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Introduction 

Idiopathic means “unknown cause.” Idiopathic pulmonary fibrosis (IPF) is a lung (pulmonary) 
condition in which the lungs become scarred (fibrosis). Usually only one person in a family 
develops IPF. In a very small number of cases, IPF can develop in family members. When this 
happens, it’s called familial pulmonary fibrosis.  

Because of the scar tissue, the lungs are not able to move oxygen into the bloodstream very 
well. The usual symptoms are a shortness of breath and a dry cough. It’s a progressive condition, 
meaning it gets worse over time. IPF usually affects people between 50 and 70 years old. There 
is no cure for IPF, but certain drugs can slow the progression to help maintain breathing 
capacity. This policy describes when medications for IPF and other diseases that cause fibrosis of 
the lungs may be considered medically necessary. 

 

Note:   The Introduction section is for your general knowledge and is not to be taken as policy coverage criteria. The 
rest of the policy uses specific words and concepts familiar to medical professionals. It is intended for 
providers. A provider can be a person, such as a doctor, nurse, psychologist, or dentist. A provider also can 
be a place where medical care is given, like a hospital, clinic, or lab. This policy informs them about when a 
service may be covered. 

 

Policy Coverage Criteria  

 
5.01.555_PBC (04-24-2023) 

 

 

 

  

 

 

 

  



Page | 2 of 19  ∞ 

Drug Medical Necessity 
Idiopathic Pulmonary 
Fibrosis (IPF)  
• Ofev® (nintedanib) oral 

Ofev® (nintedanib) may be considered medically necessary for 
the treatment of idiopathic pulmonary fibrosis (IPF)* when ALL 
the following conditions are met: 
• Individual is 18 years of age or older 
AND 
• IPF was diagnosed in accordance with the 2000 ATS/ERS 

criteria (see Table below) 
AND 
• Prescribed by or in consultation with a pulmonologist 
AND 
• Forced vital capacity (FVC) ≥ 50% of the predicted value 
AND 
• DLCO (carbon monoxide diffusing capacity) between 30-79% of 

the predicted value 
AND 
• High-resolution computed tomography (HRCT) performed 

within the last 12 months 
AND 
• The dose is limited to 300 mg per day (taken as 150 mg twice 

daily) 
 
Note: *Individuals must have a confirmed diagnosis of IPF. 

Idiopathic Pulmonary 
Fibrosis (IPF)  
• Generic pirfenidone 
• Brand pirfenidone 
• Esbriet® (pirfenidone) 

oral 

Brand pirfenidone and Esbriet® (pirfenidone) may be 
considered medically necessary for the treatment of idiopathic 
pulmonary fibrosis (IPF)* when ALL the following conditions 
are met: 
• Individual is 18 years of age or older 
AND 
• IPF was diagnosed in accordance with the 2000 ATS/ERS 

criteria (see Table below) 
AND 
• Prescribed by or in consultation with a pulmonologist 
AND 
• Forced vital capacity (FVC) ≥ 50% of the predicted value 
AND 
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Drug Medical Necessity 
• DLCO (carbon monoxide diffusing capacity) between 30-79% of 

the predicted value 
AND 
• High-resolution computed tomography (HRCT) performed 

within the last 12 months 
AND 
• Individual has tried generic pirfenidone and had an inadequate 

response or intolerance 
AND 
• The dose is limited to 2,403 mg per day (taken as 801 mg three 

times daily) 
 
Note: *Individuals must have a confirmed diagnosis of IPF. 

 

Generic pirfenidone may be considered medically necessary for 
the treatment of idiopathic pulmonary fibrosis (IPF)* when ALL 
the following conditions are met: 
• Individual is 18 years of age or older 
AND 
• IPF was diagnosed in accordance with the 2000 ATS/ERS 

criteria (see Table below) 
AND 
• Prescribed by or in consultation with a pulmonologist 
AND 
• Forced vital capacity (FVC) ≥ 50% of the predicted value 
AND 
• DLCO (carbon monoxide diffusing capacity) between 30-79% of 

the predicted value 
AND 
• High-resolution computed tomography (HRCT) performed 

within the last 12 months 
AND 
• The dose is limited to 2,403 mg per day (taken as 801 mg three 

times daily) 
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Drug Medical Necessity 
Note: *Individuals must have a confirmed diagnosis of IPF. 

Systemic sclerosis-
associated interstitial lung 
disease (SSc-ILD) 
• Actemra® (tocilizumab) 

SC  
• Ofev® (nintedanib) oral 

Actemra® (tocilizumab) SC may be considered medically 
necessary for interstitial lung disease associated with systemic 
sclerosis (SSc-ILD), when ALL the following conditions are met: 
• Individual is 18 years of age or older  
AND 
• SSc is diagnosed in accordance with the 2013 ACR/EULAR 

classification criteria (see Table below) 
AND 
• Actemra® is prescribed by or in consultation with a 

pulmonologist or a rheumatologist  
AND 
• Forced vital capacity (FVC) is ≥ 55% of the predicted value 
AND 
• DLCO (carbon monoxide diffusing capacity) is ≥ 45% of the 

predicted value 
AND 
• The diagnosis is confirmed by high-resolution computed 

tomography (HRCT) 
AND 
• The dose is limited to 162 mg given once every week as a 

subcutaneous injection 
 
Ofev® (nintedanib) may be considered medically necessary for 
interstitial lung disease associated with systemic sclerosis (SSc-
ILD), when ALL the following conditions are met: 
• Individual is 18 years of age or older  
AND 
• SSc is diagnosed in accordance with the 2013 ACR/EULAR 

classification criteria (see Table below) 
AND 
• Ofev® is prescribed by or in consultation with a pulmonologist 

or a rheumatologist  
AND 
• Forced vital capacity (FVC) is ≥ 40% of the predicted value 
AND 
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Drug Medical Necessity 
• DLCO (carbon monoxide diffusing capacity) is between 30-89% 

of the predicted value 
AND 
• The diagnosis is confirmed by high-resolution computed 

tomography (HRCT) 
AND 
• The dose is limited to 300 mg per day (taken as 150 mg twice 

daily) 
 
Note: *Individuals must have a confirmed diagnosis of SSc. 

