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Drug/Drug Class: Cystic Fibrosis Transmembrane Conductance Regulator (CFTR) Modulators Clinical Edit
First Implementation Date: April 23, 2020
Proposed Date: January 20, 2026
Prepared For: MO HealthNet	
Prepared By: MO HealthNet and Conduent	
Criteria Status: Revision of Existing Criteria

Executive Summary 
Purpose: 
Ensure appropriate utilization and control of Cystic Fibrosis Transmembrane Conductance Regulator (CFTR) Modulators 
	
Why Issue Selected:
Cystic fibrosis (CF) is a life-threatening autosomal recessive disease caused by pathogenic variations of the cystic fibrosis transmembrane conductance regulator (CFTR) gene.  Variations in the CFTR gene result in decreased amounts or function of the CFTR protein. The CFTR protein is found in the epithelial surfaces of various organs, including the lungs, pancreas, gastrointestinal (GI) tract, and urogenital tracts.  This protein controls the movement of electrically charged particles, like chloride and sodium, in and out of these cells. When the protein is defective, as in CF, the salt balance in the epithelial surfaces is disturbed. This leads to increased viscosity of secretions in the respiratory and GI tracts. Abnormal viscosity, in turn, results in obstruction of the airways in the lungs and pancreatic ducts, and abnormal luminal contents in the GI tract. CF affects approximately 40,000 people in the US, with approximately 800 new cases diagnosed every year. The primary cause of death in CF is respiratory disease; median survival age in the US is 53.1 years.  

In the last several years, CFTR modulators (which act by increasing the amount of or improving the function of the defective CF protein) have been developed for the treatment of cystic fibrosis. Kalydeco® (ivacaftor) was first FDA approved in January 2012 and is currently indicated for the treatment of CF in patients aged 1 month and older who have a mutation in the CFTR gene that is responsive to ivacaftor therapy. Orkambi® (lumacaftor/ivacaftor) was first FDA approved in July 2015 and is currently indicated for the treatment of CF in patients aged 1 year and older who are homozygous for the F508del mutation in the CFTR gene. Symdeko® (tezacaftor/ivacaftor) was first FDA approved in February 2018 and is currently indicated for the treatment of CF in patients aged 6 years and older who are homozygous for the F508del mutation or who have at least one mutation in the CFTR gene that is responsive to tezacaftor/ivacaftor therapy. Trikafta® was FDA approved in 2019 and is currently indicated for the treatment of CF in patients aged 2 years and older with at least one F508del mutation in the CFTR gene or at least one mutation in the CFTR gene that is responsive to Trikafta. Trikafta is a triple therapy agent, containing tezacaftor and ivacaftor, the ingredients in Symdeko, plus a second-generation corrector elexacaftor. In December of 2024, Alyftrek® (vanzacaftor, tezacaftor and deutivacaftor) was approved and indicated for the treatment of CF in patients 6 years and older who have at least one F508del mutation or another responsive mutation in the CFTR gene. A black box warning was also added for Trikafta and Alyftrek regarding possible drug-induced liver injury and liver failure. Liver function tests should be monitored closely in patients taking these agents and they should not be used in patients with severe hepatic impairment.

The prescribing of CFTR inhibitors has increased exponentially since their inception. According to the 2023 CF Foundation Annual Data Report, approximately 92.3% of CF patients have a CTFR genotype that makes them eligible for at least one CFTR modulator.

Due to the high cost and specific approved indication, MO HealthNet will impose clinical criteria to ensure appropriate utilization of the CFTR inhibitors.

Program-Specific Information: Date Range FFS 10-1-2024 to 9-30-2025
	Drug
	Claims
	Spend
	Avg Spend per Claim

