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Results First Receive<l: June 19, 2012 

Study Type: lnterven ional 

Allocation: Non-Randomized; Endpoint Classification: Safety Study; 
Study Design: Intervention Model: Single Group Assignment; Masking: Open Label; 

Primary Purpose: Treatment 

Condition: Idiopathic Pulmonary Fibrosis 

Intervention: Drug: Bosentan 

~ Participant Flow 

8 Hide Participant Flow 

Recruitment Details 

Key infonnation relevant to the recruitment process for the overall study, such as dates of the recruitment period and locations 

Patients were enrolled at 61 centers in 15 countries (Australia. Belgium, Canada, Czech Republic. France, Gennany, Ireland, Israel, Italy, 
Japan, South Korea, , Spain, SWitzerland, UK, and USA. The first patient started on 5 March 2008 an<l the last patient, last visit was on 01 April 

2010. 

Pre-Assignment Details 

Significant events and approaches for the overall study following participant enrollment, but pr ior to group assignment 

In total, 128 of the 615 patients who received randomized treatment in BUILD 3 (NCT00391443} rolled over into the BUILD 3 OL extension. 

Reporting Groups 

Descript ion 

Bosentan Treatment Oral bosentan 62.5 mg twice <laily (b.i <l.) for the first 4 weeks, and oral bosentan 125 mg b.i.d. (62.5 mg b.i.d. if </= 40 

kg) thereafter 

Participant Flow: Overall Study 

Bosentan Treatment 

STARTED 128 -COMPLETED 83 -NOT COMPLETED 45 

Death 18 

Adverse Event 14 

Withdrew consent 5 

Preparat ion for lung transplant 8 



Baseline Characteristics 

3 Hide Baseline Characteristics 

Populatio n Description 

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intent ion to treat, or 

another method. Also provides relevant details such as imputation technique, as appropr iate. 

No text entered. 

Reporting Groups 

Descript ion 

Bosentan Treatment Oral bosentan 62.5 mg twice daily (b.i d.) for the first 4 weeks. and oral bosentan 125 mg b.i.d. (62.5 mg b.i.d. if </= 40 

Kg) thereaner 

Baseline Measures 

Number of Participants 

(units: participants) 

Age 

(units: years) 

Mean (Standard Deviation) 

Age, Customized 
(units: participants] 

18-40 years 

41-60 years 

61 -70 years 

>70 years 

Gender 

(units: participants) 

Female 

Male 

Region of Enrollment 

(units: participants] 

Australia 

Belgium 

Canada 

Czech Republic 

France 

Germany 

Ireland 

Israel 

Italy 

Japan 

Korea, Republic of 

Spain 

Switzer land 

United Kingdom 

United States 

Outcome Measures 

Hide All Outcome Measures 

Bosentan Treatment 

128 

65.4 (8.2) 

33 

62 

32 

31 

97 

12 

14 

3 

11 

4 

2 

8 

5 

8 

4 

3 

51 



1. Primary: Extent of Exposure to Bosentan in Patients Witllldiopatllic Pulmonary Fibrosis (IPF) (Time Frame: start of study to end of study, up 

to 21 montlls ] 

Measure Type Primary 

Measure Title Extent of Exposure to Bosentan in Patients Wltll ldiopatllic Pulmonary Fibrosis (IPF) 

Measure Description Mean extent of exposure to bosentan treatment in montlls 

Time Frame start of study to end of study, up to 21 mon lls 

Safety Issue Yes 

Populat ion Description 

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or 
another method. Also provides relevant details such as imputation technique, as appropriate. 

For two patients. tile exact treatment stop date was missing and tile duration could not be calculated, but tllese patients received at least 345 
and 127 days of open label (Ol) treatment. 

Reporting Groups 

Descript ion 

Bosentan Treatment Oral bosentan 62.5 mg twice daily (b.i d.) for tile first 4 weeks. and oral bosentan 125 mg b.i.d. (62.5 mg b.i.d. if </= 40 

Kg) tllereafter 

Measured Values 

Number of Participants Analyzed 
(units: participants) 

Extent of Exposure to Bosentan in Patients With Idiopathic Pulmonary Fibrosis (IPF) 
(units: months) 

Mean (Standard Deviation) 

Bosentan Treatment 

126 J 
6.4 (4.6) 

No statistical analysis provided for Extent of Exposure to Bosentan in Patients With Idiopathic Pulmonary Fibrosis (IPF) 

2. Secondary: Number of Patients Exposed to Bosentan Over Time (Time Frame: Start to end of study, up to 21 montlls ) 

Measure Type Secondary 

Measure Title Number of Patients Exposed to Bosentan Over Time 

Measure Description Numbers of participants exposed to bosentan treatment over time 

Time Frame start to end of study, up to 21 montlls 

Safety Issue Yes 

Population Description 

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or 

another method. Also provides relevant details such as imputation technique, as appropriate. 