Chronic Fibrosing 
Interstitial Lung Diseases 
(ILDs) 
• Ofev® (nintedanib) oral 

Ofev® (nintedanib) may be considered medically necessary for 
the treatment of chronic fibrosing interstitial lung diseases 
(ILDs) with a progressive phenotype* when ALL the following 
conditions are met: 
• Individual is 18 years of age or older  
AND 
• DLCO (carbon monoxide diffusing capacity) is between 30-79% 

of the predicted value 
AND 
•  Forced vital capacity (FVC) ≥ 45% of the predicted value 
AND 
• The diagnosis is confirmed by high-resolution computed 

tomography (HRCT)  
AND 
• Ofev® is prescribed by or in consultation with a pulmonologist 
AND 
• The dose is limited to 300 mg per day (taken as 150 mg twice 

daily) 
 
Note: *Progressive phenotype is characterized by an increasing extent of 

fibrosis on high-resolution computed tomography (CT), decline in lung 
function, worsening of symptoms and quality of life, and early death 
despite current therapy. 

Pulmonary hypertension 
associated interstitial lung 
disease (PH-ILD)  

Tyvaso® (treprostinil) oral inhalation solution and Tyvaso 
DPI™ (treprostinil) oral inhalation powder may be considered 
medically necessary for the treatment of pulmonary 
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Drug Medical Necessity 
• Tyvaso® (treprostinil) 

oral inhalation solution 
• Tyvaso DPI™ (treprostinil) 

oral inhalation powder  

hypertension associated interstitial lung disease (PH-ILD), 
when ALL the following conditions are met: 
• Individual is 18 years of age or older 
AND 
• Individual has pulmonary hypertension (WHO Group 3) 

confirmed by right heart catheterization   
AND 
• Individual has interstitial lung disease confirmed by high-

resolution computed tomography (HRCT)  
AND 
• Individual is able to ambulate and complete a 6-Minute Walk 

Distance (6MWD) test of ≥ 100 meters 
o Record of the baseline 6MWD test is necessary for the 

initial review 
AND 
• Medication is prescribed by or in consultation with a 

pulmonologist 
 

ATS/ERS/JRS/ALAT Criteria for the Diagnosis of Idiopathic Pulmonary Fibrosis 
1. IPF is defined as a specific form of chronic, progressive fibrosing interstitial pneumonia of 

unknown cause, occurring primarily in older adults, limited to the lungs, and associated with 
the histopathologic and/or radiologic pattern of UIP (Usual Interstitial Pneumonia) 

2. The diagnosis of IPF requires: 
a. Exclusion of other known causes of interstitial lung disease (ILD) (e.g., domestic and 

occupational environmental exposures, connective tissue disease, and drug toxicity) 
b. The presence of a UIP pattern on high-resolution computed tomography (HRCT) in 

individuals not subjected to surgical lung biopsy (Biopsy may not be feasible in certain 
individuals due to their risk for the procedure) 

c. Specific combinations of HRCT and surgical lung biopsy pattern in individuals subjected to 
surgical lung biopsy 

3. The accuracy of the diagnosis of IPF increases with multidisciplinary discussion between 
pulmonologists, radiologists, and pathologists experienced in the diagnosis of ILD 

(Published in Am J Respir Crit Care Med Vol 198, Iss 5, pp e44-e68, Sep 1, 2018. Available without membership or 
subscription at http://www.thoracic.org/statements/insterstitial-lung-disease.php  Accessed April 24, 2023) 

 

http://www.thoracic.org/statements/insterstitial-lung-disease.php
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ACR/EULAR Classification Criteria for Identifying Individuals with Systemic Sclerosis 
(SSc) 
1. Systemic sclerosis (SSc; scleroderma) is a heterogeneous disease whose pathogenesis is 

characterized by three hallmarks: small vessel vasculopathy, production of autoantibodies, and 
fibroblast dysfunction leading to increased deposition of extracellular matrix.  

