Supplement 1: In- and exclusion criteria for compassionate use program of ETI

Eligibility assessments should occur before administration of VX-445/TEZ/IVA. The following
eligibility assessments should be performed and documented by the treating physician:
1. Review of eligibility criteria.
2. Collection of signed informed consent and assent (as applicable).
3. Review of medical history (including CF genotype).
4. Review of ophthalmological history.
5. A baseline ophthalmologic examination before starting VX-445/TEZ/IVA should be
conducted by an ophthalmologist or an optometrist for patients less than 18 years of age. 
6. Spirometry (assessed pre- or post-bronchodilator).
7. Pregnancy test for females of childbearing potential as judged by the treating physician.
8. Liver function tests (ALT, AST, and total bilirubin).
9. Review of prior and concomitant medications.

Inclusion Criteria 
1. Males and females, 12 years of age and older with confirmed diagnosis of CF and who have the F/F genotype.
2. Patients who meet at least one of the following criteria regarding previous treatment with Orkambi and/or Symkevi (Criterion 2a or 2b):
	a. Orkambi and/or Symkevi is available to the patient: patients who have been 
	treated with Orkambi and/or Symkevi for at least 6 months
	b. Only Orkambi is available to the patient: 
		(1) patients who have been treated with Orkambi for at least 6 months,or 		(2) patients who have been treated with Orkambi for less than 6 months due 
		to discontinuation following a respiratory adverse event(AE), or 
		(3) patients who have NOT been treated with Orkambi because of a 
		drug-drug interaction with a chronic treatment with an essential sensitive 
		CYP3A substrate or a CYP3A substrate with a narrow therapeutic index.
3. Patients who meet at least one of the following criteria (Criterion 3a or 3b):
	a. The percent predicted forced expiratory volume in 1 second (ppFEV1) is <30 for a 
	minimum of 60 consecutive days before the date of completion of the request form.
	b. The ppFEV1 is >=30 and <40 for a minimum of 60 consecutive days before the 
 	date of completion of the request form AND - have a rapid decline of lung function, 
	defined as at least a 20% relative decrease in ppFEV1 in the last 6 months, OR - 
	have >=6 pulmonary exacerbations (PExs) in the last 12 months.
4. Able to understand and comply with treatment requirements, restrictions, and instructions (as judged by the treating physician).

Exclusion Criteria
1. Patients currently receiving invasive mechanical ventilation.
2. Patients with severe hepatic impairment (Child-Pugh Class C). Patients with Child-Pugh Class B are also excluded unless the benefits for VX-445/TEZ/IVA outweigh the risks, according to the physician.
3. History of advanced liver disease with or without hepatic impairment that, in the opinion of the treating physician, might pose undue risk in administering VX-445/TEZ/IVA to the patient. At present time, hepatic impairment studies for VX-445/TEZ/IVA have not been completed and the treating physician should carefully weigh the risks and benefits of treatment in patients with history of advanced liver disease. 
4. Any of the following abnormal laboratory values during the eligibility assessment:
a. >5 × upper limit of normal (ULN) alanine transaminase (ALT) or aspartate 
transaminase (AST)
 	b. >3 × ULN ALT or AST with >2 × ULN total bilirubin
5. History of any other comorbidity that, in the opinion of the treating physician, might pose undue risk in administering VX-445/TEZ/IVA to the patient, including patients who discontinued Symkevi primarily for safety and/or tolerability reasons.
6. History of solid organ or hematological transplantation.
7. Known history of alcohol or drug abuse in the past year, including but not limited to cannabis, cocaine, and opiates.
8. Ongoing or prior participation in an investigational drug study within 5 terminal half-lives of the previous investigational study drug or 30 days, whichever is longer, of first administration of VX-445/TEZ/IVA.
9. Sexually active patients of reproductive potential who are not willing to use appropriate contraception methods approved by the treating physician.
10. Patients who are pregnant.
11. Patients eligible for participation in ongoing clinical studies evaluating VX-445/TEZ/IVA or another drug product in the same indication.
12. Patients who are not adherent to prescribed treatment with Orkambi or Symkevi.
13. Patients who can be treated satisfactorily with an alternative approved medicinal product.

