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Policy               
Blue Cross and Blue Shield of Kansas City (Blue KC) will provide coverage for Ofev (nintedanib) when 
it is determined to be medically necessary because the following criteria are met.  
 
When Policy Topic is covered           
Food and Drug Administration (FDA)-Approved Indications 
 
Idiopathic Pulmonary Fibrosis (IPF).  Approve if the patient meets the following criteria: 

1. Idiopathic (i.e., no identifiable cause for pulmonary fibrosis) diagnosis confirmed by ALL of 
the following: 

a. Physical exam 
b. Pulmonary Function Tests 

i. %FVC<82% of predicted 
ii. %DLCO 
iii. %TLC<80% of predicted 

c. CT with classic findings of usual interstitial pneumonitis (UIP) 
2. Prescribed by or recommended by a pulmonologist  
3. Drug interaction assessment has been performed by the physician   
4. Patient has had baseline liver function tests performed 

 
Systemic Sclerosis-Associated Interstitial Lung Disease (ILD). Approve if the patient meets the 
following criteria: 

1. %FVC ≥40% of predicted  
2. %DLCO 30-89% of predicted  
3. Prescribed by or recommended by a pulmonologist or rheumatologist  
4. Drug interaction assessment has been performed by the physician  
5. Patient has had baseline liver function tests performed 

 
Chronic Fibrosing Interstitial Lung Disease. Approve if the patient meets the following criteria: 

1. Patient has a progressive phenotype 
2. %FVC ≥45% of predicted  
3. %DLCO 30-79% of predicted  
4. Prescribed by or recommended by a pulmonologist  
5. Drug interaction assessment has been performed by the physician  
6. Patient has had baseline liver function tests performed 

 
When Policy Topic is not covered          
Conditions Not Recommended for Approval 
Ofev has not been shown to be effective, or there are limited or preliminary data or potential safety 
concerns that are not supportive of general approval for the following conditions.  Rationale for non-
coverage for these specific conditions is provided below.  (Note:  This is not an exhaustive list of 
Conditions Not Recommended for Approval.) Not medically necessary. 



 
1. Ofev is Being Used Concomitantly with Esbriet® (pirfenidone capsules).  Esbriet is another 

medication indicated for IPF.5 The effectiveness and safety of concomitant use of Ofev with Esbriet 
have not been established. 

 
2. Coverage is not recommended for circumstances not listed in the Recommended Authorization 

Criteria.  Criteria will be updated as new published data are available. 
 
Considerations             
Ofev requires prior authorization through the Clinical Pharmacy Department. 
 
This Blue Cross and Blue Shield of Kansas City policy Statement was developed using available 
resources such as, but not limited to: Food and Drug Administration (FDA) approvals, Facts and 
Comparisons, National specialty guidelines, Local medical policies of other health plans, Medicare 
(CMS), Local providers. 
 
Description of Procedure or Service          
Ofev, a kinase inhibitor, is indicated for the treatment of idiopathic pulmonary fibrosis (IPF).1  The 
recommended dose of Ofev is 150 mg twice daily (BID) with food given approximately 12 hours apart.  
Liver function tests should be performed prior to Ofev initiation.  Dose modifications are recommended 
for adverse events (AEs) such as liver enzyme elevations.  The most common AEs with Ofev are 
diarrhea (62%), nausea (24%), abdominal pain (15%), liver enzyme elevation (14%), vomiting (12%), 
decreased appetite (11%), decreased weight (10%), headache (8%), and hypertension (5%).  AEs 
leading to permanent dose reductions occurred in 16% of Ofev-treated patients.  Ofev discontinuation 
due to AEs occurred in 21% of patients. 
 
The clinical efficacy of Ofev has been studied in 1,231 patients with IPF in one Phase II study and two 
Phase III studies that were identical in design.1-3  The trials were randomized, double-blind, placebo-
controlled studies comparing treatment with Ofev 150 mg BID with placebo for 52 weeks.  For all three 
studies, a statistically significant reduction in the annual rate of decline of forced vital capacity (FVC) 
was observed in patients receiving Ofev compared with patients receiving placebo.  Also, data shows 
that the proportion of patients that demonstrated categorical declines in lung function was lower for 
patients given Ofev compared with placebo.  Acute IPF exacerbations were also reduced. 
 
Prior authorization is recommended for prescription benefit coverage of Ofev.  Because of the 
specialized skills required for evaluation and diagnosis of patients treated with Ofev, initial approval 
requires Ofev to be prescribed by or in consultation with a physician who specializes in the condition 
being treated. 
 