2. The diagnosis of SSc requires:  
a. The individual has skin thickening of the fingers of both hands extending proximal to the 

metacarpophalangeal joints.  
OR 
b. Presence of the following symptoms with a total score of ≥9 points:  
c. Puffing fingers (2 points) OR bilateral skin thickening/ Sclerodactyly of the fingers (4 points)  
d. Digital tip ulcers (2 points) OR fingertip pitting scars (3 points)  
e. Telangiectasia (2 points) 
f. Abnormal nailfold capillaries (2 points)  
g. Pulmonary arterial hypertension or interstitial lung disease (2 points)  
h. Raynaud’s phenomenon with absence of antinuclear antibody (ANA) confirmed by 

laboratory testing (3 points)  
i. Presence of any of the following SSc-related autoantibodies: anticentromere, anti-

topoisomerase I or anti-RNA polymerase III (3 points) 
(Published in Ann Rheum Dis 2013; 72:1742-1755. Available at: 
https://ard.bmj.com/content/72/11/1747?int_source=trendmd&int_medium=cpc&int_campaign=usage-042019  
Accessed April 6, 2023) 

 

Drugs Investigational 
Actemra® (tocilizumab), 
Generic pirfenidone, 
Brand pirfenidone, 
Esbriet® (pirfenidone), 
Ofev® (nintedanib), 
Tyvaso® (treprostinil), 
Tyvaso DPI™ (treprostinil) 
 

Combination therapy with Ofev® (nintedanib) plus generic 
pirfenidone, brand pirfenidone, or Esbriet® (pirfenidone) is 
considered investigational. 
 
Combination therapy with Actemra® (tocilizumab) plus Ofev® 
(nintedanib) for treatment of SSc-ILD is considered 
investigational. 
 
Use of these agents for the treatment of interstitial lung 
diseases other than described above is considered 
investigational. 

 

https://ard.bmj.com/content/72/11/1747?int_source=trendmd&int_medium=cpc&int_campaign=usage-042019
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Approval Criteria 
Initial authorization Actemra® (tocilizumab), generic pirfenidone, brand 

pirfenidone, Esbriet® (pirfenidone), and Ofev® (nintedanib) 
can be approved for 1 year. 
 
Tyvaso® (treprostinil) and Tyvaso DPI™ (treprostinil) can be 
approved for 6 months. 

Re-authorization criteria Future re-authorization of Actemra® (tocilizumab), generic 
pirfenidone, brand pirfenidone, Esbriet® (pirfenidone), and 
Ofev® (nintedanib) depends on the clinical benefit/response 
shown at the time of re-authorization where: 
• Chart notes documenting decrease in FVC are not greater than 

10% from previous year 
 

Future re-authorization of Tyvaso® (treprostinil) and Tyvaso 
DPI™ (treprostinil) depends on the clinical benefit/response 
shown at the time of re-authorization where: 
• Individual shows a positive increase on the 6MWD test as 

compared to the baseline 6MWD test 
 

Coding  

 

Code Description 
HCPCS 
J3262 Injection, tocilizumab (Actemra®), 1 mg 

J7686 Treprostinil (Tyvaso®), inhalation solution, FDA-approved final product, 
noncompounded, administered through DME, unit dose form, 1.74 mg 

 

Related Information  
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Benefit Application 

Generic pirfenidone, brand pirfenidone, Esbriet® (pirfenidone), Ofev® (nintedanib), and Tyvaso 
DPI™ (treprostinil) are managed through the Pharmacy benefit. Actemra® (tocilizumab) and 
Tyvaso® (treprostinil) are managed through both the Pharmacy benefit and Medical benefit. 

 

Evidence Review  

 

Ofev® (nintedanib) 

Ofev® (nintedanib) is a tyrosine kinase receptor inhibitor (TKI) indicated for the treatment of 
idiopathic pulmonary fibrosis (IPF). A Phase III replicate trial (INPULSIS-1 and INPULSIS-2) 
demonstrated the efficacy of nintedanib verses placebo in individuals with idiopathic pulmonary 
fibrosis. The trial was conducted for 52 weeks and enrolled 1066 individuals who were 
diagnosed with IPF within the previous five years. Criteria for eligibility included having a FVC 
greater than 50% of the predicted value, a diffusion capacity of the lung for carbon monoxide 
(DLCO) between 30 – 79% of the predicted value, and a chest high resolution computed 
tomography (HRCT) within the last twelve months. The primary outcome for both trials was the 
annual rate of decline in FVC (milliliters/year). Secondary outcomes were the time to the first 
acute exacerbation and change from baseline score on the St. George’s Respiratory 
Questionnaire (SGRQ) - a subjective measuring tool for quality of life. 

Individuals receiving nintedanib 150mg BID as monotherapy achieved a significant decrease in 
annual FVC decline when compared to placebo at a reduction of 125.5ml/year (95% CI, 77.7- 
172.8, p< 0.001) in INPULSIS- 1 and 93.7ml/year (95% CI, 44.8- 142.7, p< 0.001) in INPULSIS- 2. 
While IMPULSIS- 1 did not show significant reduction in the time until first exacerbation, 
IMPULSIS -2 did demonstrate some significant decrease with a hazard ratio of 0.38 (95%Ci, 0.19- 
0.77, p= 0.005). When comparing changes in SGRQ scores from baseline, there were decreases 
in both trials indicating an improvement in quality of life (QOL). However, once again only 
IMPULSIS- 2 demonstrated significance at -2.69 (95% CI, -4.95 to -0.43; p= 0.02). 

The TOMORROW Phase II trial was similar in design and primary outcomes. As opposed to the 
phase III trials that did demonstrate efficacy, the phase II trial did not show significance in regard 
to decreased annual FVC decline when compared to placebo. However, it was noted that with 
nintedanib 150mg twice daily, there was a trend towards a general reduction in annual FVC 
decline at 68.4% (p= 0.06). This prompted the current therapeutic dose recommended today of 
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150mg BID with a lower dose of 100mg showing some efficacy with less potential for adverse 
events. Secondary outcomes of this trial were incidences of acute exacerbations per 100 
individual-years and difference in the mean SGRQ score from baseline. The number of acute 
exacerbations was significantly lower in the nintedanib group compared to placebo with a 
relative risk of 0.16 (95% CI, 0.03- 0.70; p= 0.02). Similar to phase III trials, there was a significant 
decrease in the SGRQ score from baseline of 0.66 (p= 0.007). 

