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— “Sustained Benefit from Ivacaftor
Demonstrated by Combining Clinical Trial
and Cystic Fibrosis Patient Registry Data”

« GS Sawicki.(2015). American Journal of Respiratory
and Critical Care Medicine. 2015 Oct 1;192(7):836-
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o IRTOFIFAAREZRFEV, Z &
« f=f2L. ivacaftor¢]EIX SBEDFEV, ERICEAE LI-EZ &N ET 51
HLUT LR <
— G551D ivacaftor

» the first 30 days of treatment
— F508del control

» the first 30 days after baseline
- BRITAIE
— MixedE®TILZEA

— JR— FEEZEDHTERUIRTE
« MixedETIL
— intercept

— slope for each patient as random effects (allowed to freely correlate)
— additional covariance terms (to account for the similarity within match groups)

BMI Z-score. Weighted-for-Age Z-score (WFA Z-score) IZDULNT 4[4k
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G551D ivacaftor patients : F508del control patients
Patients who initially Patients who initially :  [Patients enrolled in the CFF Registry
received ivacaftor in received placebo in : : (Annual Data Report 2010)
feeder trials feeder trials : :
N=103 N=89 N=26,272

!

r "y
: : Patients homozygous for F508del
( :"r ~ - ?r S : with confirmed CF diagnosis and
o geg:fpts ’ i geg:gpts ’ : : | valid entries for sex, race, birthdate;
with > records with > records :
= = no history of transplant or pregnancy
Spaafrtlgrlr;sgﬂzdea;ogr:hs SD:Q:;HB%E(?&;T;“S : and no death through the end of
: : 2010
ivacaftor ivacaftor : : n=10.938
| n=103 ) n=86 ) o P g
L : : '“‘_
i ™y
Patients with =1 stable encounter*
n=5,436
LS i A
G551D patients (cases) 1:5 matching [ Patients (controls) matched to
n=189 ] : —> G551D patients
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Maiched patients with =3 PFT
records spanning >6 months before
death, lung transplant, or pregnancy

n=886
: : Y
G551D ivacaftor patients : : | F508del control patients included in
included in analysis : analysis
n=189 n=8861

*During a care episode, no change in medication, <1% change in percent predicted FEV; since last encounter, and who
satisfied the inclusion criteria (date of birth and diagnosis in range, sweat test missing, or >40 mmol/L).

tG551D patients with at least four matched control patients, n = 180.

CF: Cystic Fibrosis
CFF : Cystic Fibrosis Foundation
PFT : Pulmonary Function Test.
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Potential outcomes framework & O

average treatment effect

 Average treatment effect (ATE) : &M L
NILT, EFHEEAKRDOREBEEBZEDRBE D
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