 
Warnings and Precautions             
• Bleeding: May increase the risk of bleeding, especially epistaxis. Use in patients with known risk of 
bleeding only if the benefit outweighs the risk. Serious and nonserious bleeding events (some fatal) 
have been reported during post marketing. 
• Cardiovascular effects: Arterial thromboembolic events, including MI, have been reported. Use caution 
in patients at high cardiovascular risk, including in patients with known coronary artery disease. 
Consider treatment interruption in patients who develop signs or symptoms of acute myocardial 
ischemia. 
• GI effects: Diarrhea, nausea, and vomiting may occur. Diarrhea occurred in over 50% of nintedanib-
treated patients and was generally of mild to moderate intensity and occurred within the first 3 months 
of treatment. Treat with appropriate supportive care (eg, adequate hydration, antidiarrheals, 
antiemetics); dose reduction and/or treatment interruption may be required. If GI effects do not resolve, 
discontinue treatment. In addition, nintedanib may increase the risk of GI perforation; cases of GI 
perforation (some fatal) have been reported during post marketing. Use caution when treating patients 
who have had recent abdominal surgery, previous history of diverticular disease or who are receiving 



concomitant corticosteroids or NSAIDs; only use in patients at risk of perforation if the benefit 
outweighs the risk. It has been recommended to wait at least 4 weeks following abdominal surgery 
before initiating therapy (OFEV Canadian product monograph). Discontinue if perforation develops. 
• Hepatic effects: Serious and nonserious cases of drug-induced liver injury (including severe liver injury 
with fatal outcome) have been reported. Hepatic effects usually occurred within the first 3 months of 
treatment. Elevations of ALT, AST, GGT, alkaline phosphatase, and bilirubin were usually reversible 
with dose modification or interruption. Risk may be increased in patients with a low body weight (<65 
kg), Asian patients, female patients, and older patients. Obtain LFTs prior to initiation of treatment, at 
regular intervals during the first 3 months of treatment, and periodically thereafter or as clinically 
indicated. Monitor for clinical signs/symptoms of liver injury (eg, fatigue, right upper abdominal 
discomfort, dark urine, jaundice); if reported, promptly obtain LFTs. Dosage modifications or interruption 
may be necessary. 
• Nephrotic range proteinuria: Proteinuria within the nephrotic range has been reported. Histological 
findings were consistent with glomerular microangiopathy with or without renal thrombi. Usually 
improved when treatment was discontinued; some cases of residual proteinuria did persist. Consider 
treatment interruption in patients with new or worsening proteinuria. 
 
 
Rationale              
Ofev is indicated for the treatment of IPF.1 Patients included in the trial were aged ≥ 40 years and the 
disease mainly impacts older adults.1-4   The safety and efficacy of Ofev have not been established in 
pediatric patients.1 For inclusion in the pivotal studies patients were required to have an FVC ≥ 50% of 
the predicted value, indicating mild to moderate disease severity.  It is uncertain if patients with lower 
percent predicted FVC values, indicating worse disease, would benefit from Ofev therapy.1-3  The 2011 
American Thoracic Society (ATS), European Respiratory Society (ERS), the Japanese Respiratory 
Society (JRS), and Latin American Thoracic Association (ALAT) guideline for the diagnosis and 
management of IPF notes that the accuracy of the diagnosis of IPF increases with multidisciplinary 
interactions between pulmonologists, radiologists, and pathologists experienced in the diagnosis of 
interstitial lung disease (ILD).  The guidelines also state that the diagnosis of IPF requires exclusion of 
other known causes of ILD; the presence of a usual interstitial pneumonia pattern on HRCT in patients 
not subjected to surgical lung biopsy; and specific combinations of HRCT and surgical lung biopsy 
pattern in patients subjected to surgical lung biopsy.  The criteria are recommended based on the 
professional opinion of specialized physicians. 
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Billing Coding/Physician Documentation Information       
NA Ofev is a Specialty pharmacy benefit 

 
Additional Policy Key Words           
5.01.606 
 
Policy Implementation/Update Information         



10/2015 
10/2016 
10/2017 

New policy titled Ofev (nintedanib) 
Annual revision; no changes to policy statement 
Annual revision; no changes to policy statement 

10/2018 No changes made 
10/2019 Annual review – no changes made 
10/2020 Updated to include additional indications for systemic sclerosis associated lung disease 

and chronic fibrosing interstitial lung disease 
10/2021 Annual review – no changes made 
10/2022 Annual review – Warning and Precautions  

 
               
 
State and Federal mandates and health plan contract language, including specific 
provisions/exclusions, take precedence over Medical Policy and must be considered first in determining 
eligibility for coverage.  The medical policies contained herein are for informational purposes.  The 
medical policies do not constitute medical advice or medical care.  Treating health care providers are 
independent contractors and are neither employees nor agents Blue KC and are solely responsible for 
diagnosis, treatment and medical advice.  No part of this publication may be reproduced, stored in a 
retrieval system or transmitted, in any form or by any means, electronic, photocopying, or otherwise, 
without permission from Blue KC. 
 