The most common adverse events noted in the registrational clinical trials were gastrointestinal 
(GI) in nature. In the phase II trials, individuals receiving nintedanib 150mg BID experienced at 
least one episode of diarrhea (55%), nausea (23%), and vomiting (13%) during the duration of 
the study and these events were responsible for most of the discontinuations in the treatment 
group. Individuals participating in IMPULSIS- 1 and -2 had similar adverse events, with diarrhea 
(61.5% and 63%) and nausea (23% and 26%) being the most prominent, and discontinuations of 
4.5% and 4.3% in each trial, respectively. 

Nintedanib has also been associated with elevated liver enzymes in both phase II and III trials. 
Some individuals experienced clinically significant increase (three times the upper limit of 
normal) in aspartate aminotransferase (AST) and alanine aminotransferase (ALT). Because 
nintedanib is metabolized partially by the liver, its use should be monitored for mild liver 
impairment and avoided in those with moderate to severe impairment. Liver enzymes should be 
monitored at baseline, prior to initiating nintedanib therapy and monitored periodically 
afterwards. Dose reduction and/or discontinuation of nintedanib resulted in a normalization of 
liver enzymes with no chronic liver impairment.  

Nintedanib has not been studied in individuals with severe renal and moderate to severe hepatic 
impairment (Child Pugh score B or C). Currently there are no guidelines for the treatment of 
individuals with severe renal impairment, but mild to moderate renal insufficiencies do not 
require any dose adjustments as less than 1% of the starting dose is excreted by the kidneys. 
Nintedanib should not be recommended for individuals with moderate to severe hepatic 
impairment. 

 

Esbriet® (pirfenidone) 

Esbriet® (pirfenidone) is a novel antifibrotic agent that has been recently approved for the 
treatment of idiopathic pulmonary fibrosis (IPF) after being previously removed from the market 
due to the lack of efficacy data. Since its removal, three more phase III trials were conducted: 
CAPACITY 004 & 006 and ASCEND. These were double blinded, randomized, placebo controlled, 
international and multi-center trials. Treatment consisted of pirfenidone 2403mg/daily 
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compared to placebo. In the CAPACITY 004 trial, a lower 1197mg/day dose was used to examine 
any dose response relationship. Pirfenidone has shown mixed results in its efficacy, which is 
defined as a decrease in disease progression. The usual measurement is the change in FVC over 
time. In the three studies, treatment duration either lasted between 52 and 72 weeks. Enrolled 
individuals had either a clinical or radiographic diagnosis of IPF with other causes ruled out. 
Baseline characteristics were generally balanced amongst all groups. The population age was 
between 40 – 80 years old with the mean age of 67 years. A majority of the individuals were 
white males with some form of smoking history. The mean baseline FVC was 72% across all 
treatment groups.  

Both CAPACITY 004 and ASCEND showed significant results in regard to percent predicted FVC 
after the trial period from baseline. CAPACITY 004 had an absolute mean FVC difference of 4.4% 
between pirfenidone 2403mg daily versus placebo after 72 weeks. ASCEND demonstrated an 
absolute mean FVC difference of 4.8% between pirfenidone 2403mg daily and placebo after 72 
weeks. The impact of the 0.4% difference between the two trials is not known. CAPACITY 006 
was the only trial out of the three that did not meet its primary endpoint. There was no 
association between differences in predicted FVC and certain secondary outcomes. These 
include but are not limited to the University of California at San Diego Shortness of Breath 
Questionnaire (SOBQ) for dyspnea, World Health Organization Quality of Life score, and 
mortality. Secondary outcomes in all three trials were noted to be exploratory and not make a 
claim for efficacy in the prescribing information.  

The most common adverse effects noticed in all three trials were nausea (36%) and rash (30%). 
The mean exposure time to pirfenidone across all three trials was 62 weeks with the maximum 
duration being 118 weeks. Longer term safety risks have yet to be established. At the daily 
recommended dose of 2403mg, there were slightly higher discontinuations in treatment due to 
adverse effects than compared with placebo (15% vs. 10%).1,2 

In three of the Phase III trials, there were higher incidences of photosensitivity reactions usually 
within the first 6 months of initiating treatment.  

Elevated liver enzymes have also been associated with pirfenidone. Across the three phase III 
trials, there were higher incidences of alanine aminotransferase (ALT) or aspartate 
aminotransferase (AST) elevations (3 times the upper limit of normal [ULN]) in pirfenidone 
treatment versus placebo (3.7% vs. 0.8%). These effects were reversible with dose reduction or 
discontinuation of the treatment. No further complications or liver failure were noted.  

In a trial comparing the pharmacokinetics of pirfenidone in individuals with normal renal 
function to either mild, moderate, or severe renal impairment, there was an increase in overall 
systemic exposure of 1.4, 1.5, and 1.2 fold, respectively. Pirfenidone should be used with caution 
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in individuals that have mild, moderate, or severe renal impairment, and adverse effects should 
be monitored closely with therapeutic adjustments, if needed. 

Phase III data has shown that while the side effect profile of pirfenidone can vary to be 
gastrointestinal (GI) or dermatologic in nature, the symptoms can be treated with supportive 
therapy or avoidance of prolonged sun exposure and other concomitant photosensitive drugs. 