	ALYFTREK 10-50-125 MG TABLET
	126
	$2,810,959.44
	$22,309.20

	ALYFTREK 4-20-50 MG TABLET
	45
	$1,033,437.56
	$22,965.28

	KALYDECO 150 MG TABLET
	54
	$1,219,108.93
	$22,576.09

	KALYDECO 5.8 MG GRANULES
	0
	-
	-

	KALYDECO 13.4 MG GRANULES
	0
	-
	-

	KALYDECO 25 MG GRANULES
	8
	$171,736.81
	$21,467.10

	KALYDECO 50 MG GRANULES
	35
	$772,354.47
	$22,067.27

	KALYDECO 75 MG GRANULES
	36
	$815,676.62
	$22,657.68

	ORKAMBI 100 MG-125 MG TABLET
	29
	$585,679.02
	$20,195.83

	ORKAMBI 100-125 MG GRANULE PKT
	24
	$482,239.85
	$20,093.33

	ORKAMBI 150-188 MG GRANULE PKT
	11
	$206,705.73
	$18,791.43

	ORKAMBI 200 MG-125 MG TABLET
	6
	$104,573.93
	$17,428.99

	ORKAMBI 75-94 MG GRANULE PKT
	21
	$411,777.66
	$19,608.46

	SYMDEKO 50/75MG TABLET
	0
	-
	-

	SYMDEKO 100/150 MG-150 MG TABS
	17
	$317,911.53
	$18,700.68

	TRIKAFTA 100-50-75 MG/150 MG
	1,451
	$32,456,623.76
	$22,368.45

	TRIKAFTA 100-50-75 MG/75MG PKT
	281
	$6,323,789.86
	$22,504.59

	TRIKAFTA 50-25-37.5 MG/75 MG
	335
	$7,710,828.89
	$23,017.40

	TRIKAFTA 80-40-60MG/59.5MG PKT
	83
	$1,801,997.66
	$21,710.82



Setting & Population 
Drug class for review: Cystic Fibrosis Transmembrane Conductance Regulator (CFTR) Modulators
Age range: All appropriate MO HealthNet participants

Approval Criteria
· Must meet all of the following:
· Documented diagnosis of cystic fibrosis;
· Prescribed by or in consultation with an appropriate specialist for the treated disease state, preferably associated with a CF Care Center; AND
· Participant is of the appropriate age for product prescribed:
· Alyftrek – aged 6 years and older
· Kalydeco – no age limit
· Orkambi – aged 1 year and older
· Symdeko – aged 6 years and older
· Trikafta – aged 2 years and older

Denial Criteria
Therapy will deny with presence of one of the following:
· Any approval criteria are not met;
· Participant claim history demonstrates concurrent therapy with any other CFTR modulator in the past 25 days; OR
· Claim exceeds maximum dosing limitations:
	Drug Description
	Generic Equivalent
	Max Dosing Limitation

	ALYFTREK 10-50-125 MG TABLET
	VANZACAFTOR/TEZACAF/DEUTIVACAF
	2 tablets per day

	ALYFTREK 4-20-50 MG TABLET
	VANZACAFTOR/TEZACAF/DEUTIVACAF
	3 tablets per day

	KALYDECO 13.4 MG GRANULES
	IVACAFTOR
	2 packets per day

	KALYDECO 150 MG TAB
	IVACAFTOR
	2 tablets per day

	KALYDECO 25 MG GRANULES
	IVACAFTOR
	2 packets per day

	KALYDECO 5.8 MG GRANULES
	IVACAFTOR
	2 packets per day

	KALYDECO 50 MG GRANULES
	IVACAFTOR
	2 packets per day

	KALYDECO 75 MG GRANULES
	IVACAFTOR
	2 packets per day

	ORKAMBI 100 MG-125 MG TABLET
	LUMACAFTOR/IVACAFTOR
	4 tablets per day

	ORKAMBI 100/125MG GRANULES
	LUMACAFTOR/IVACAFTOR
	2 packets per day

	ORKAMBI 150-188 MG GRANULES
	LUMACAFTOR/IVACAFTOR
	2 packets per day

	ORKAMBI 200/125MG TABLET
	LUMACAFTOR/IVACAFTOR
	4 tablets per day

	ORKAMBI 75-94 MG GRANULE
	LUMACAFTOR/IVACAFTOR
	2 packets per day

	SYMDEKO 100/150 MG TABLET
	TEZACAFTOR/IVACAFTOR
	2 tablets per day

	SYMDEKO 50/75MG TABLET
	TEZACAFTOR/IVACAFTOR
	2 tablets per day

	TRIKAFTA 100/50/75 MG-150 MG  
	ELEXACAFTOR/TEZACAFTOR/IVACAFT                    
	3 tablets per day

	TRIKAFTA 100-50-75 MG/75MG PKT
	ELEXACAFTOR/TEZACAFTOR/IVACAFT
	2 packets per day

	TRIKAFTA 50/25/37.5 MG-75 MG
	ELEXACAFTOR/TEZACAFTOR/IVACAFT
	3 tablets per day

	TRIKAFTA 80-40-60MG/59.5MG PKT
	ELEXACAFTOR/TEZACAFTOR/IVACAFT
	2 packets per day
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