For two patients. tile exact treatment stop date was missing and tile duration could not be calculated, but tllese patients received at least 345 

and 127 days of Ol treatment. respectively. 

Reporting Groups 

Description 

Bosentan Treatment Oral bosentan 62.5 mg twice daily (b.i d.) for tile first 4 weeks. and oral bosentan 125 mg b.i.d. (62.5 mg b.i.d. if </= 40 
Kg) tllereafter 

Measured Values 

Number of Participants Analyzed 
(units: participants) 

Bosentan Treatment 

126 

-



Number of Patients Exposed to Bosentan Over Time 
(units: Participants) 

For at least 4 months 

For at least 8 months 

For at least 12 months 

For at least 16 months 

For at least 20 months 

---
74 

44 

17 

7 

2 

No statistical analysis provided for Number of Patients Exposed to Bosentan Over Time 

3. Secondary: Adverse Events (AE) Leading to Discontinuation of Study Drug. [ Time Frame: start to end of study, up to 21 mon hs) 

Measure Type Secondary 

Measure Title Adverse Events (AE) Leading to Discon inuation of Study Drug. 

Measure Description Number of participants with at least one AE that led to pennanent discontinuation of study treatment. 

Time Frame start to end of study, up to 21 months 

Safety Issue Yes 

Population Description 

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or 
another method. Also provides relevant details such as imputation technique, as appropriate. 

study population 

Reporting Groups 

Description 

Bosentan Treatment Oral bosentan 62.5 mg twice daily (b.i d.) for the first 4 weeks, and oral bosentan 125 mg b.i.d. (62.5 mg b.i.d. if </= 40 

kg) thereafter 

Measured Values 

Number of Participants Analyzed 

(units: participants) 

Adverse Events (AE) Leading to Discontinuation of Study Drug. 

(units: participants) 

Bosentan T reatrnent 

128 

J 
32 

No statistical analysis provided for Adverse Events (AE) Leading to Discontinuation of Study Drug. 

4. Secondary: Treatment-emergent Serious Adverse Events (SAE) [Time Frame: up to 21 months plus 28 days after the end of study drug) 

Measure Type Secondary 

Measure Title Treatment-emergent Serious Adverse Events (SAE) 

Measure Description Number of participants with at least one SAE during the study. 

Time Frame up to 21 months plus 28 days after the end of study drug 

Safety Issue Yes 

Population Description 

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or 

another method. Also provides relevant details such as imputation technique, as appropriate. 

study population 

Reporting Groups 

Description 



Bosentan Treatment Oral bosentan 62.5 mg twice <laily (b.i <l.) for the first 4 weeks, an<l oral bosentan 125 mg b.i.<l . (62.5 mg b.i.<l . if </= 40 

kg) thereafter 

Measured Values 

Number of Participants Analyzed 
(units: participants] 

Treatment-emergent Serious Adverse Events (SAE) 

(units: participants] 

Bosentan Treatment 

128 _j 
51 

No statistical ana lysis provided for Treatment-emergent Ser ious Adverse Events (SAE) 

5. Secondary: Occurrence of Liver Function Test (LFT: A lanine Aminotransferase (ALT) an<l Aspartate Aminotransferase (AST)) Abnormality. 

[ Time Frame: up to 21 months, plus 24 hours after the en<l of stu<ly treatment J 

Measure Type Secondary 

Measure Title 
Occurrence of Liver Function Test (LFT: Alanine Aminotransferase (AL T) an<l Aspartate Aminotransferase (AST)) 

Abnormality. 

Measure Description Number of participants with an increase in AL T an<l/or AST to> 3 bmes upper limit of normal <luring the stu<ly. 

Time Frame up to 21 months, plus 24 hours after the en<l of stu<ly treatment 

Safety Issue Yes 

Population Descr iption 

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or 

another method. Also provides relevant details such as imputation technique, as appropriate. 

stu<ly population 

Reporting Groups 

Descr ipt ion 

Bosentan Treatment Oral bosentan 62.5 mg twice <laily (b.i <l.) for the first 4 weeks. an<l oral bosentan 125 mg b.i.<l. (62.5 mg b.i.<l . if </= 40 

kg) thereafter 

Measured Values 

Number of Participants Analyzed 

(units: participants] 

Occurrence of Liver Function Test (LFT: Alan ine Aminotransferase (ALT) and Aspartate Aminotransferase (AST)) 

Abnormality. 
(units: participants] 

Bosentan 

Treatment 

128 

3 

No statistical ana lysis provided for Occurrence of Liver Function Test (LFT: A lanine Aminotransferase (AL T) and Aspartate Aminotransferase 

(AST)) Abnormality . 