 

Actemra® (tocilizumab) 

Actemra® (tocilizumab) is an interleukin-6 (IL-6) receptor antagonist indicated for treatment of 
multiple inflammatory conditions such as rheumatoid arthritis, systemic juvenile idiopathic 
arthritis, and giant cell arteritis. Early studies had also suggested that inhibition of IL-6 might 
reduce skin fibrosis in individuals with systemic sclerosis and preserve lung function. 

The clinical efficacy of tocilizumab was assessed in a phase 3 multicenter, randomized, double-
blind, placebo-controlled study in individuals with SSc (Study WA29767). A phase 2/3 
multicenter, randomized, double-blind, placebo-controlled study in individuals with SSc (Study 
WA27788) provided supportive information. Study WA29767 (NCT02453256) enrolled adult 
individuals with SSc defined by the 2013 ACR/EULAR classification criteria for SSc, with onset of 
disease (first non-Raynaud symptom) of ≤ 5 years, modified Rodnan Skin Score (mRSS) of ≥ 10 
and ≤ 35 at screening, elevated inflammatory markers (or platelets), and active disease based on 
at least one of the following: disease duration ≤ 18 months, increase in mRSS ≥ 3 units over 6 
months, involvement of one new body area and an increase in mRSS of ≥ 2 over 6 months, or 
involvement of two new body areas within the previous 6 months, or presence of at least one 
tendon friction rub. Study WA27788 (NCT01532869) enrolled adult individuals with SSc with 
onset of disease ≤ 5 years, mRSS of ≥ 15 and ≤ 40 at screening, active disease, and elevated 
inflammatory markers or platelets. Individuals in both studies were not permitted to use biologic 
agents (such as TNF antagonists), alkylating agents, or cyclophosphamide. 

In Study WA29767, 212 individuals were randomized in a 1:1 ratio to receive weekly SC 
injections of 162 mg of tocilizumab or placebo during the 48-week, double-blinded, placebo-
controlled period. Rescue treatment was allowed during the treatment period after 16 weeks for 
>10% percent predicted FVC (ppFVC) decline or after 24 weeks for worsening skin fibrosis. The 
primary efficacy endpoint was changed from baseline at Week 48 in mRSS. Change from 
baseline in FVC at Week 48 was a key secondary endpoint. 

In the overall population of Study WA29767, there was not a statistically significant difference in 
the mean change from baseline to Week 48 in mRSS (primary endpoint) in individuals receiving 
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tocilizumab compared to placebo (difference: -1.73; 95% CI: -3.78, 0.32). There also was not a 
statistically significant effect on the primary endpoint of mRSS in Study WA27788. 

In the overall population of Study WA29767, individuals treated with tocilizumab, as compared 
to placebo treated individuals, were observed to have less decline from baseline in ppFVC and 
observed FVC at 48 weeks. FVC results from Study WA27788 were similar. 

Of the 212 individuals who were randomized in Study WA29767, 68 individuals (65%) in the 
tocilizumab arm and 68 individuals (64%) in the placebo arm had SSc-ILD at baseline, as 
confirmed by a visual read of high resolution computed tomography (HRCT) by blinded thoracic 
radiologists. The mean ppFVC at baseline for individuals with SSc-ILD identified by HRCT was 
79.6% (median 80.5%). Post-hoc analyses were performed to evaluate results 

within the subgroups of individuals with and without SSc-ILD. 

The ppFVC and observed FVC results in the overall population were primarily driven by results in 
the SSc-ILD subgroup. In the SSc-ILD subgroup, the differences in mean changes from baseline 
to Week 48 for tocilizumab, as compared to placebo, were 6.47% and 241 mL for ppFVC and 
observed FVC, respectively. 

The results of the key FVC secondary endpoints from Study WA29767 support a conclusion of 
effectiveness of tocilizumab in reducing the rate of progressive loss of lung function in the study 
population. However, in settings where a trial does not provide evidence of an effect on the 
primary endpoint, the estimated magnitude of effect on other endpoints should be interpreted 
with caution, and comparisons to results of other products and studies may be misleading. 

The most common adverse reactions (incidence of at least 5%) reported with tocilizumab are 
upper respiratory tract infections, nasopharyngitis, headache, hypertension, increased ALT, 
injection site reactions. 

 

Tyvaso® (treprostinil) Inhalation Solution and Tyvaso DPI™ (treprostinil) 

Tyvaso® (treprostinil) is a prostacyclin mimetic indicated for the treatment of pulmonary arterial 
hypertension (PAH; WHO Group 1) to improve exercise ability and for pulmonary hypertension 
associated with interstitial lung disease (PH-ILD; WHO Group 3) to improve exercise ability. For 
the treatment of PH-ILD Tyvaso was evaluated in the INCREASE study which was a 16-week, 
randomized, double-blind, placebo-controlled, multicenter study that enrolled 326 individuals 
with PH-ILD. Enrolled study individuals predominately had etiologies of idiopathic interstitial 
pneumonia (45%) inclusive of idiopathic pulmonary fibrosis, combined pulmonary fibrosis and 
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emphysema (25%), and WHO Group 3 connective tissue disease (22%). The mean baseline 
6MWD was 260 meters. 

