(“Mucoviscidosis”) OR TI,AB(“Mucoviscidosis”)

Ivacaftor S3

TI,AB(KALYDECO OR ivacaftor OR 873054-44-5)
search

Real-world S4
evidence
search

TI,AB(“epidemiologic studies”) OR TI,AB(“case control
studies”) OR TI,AB(“family study”) OR TI,AB(“longitudinal
study") OR TL AB(“retrospective study”) OR
TI,AB(“retrospectively”) OR TI,AB(“prospective study”) OR
TI,AB(”cohort analysis”) OR TI,AB(“cohort study”) OR
TI,AB(“cohort studies”) OR TI,AB("case control study”) OR
TIL,AB(“follow up”) OR TI,AB("observational study”) OR
TI,AB(“observational studies”) OR TI, AB("cross sectional
study”) OR TL,AB(“cross sectional studies”) OR TI,AB(cohort
NEAR/5 (study OR studies)) OR TI,AB(“case control” NEAR/5
(study OR studies)) OR TI, AB(“follow up” NEAR/5 (study OR
studies)) OR TI,AB(observational NEAR/5 (study OR studies))
OR TL,AB(epidemiologic* NEAR/5 (study OR studies)) OR
TI,AB("cross sectional” NEAR/5 (study OR studies)) OR
TI,AB(“disease registry” or “disease registries”) OR
EMB.EXACT(“case control study”) OR EMB.EXACT(“family
study”) OR EMB.EXACT(“longitudinal study”) OR
EMB.EXACT(“retrospective study”) OR
EMB.EXACT(“prospective study”) OR EMB.EXACT("”cohort
analysis”) OR EMB.EXACT(“follow up”) OR
EMB.EXACT(”observational study”) OR
EMB.EXACT(“epidemiology”) OR EMB.EXACT(“cross-
sectional study”) OR EMB.EXACT("disease registry") OR
MESH.EXACT(”Case-Control Studies”) OR
MESH.EXACT(“Longitudinal Studies”) OR
MESH.EXACT(“Retrospective Studies”) OR
MESH.EXACT(“Prospective Studies”) OR
MESH.EXACT(“Cohort Studies”) OR MESH.EXACT(“Follow-
Up Studies”) OR MESH(“Observational Studies”) OR
MESH.EXACT(“Epidemiologic Methods”) OR
MESH.EXACT(“Cross-Sectional Studies”)
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Table S2. Outcomes reported by study.
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Studies with non-ivacaftor-treated comparator
>50 pwCF treated with ivacaftor (three studies)
Bell 2019 [1] X
Bessonova 2018 [2], Volkova 2020 [3] (LTSS) X X X X X X CFRD, S. aureus,
aspergillus,
adverse events,
complications
Frost 2019 [4] X X S. aureus,
aspergillus
20-50 pwCF treated with ivacaftor (two studies)
Barry 2014 [5], Barry 20152 [6] X X X X Adverse events
Emery 20192 [7] X Pancreatic
replacement
enzyme
<20 pwCF treated with ivacaftor (two studies)
McLearn-Montz 20182 [8] Height z-score
Wainwright 20142 [9], Wainwright 2014 [10] X X X
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Studies without a non-ivacaftor-treated comparator
>50 pwCF treated with ivacaftor (11 studies)
Bonafede 20142 [11] X
Castellani 20182 [12], Castellani 20182 [13] X X X X X X X Adverse events
(VOCAL)
Guimbellot 20182 [14], Guimbellot 2019 [15], X X X X X X X X Height z-score,
Hathorne 20152 [16], Heltshe 2015 [17], Rowe aspergillus
2014 [18], Sagel 20152 [19], van de Peppel 2019
[20] (GOAL/GOAL-e2)
Feng 2018 [21] X
Fink 20157 [22] X X X
Hassan 20162 [23] X X
Hubert 2018 [24] X X X X X
Hubert 20182 [25], Hubert 20182 [26] (BRIO) X X X X X X X Adverse events
Kirwan 2019 [27] X X X
Newsome 20182 [28] X
Suthoff 2016 [29] X

20-50 pwCF treated with ivacaftor (11 studies)
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Al Redha 20162 [30] X
Barry 2014 [31], Barry 20152 [32], Banerjee X X X Endocrine
20142 [33] function
Chassagnon 2016 [34] X
Corvol 2018 [35] X
X X X X Endocrine
Deane 20152 [36], Hickey 20152 [37], Ronan function, shuttle
20152 [38], Ronan 2018 [39] (CORK) walk test
Greenawald 20182 [40] X X S. aureus
Hassan 20162 [41] X
Looi 20162 [42] X
McCullagh 20172 [43] X S. aureus
Salvatore 20192 [44] X X X Adverse events
X X X X Height z-score, fat-
Stallings 2018 [45] free mass
<20 pwCF treated with ivacaftor (28 studies)
Al-Rashdi 20192 [46] X X X X
Aziz 20162 [47] X
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X X X X X Pancreatic
Carrion 2018 [48] function
Dagan 2017 [49] X X
Ellemunter 20182 [50] X
Ewence 20132 [51] X X
Graeber 2015 [52] X X
Grasemann 2015 [53], Grasemann 20182 [54] X
Green 2014 [55] X
Guhaniyogi 20152 [56] X Xok X X
Hebestreit 2013 [57] X X X
Hisert 2017 [58] X
Tacotucci 20162 [59] X X 6-minute walk test
Jenkins 20142 [60] X
Kane 20152 [61] X
X Streptococcus,
veillonella,
Kristensen 20162 [62] prevotella
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Millar 2018 [63] X X
Mitchell 20182 [64] X X
Mouzaki 20172 [65] X X X Fat-free mass
Robson 20192 [66] X
Salvatore 20182 [67] X X X
Salvatore 20192 [68] X X X
Salvatore 2019 [69] X X X X X
Sermet-Gaudelus 2016 [70] X X X
Sheikh 2015 [71], Sheikh 2015 [72] X X X X X
Spoletini 2019 [73] X
Tierney 20182 [74] X X Fat-free mass
Trinh 20132 [75] X X X
Total studies reporting 43 8 15 22 14 19 9 5 1 4 5 18

aResults presented in conference abstracts. BMI: body mass index; CFQ-R: Cystic Fibrosis Questionnaire-Revised; CFRD: cystic fibrosis-related diabetes; P.
aeruginosa: Pseudomonas aeruginosa; PEx: pulmonary exacerbations; ppFEV1: percent predicted forced expiratory volume in 1 second; pwCEF: people with CF; S.
aureus: Staphylococcus aureus; SNOT: Sino-Nasal Outcome Test.
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