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• 37 year old, diagnosed with CF in early childhood 
• G1244E/G1244E 
• Pancreatic Insufficient 
• Impaired Glucose tolerance 
• Elevated liver enzymes w/o overt cirrhosis 
• FMF- heterozygote 
• Recurrent bowel obstruction (DIOS (+opiate 

induced?)), several laparotomies 
• 2010- 20 cm terminal ileum resected with loop 

ileostomy in place 17 cm. prox. to ileocecal valve 



• Chronic Pseudomonas aeruginosa ; MRSA 
infection 

• Opiate abuse 

• Partial adherence to medical recommendations 

• Lung function- FEV1- 35- 40 % 

• Recommended medications: inh. rhDNase, inh. 
6% HS , lung clearance, inhaled tobramycin/ 
colomycin, azithromycin, pancreatic and 
nutritional supplements, colchicine, UDCA 



• Recent prolonged hospitalization- intestinal 
obstruction 

• Pulmonary exacerbation 

• Urine toxicology screen positive to opiates 

• Prolonged time to relief obstruction 

• Should we treat this patient with ivacaftor? 
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Questions and Dilemmas 
• Would ivacaftor absorption be impaired due to 

ileal resection and existing ileostomy? Is there a 
way to monitor drug absorption? 

• Would partial adherence (to ivacaftor, to other 
treatment recommendations) jeopardize 
ivacaftor effect? 

• Would ivacaftor have the reported effect in 
advanced lung disease? 

• Can ivacaftor improve bowel transit, reducing the 
risk for recurrent obstruction? 

• Is cost justified in this patient? 



Management 

• Started Ivacaftor treatment 22/4/15 

• Referred to an outpatient rehabilitation 
program 

• 1 month on Ivacaftor- Spirometry 43% (last 
39%), no change in weight 

• 2 months on ivacaftor- lung function stable, 
gained 5 Kg 

• Well being improved, started a phone 
technician course 

 



Arrows indicate time of ivacaftor commencement 
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Continued 

• 5 months on ivacaftor- presented with an 
exacerbation (cough, SOB, hypoxemia, rales) 

• Lost weight and lung function 

• Admitted to not adhering to treatments 
(except ivacaftor) 

• Does not comply with drug rehabilitation 
program  

• Prolonged hospitalization, hypoxemia 

 



Arrows indicate time of ivacaftor commencement 



Testing ivacaftor effect 

• How can we test for ivacaftor absorption and 
effect? 

• Ivacaftor blood levels??? 
• mean (±SD) for AUC and Cmax were 10600 (5260) 

ng*hr/mL and 768 (233) ng/mL, respectively1.  
• Use sweat Cl? 
• Non G551D: −49.2 mmol/L (95% CI: −57.0, −41.4), 

5 pts G1244E: −55.10 (95% CI: −75.0, −34.0)2 

• Sweat Cl: 110->94 
• NPD- unchanged 

1 Kalydeco prescribing information, ©2012 Vertex Pharmaceuticals Incorporated  
2 De Boeck, Kris, et al. "Efficacy and safety of ivacaftor in patients with cystic fibrosis and a non-G551D gating mutation." Journal of Cystic 
Fibrosis 13.6 (2014): 674-680. 
 



Summary  

• G1244E homozygote with severe lung disease, 
bowel resection and ileostomy, opiate abuse, 
repeat bowel obstruction 

• Initial improvement in lung function and weight 
gain- ivacaftor effect or IV antibiotics? 

• Stopping all treatments expectedly led to an 
irreversible deterioration 

• No change in sweat Cl, NPD!  
• Is ivacaftor being absorbed and working? 
• Stop ivacaftor treatment? 
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