Individuals in the INCREASE study were randomized (1:1) to either placebo or Tyvaso in 4 daily 
treatment sessions with a target dose of 9 breaths (54 mcg) per session and a maximum dose of 
12 breaths (72 mcg) per session over the course of the 16-week study. Approximately 75% of 
individuals randomized to Tyvaso titrated up to a dose of 9 breaths, 4 times daily or greater, 
with 48% of individuals randomized to Tyvaso reaching a dose of 12 breaths, 4 times daily 
during the study. 

The primary efficacy endpoint was the change in 6MWD measured at peak exposure (between 
10 and 60 minutes after dosing) from baseline to Week 16. Individuals receiving Tyvaso had a 
placebo-corrected median change from baseline in peak 6MWD of 21 meters at Week 16 
(p=0.004) using Hodges-Lehmann estimate. The treatment effect on 6MWD at Week 16 was 
consistent for various subgroups, including etiology of PH-ILD, disease severity, age, sex, 
baseline hemodynamics, and dose. 

Time to clinical worsening in the INCREASE study was defined as the time of randomization until 
1 of the following criteria were met: hospitalization due to a cardiopulmonary indication, 
decrease in 6MWD >15% from baseline directly related to PH-ILD at 2 consecutive visits and at 
least 24 hours apart, death (all causes), or lung transplantation. Treatment with Tyvaso in 
individuals with PH-ILD resulted in numerically fewer hospitalizations. The numbers of reported 
deaths were the same for both treatment groups. Overall, treatment with Tyvaso demonstrated 
a statistically significant increase in the time to first clinical worsening event (log-rank test 
p=0.041), and a 39% overall reduction in the risk of a clinical worsening event (HR=0.61 [95% CI; 
0.40, 0.92]). 

The most common adverse reactions (incidence ≥ 4%) reported with Tyvaso are cough, 
headache, nausea, dizziness, flushing, throat irritation, pharyngolaryngeal pain, diarrhea, and 
syncope. 

In a 3-week, open-label, single-sequence, safety and tolerability study (BREEZE) conducted in 51 
individuals on stable doses of Tyvaso Inhalation Solution who switched to a corresponding dose 
of Tyvaso DPI, the most commonly reported adverse events on Tyvaso DPI during the 3-week 
treatment phase included cough (35.3%), headache (15.7%), dyspnea (7.8%), and nausea (5.9%). 
Individual tolerability, as assessed by incidence of new adverse events following transition to 
Tyvaso DPI, was consistent with the expected known safety profile of Tyvaso Inhalation Solution. 
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2015 Update 

A primary literature search from January 1, 2014, to October 31, 2015, did not identify any new 
evidence requiring changes to this policy. This policy was reviewed by the Pharmacy and 
Therapeutics Committee November 19, 2015. 

 

2016 Update 

Addition of new and revised recommendations, as well as annual policy maintenance. This policy 
was reviewed by the Pharmacy and Therapeutics Committee February 25, 2016. 

 

2017 Update 

Recent data do not indicate a need for change to the above medical necessity criteria. 

 

2018 Update 

Primary literature search from January 1, 2016, to January 20, 2018, was conducted. Added initial 
approval duration and re-authorization criteria taken from a recent review article found. No 
other references were found that would impact this policy. 

 

2019 Update 

Primary literature search from January 1, 2018, to February 28, 2019, was conducted. No 
references were found that would impact this policy. 

 

2020 Update 

Primary literature search from January 1, 2019 to January 8, 2020, was conducted. No references 
were found that would impact this policy other than addition of Ofev®(nintedanib) for SSc-ILD. 
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2021 Update 

Reviewed prescribing information for all drugs in policy and reviewed the American Thoracic 
Society (ATS), European Respiratory Society (ERS), Japanese Respiratory Society (JRS), and Latin 
American Thoracic Society (ALAT) clinical practice guidelines on the diagnosis of IPF. No 
changes were identified that would impact policy statements. 

 

2022 Update 

Reviewed prescribing information for all drugs in policy and conducted a literature search 
through February 28, 2022. No references were found that would impact this policy. 

 

2023 Update 

Reviewed prescribing information for all drugs in policy and conducted a literature search. 
Updated criteria for brand pirfenidone and brand Esbriet® (pirfenidone) oral to require trial of a 
generic pirfenidone first.  
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Date Comments 
12/08/14 New policy, add to the Prescription Drug section. Considered medically necessary 

when criteria are met. 

12/08/15 Annual Review. Policy updated with literature review; no change in policy statements. 

04/01/16 Annual Review, approved March 8, 2016. Policy updated with new and revised 
recommendations. 

07/07/17 Policy moved into new format, no changes to policy statement. 

09/01/17 Annual Review, approved August 22, 2017. A literature search was conducted from 
4/2/16 to 8/18/17. No new studies were found that would require changes to this 
policy.  

02/01/18 Annual Review, approved January 30, 2018. Primary literature search from 1/1/16 to 
1/20/18. Added initial approval duration and re-authorization criteria per new 
referenced found. 

04/01/19 Annual Review, approved March 19, 2019. Updated literature search. No changes. 

02/01/20 Annul Review, approved January 14, 2020. Added criteria for use Ofev (nintedanib) for 
SSc-ILD.  

07/01/20 Interim Review, approved June 9, 2020.  Changed policy title from Pharmacologic 
Treatment of Idiopathic Pulmonary Fibrosis to Pharmacologic Treatment of Interstitial 
Lung Disease. Added coverage criteria to Ofev for the treatment of chronic fibrosing 
interstitial lung diseases (ILDs). Added a dose limit of 300 mg per day for Ofev and 
2,403 mg per day for Esbriet. Updated criteria for Ofev and Esbriet for the treatment of 
IPF adding age, prescriber specialty and dose limit. Updated criteria for Ofev for the 
treatment of SSc-ILD adding DLCO range and dose limit. 

