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Orkambi® and ΔF508 

What’s New!
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• TRAFFIC and TRANSPORT trials
• Randomized, double blind, placebo-controlled study
• 1108 patients
• Age >12 years
• 24 weeks

N Engl J Med 2015;373:220-31.





Orkambi for F508del homozygote, >12y
effect on Pulmonary Exacerbations

N Engl J Med 2015;373:220-31



BMI: Up to 48 Weeks of Treatment

13



Orkambi – Study Design

Wainwright C et al. N Engl J Med. 2015;373(3):220-31.

72 weeks + 24 weeks

Total 120 weeks



Konstan, Lancet Respir Med 2016

LUM/IVA produced a durable treatment 
effect on ppFEV1 through up to 120 weeks



Konstan, Lancet Respir Med 2016



40% reduction in lung function decline

Slower Lung Function Decline over 2y

Konstan, Lancet Respir Med 2016



A little CFTR can change a lot: slowing 
cystic fibrosis progress

…by reducing the average rate of decline from 4% to 3% 
per year starting at age 20 years, long-term mortality 
(or need for transplant) would be expected to be 
delayed by 6–8 years

Rowe, Lancet Respir Med 2016



Age 6-11



• Phase 3, randomized, 
double-blind, placebo-
controlled, multicenter 
study

• 206 patients
• Primary endpoint: change 

in LCI
• Efficacy in the pediatric 

population at the early 
stages of disease 

• The first to use LCI as a 
primary endpoint.

Ratjen, Lancet Respir Med 2017



The Israeli experience 
with Orkambi



F508del homozygotes

>12 years 39

Age < 12 9
Total 48

• Israeli CF patients (by database): 548

• F508del homozygotes:  9.3%

On treatment 18



F508del homozygotes >12y

Center Eligible On treatment

Carmel 13 3 (23%)

Hadassah 3 2 (67%)

Rambam 3 3 (100%)

Schneider 4 3 (75%)

Soroka 3 1 (33%)

Tel Hashomer 14 6 (43%)

Total 2017 39 18 (46%)

Total 2016 39 12 (31%)



Israeli Patients on Orkambi
Demographics

• n=18

• Starting Age
Mean: 23.9 ys
Range: 12-40 ys

• M:F  10:8 
• PI: 100%
• CFRD: 50%

• Duration of treatment
Mean 1.3 years
Median 1.5 years (range 0.2-1.9 years)

• Current age
Mean: 25.3 ys

Median: 26.5 ys



The Israeli experience
Results



FEV1 % predicted
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FEV1 % predicted
untreated cohort
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FEV1 % predicted

2.7%

2.9%
Total 

improvement 
5.6%

Treated Untreated 



BMI

20.3 kg/m2 21.1 kg/m2

PRE 1 year

n=13



Pulmonary exacerbations

• Modified Fuchs criteria?

• IV days?

• IV courses?

• Physician assessment?

• Patient self report?



Days on antibiotic tx
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No effect on

• CFRD
CFRD:9; IGT:4; normal:5

HbA1C: pre 5.6% vs post 5.5%

• Pseudomonas status

• CFQ-R (?)



Adherence 

• Orkambi

• CF treatments and 
therapies



Variability in clinical 
response to Orkambi

• Improvement 

• Stability 

• No change 
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Variability in clinical 
response to Orkambi

• Treatment discontinued
 2 patients: respiratory deterioration and severe 

dyspnea.
• 1 s/p lung transplant

 1 patient: cataract + no improvement 

• Specific / complicated subpopulations
 ABPA
 Severe lung disease
 Mycobacterium Abscessus



Limitations 

• Retrospective study
• Small number of patients
• Variability in data reporting
• Variability in measurements

 spirometry reference values

• Lack of pre-established definitions
Pulmonary exacerbations

• Lack of uniformity in treatment 
• …
• …
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Thanks 

• CF patients

• Israel CF centers