06/01/21 Interim Review, approved May 11, 2021. Added criteria for Actemra (tocilizumab) for 
the treatment of systemic sclerosis-associated interstitial lung disease (SSc-ILD). Added 
criteria for Tyvaso (treprostinil) for the treatment of pulmonary hypertension 
associated interstitial lung disease (PH-ILD). Added HCPCS codes J3262 and J7686. 

11/01/21 Annual Review, approved October 5, 2021. Updated the investigational table to clarify 
that use of these agents for the treatment of interstitial lung diseases other than 
described is considered investigational. 

05/01/22 Annual Review, approved April 11, 2022. No changes to policy statement. 

07/01/22 Interim Review, approved June 27, 2022. Added generic pirfenidone to policy with 
identical coverage criteria as brand Esbriet (pirfenidone) for the treatment of IPF. 

10/01/22 Interim Review, approved September 12, 2022. Added brand pirfenidone (no trade 
name) to policy with identical coverage criteria as brand Esbriet (pirfenidone) for the 
treatment of IPF. Added Tyvaso DPI (treprostinil) oral inhalation powder with the 
identical coverage criteria as Tyvaso (treprostinil) oral inhalation solution for the 
treatment of pulmonary hypertension associated interstitial lung disease (PH-ILD).  
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Date Comments 
05/01/23 Annual Review, approved April 24, 2023. Updated criteria for brand pirfenidone and 

brand Esbriet® (pirfenidone) oral to require trial of a generic pirfenidone first. 
Changed the wording from "patient" to "individual" throughout the policy for 
standardization. 

 

Disclaimer: This medical policy is a guide in evaluating the medical necessity of a particular service or treatment. The 
Company adopts policies after careful review of published peer-reviewed scientific literature, national guidelines and 
local standards of practice. Since medical technology is constantly changing, the Company reserves the right to review 
and update policies as appropriate. Member contracts differ in their benefits. Always consult the member benefit 
booklet or contact a member service representative to determine coverage for a specific medical service or supply. 
CPT codes, descriptions and materials are copyrighted by the American Medical Association (AMA). ©2023 Premera 
All Rights Reserved. 

Scope: Medical policies are systematically developed guidelines that serve as a resource for Company staff when 
determining coverage for specific medical procedures, drugs or devices. Coverage for medical services is subject to 
the limits and conditions of the member benefit plan. Members and their providers should consult the member 
benefit booklet or contact a customer service representative to determine whether there are any benefit limitations 
applicable to this service or supply. This medical policy does not apply to Medicare Advantage. 
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Discrimination is Against the Law 

Premera Blue Cross (Premera) complies with applicable Federal and Washington state civil rights laws and does not discriminate on the basis of race, 
color, national origin, age, disability, sex, gender identity, or sexual orientation. Premera does not exclude people or treat them differently because of race, 
color, national origin, age, disability, sex, gender identity, or sexual orientation. Premera provides free aids and services to people with disabilities to 
communicate effectively with us, such as qualified sign language interpreters and written information in other formats (large print, audio, accessible 
electronic formats, other formats). Premera provides free language services to people whose primary language is not English, such as qualified interpreters 
and information written in other languages. If you need these services, contact the Civil Rights Coordinator. If you believe that Premera has failed to 
provide these services or discriminated in another way on the basis of race, color, national origin, age, disability, sex, gender identity, or sexual orientation, 
you can file a grievance with: Civil Rights Coordinator ─ Complaints and Appeals, PO Box 91102, Seattle, WA 98111, Toll free: 855-332-4535, Fax: 425-918-5592, 
TTY: 711, Email AppealsDepartmentInquiries@Premera.com. You can file a grievance in person or by mail, fax, or email. If you need help filing a 
grievance, the Civil Rights Coordinator is available to help you. You can also file a civil rights complaint with the U.S. Department of Health and Human 
Services, Office for Civil Rights, electronically through the Office for Civil Rights Complaint Portal, available at https://ocrportal.hhs.gov/ocr/portal/lobby.jsf, 
or by mail or phone at: U.S. Department of Health and Human Services, 200 Independence Ave SW, Room 509F, HHH Building, Washington, D.C. 20201, 
1-800-368-1019, 800-537-7697 (TDD). Complaint forms are available at http://www.hhs.gov/ocr/office/file/index.html.  

Washington residents: You can also file a civil rights complaint with the Washington State Office of the Insurance Commissioner, electronically through 
the Office of the Insurance Commissioner Complaint Portal available at https://www.insurance.wa.gov/file-complaint-or-check-your-complaint-status, or by 
phone at 800-562-6900, 360-586-0241 (TDD). Complaint forms are available at https://fortress.wa.gov/oic/onlineservices/cc/pub/complaintinformation.aspx.  

Alaska residents: Contact the Alaska Division of Insurance via email at insurance@alaska.gov, or by phone at 907-269-7900 or 1-800-INSURAK (in-state, 
outside Anchorage). 

Language Assistance 

ATENCIÓN: si habla español, tiene a su disposición servicios gratuitos de asistencia lingüística. Llame al 800-722-1471 (TTY: 711). 

PAUNAWA: Kung nagsasalita ka ng Tagalog, maaari kang gumamit ng mga serbisyo ng tulong sa wika nang walang bayad. Tumawag sa 800-722-1471 (TTY: 711). 

注意：如果您使用繁體中文，您可以免費獲得語言援助服務。請致電 800-722-1471 (TTY：711）。 

CHÚ Ý: Nếu bạn nói Tiếng Việt, có các dịch vụ hỗ trợ ngôn ngữ miễn phí dành cho bạn.  Gọi số 800-722-1471 (TTY: 711). 

주의: 한국어를 사용하시는 경우, 언어 지원 서비스를 무료로 이용하실 수 있습니다. 800-722-1471 (TTY: 711) 번으로 전화해 주십시오. 

ВНИМАНИЕ: Если вы говорите на русском языке, то вам доступны бесплатные услуги перевода. Звоните 800-722-1471 (телетайп: 711). 

LUS CEEV: Yog tias koj hais lus Hmoob, cov kev pab txog lus, muaj kev pab dawb rau koj. Hu rau 800-722-1471 (TTY: 711). 

MO LOU SILAFIA: Afai e te tautala  Gagana fa'a Sāmoa, o loo iai auaunaga  fesoasoan, e fai fua e leai se totogi, mo oe, Telefoni mai: 800-722-1471 (TTY: 711). 

ໂປດຊາບ: ຖ້າວ່າ ທ່ານເວ ້ າພາສາ ລາວ, ການບໍລິການຊ່ວຍເຫ ຼື ອດ້ານພາສາ, ໂດຍບ່ໍເສັຽຄ່າ, ແມ່ນມີພ້ອມໃຫ້ທ່ານ. ໂທຣ 800-722-1471 (TTY: 711). 

注意事項：日本語を話される場合、無料の言語支援をご利用いただけます。800-722-1471 （TTY:711）まで、お電話にてご連絡ください。 

PAKDAAR: Nu saritaem ti Ilocano, ti serbisyo para ti baddang ti lengguahe nga awanan bayadna, ket sidadaan para kenyam.  Awagan ti 800-722-1471 (TTY: 711). 

УВАГА! Якщо ви розмовляєте українською мовою, ви можете звернутися до безкоштовної служби мовної підтримки.  Телефонуйте за 

номером 800-722-1471 (телетайп:  711). 

ប្រយ័ត្ន៖  បរើសិនជាអ្នកនិយាយ ភាសាខ្មែរ, បសវាជំនួយខ្ននកភាសា បោយមិនគិត្ឈ្ន លួ គឺអាចមានសំរារ់រំបរ ើអ្នក។  ចូរ ទូរស័ព្ទ   800-722-1471 (TTY: 711)។ 

ማስታወሻ:  የሚናገሩት ቋንቋ ኣማርኛ ከሆነ የትርጉም እርዳታ ድርጅቶች፣ በነጻ ሊያግዝዎት ተዘጋጀተዋል፡ ወደ ሚከተለው ቁጥር ይደውሉ 800-722-1471 (መስማት ለተሳናቸው: 711). 

XIYYEEFFANNAA: Afaan dubbattu Oroomiffa, tajaajila gargaarsa afaanii, kanfaltiidhaan ala, ni argama. Bilbilaa 800-722-1471 (TTY: 711). 

 (. 711)رقم هاتف الصم والبكم:    800-722-1471:  إذا كنت تتحدث اذكر اللغة، فإن خدمات المساعدة اللغوية تتوافر لك بالمجان.  اتصل برقم  ملحوظة

ਧਿਆਨ ਧਿਓ: ਜੇ ਤੁਸੀਂ ਪੰਜਾਬੀ ਬੋਲਿੇ ਹ,ੋ ਤਾਂ ਭਾਸ਼ਾ ਧ ਿੱ ਚ ਸਹਾਇਤਾ ਸੇ ਾ ਤੁਹਾਡੇ ਲਈ ਮੁਫਤ ਉਪਲਬਿ ਹ।ੈ 800-722-1471 (TTY: 711) 'ਤ ੇਕਾਲ ਕਰੋ। 
เรียน: ถา้คุณพูดภาษาไทยคุณสามารถใชบ้ริการช่วยเหลือทางภาษาไดฟ้รี  โทร 800-722-1471 (TTY: 711). 

ACHTUNG: Wenn Sie Deutsch sprechen, stehen Ihnen kostenlos sprachliche Hilfsdienstleistungen zur Verfügung. Rufnummer: 800-722-1471 (TTY: 711). 

UWAGA: Jeżeli mówisz po polsku, możesz skorzystać z bezpłatnej pomocy językowej. Zadzwoń pod numer 800-722-1471 (TTY: 711). 

ATANSYON: Si w pale Kreyòl Ayisyen, gen sèvis èd pou lang ki disponib gratis pou ou.  Rele 800-722-1471 (TTY: 711). 

ATTENTION : Si vous parlez français, des services d'aide linguistique vous sont proposés gratuitement. Appelez le 800-722-1471 (ATS : 711). 

ATENÇÃO: Se fala português, encontram-se disponíveis serviços linguísticos, grátis.  Ligue para 800-722-1471 (TTY: 711). 

ATTENZIONE: In caso la lingua parlata sia l'italiano, sono disponibili servizi di assistenza linguistica gratuiti. Chiamare il numero  800-722-1471 (TTY: 711).  

 تماس بگیريد.   1471-722-800 (TTY: 711): اگر به زبان فارسی گفتگو می کنید، تسهیالت زبانی بصورت رايگان برای شما فراهم می باشد. با  توجه 
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