..,.. Serious Adverse Events 

8 Hi<le Serious Adverse Events 

Time Frame Up to 28 <lays after the en<l of stu<ly <lrug 

Additional Descr iption Only adverse events leading to premature discontinuation of stu<ly treatment were reported <luring the stu<ly. All 

serious adverse events occurring <luring an<l up to 28 <lays after en<l-of-stu<ly treatment were reported. Events liste<l 

as idiopathic pulmonary fibrosis were reported as worsening of idiopathic pulmonary fibrosis. 

Reporting Groups 

Descr ipt ion 

J 



I Bosentan Treatment Oral bosentan 62.5 mg twice daily (b.i d.) for the first 4 weeks. and oral bosentan 125 mg b.i.d. (62.5 mg b.i.d. if </= 40 

kg) thereafter 

Serious Adverse Events 

Total, serious adverse events 

# participants affected I at risk 

Cardiac disorders 

Coronary artery disease t 1 

# participants affected I at r isk 

Arrhythmia t 1 

# participants affected I at risk 

Atrial flutter t 1 

# participants affected I at risk 

Cardiac arrest t 1 

# participants affected I at risk 

Cardiopulmonary failure t 1 

# participants affected I at risk 

Right ventr icular failure t 1 

# participants affected I at risk 

Gastrointestinal disorders 

Abdominal pain 11 

# participants affected I at risk 

lower gastrointestinal haemorrhage t 1 

# participants affected I at r isk 

General disorders 

General physical health deterioration t 1 

# participants affected I at risk 

Pyrexia 11 

# participants affected I at risk 

Hepatobiliary disorders 

Cholecystitis t 1 

# participants affected I at risk 

Hepatic failure t 1 

# participants affected I at risk 

lschaemic hepatitis t 1 

# participants affected I at risk 

Infections and infestations 

lower respiratory tract infect ion 11 

# participants affected I at r isk 

Pneumonia t 1 

# participants affected I at risk 

Bronchitis t 1 

# participants affected I at risk 

Chronic sinusit is t 1 

# participants affected I at risk 

Diverticulitis 11 

# participants affected I at risk 

lobar pneumonia t 1 

# participants affected I at risk 

Bosentan Treatment 

51/128 (39.84%) 

2/128 (1.56%) 

1/128 (0.78%) 

1/128 (0.78%) 

1/128 (0.78~.) 

1/128 (0.78%) 

1/128 (0.78~.) 

1/128 (0.78%) 

1/128 (0.78~.) 

1/128 (0.78%) 

1/128 (0.78%) 

4/128 (3.13%) 

4/128 (3.13%) 

1/128 (0.78%) 

1/128 (0.78%) 

1/128 (0.78%) 

1/128 (0.78%) 



Respiratory tract infection vira l t 1 

# participants affected I at risk 

Septic shock t 1 

# participants affected I at risk 

Sinusitis t 1 

# participants affected I at risk 

Viral infection t 1 

# participants affected I at risk 

Injury, poisoning and procedural complications 

Anastomotic stenosis t 1 

# participants affected I at risk 

Rib fracture t 1 

# participants affected I at risk 

Investigations 

Blood iron decreased t 1 

# participants affected I at risk 

Hepatic enzyme increased t 1 

# participants affected I at risk 

liver function test abnormal t 1 

# participants affected I at risk 

Nervous system disorders 

Cerebrovascular accident t 1 

# participants affected I at risk 

Psychiatric disorders 

Suicide attempt t 1 

# participants affected I at risk 

Renal and urinary disorders 

Renal colic t 1 

# participants affected I at risk 

Renal failure acute t 1 

# participants affected I at risk 

Respiratory, thoracic and mediastinal disorders 

Idiopathic pu lmonary fibrosis t 1 

# participants affected I at risk 

Respiratory failure t 1 

# participants affected I at risk 

Dyspnoea t• 

# participants affected I at risk 

Acute respiratory failure t 1 

# participants affected I at risk 

Pleuritic pain t 1 

# participants affected I at risk 

Pneumothorax t 1 

# participants affected I at risk 

Pulmonary oedema t 1 

# participants affected I at risk 

Respiratory disorder t 1 

# participants affected I at risk 

Surgical and medical procedures 

11128 (0.78~.) 

1/128 (0.78%) 

1/128 (0.78%) 

1/128 (0.78%) 

11128 (0.78%) 

1/128 (0.78%) 

11128 (0.78%) 

11128 (0.78%) 

1/128 (0.78%) 

1/128 (0.78%) 

1/128 (0.78%) 

231128 (17.97%) 

4/128 (3.13%) 

31128 (2.34%) 

11128 (0.78%) 

11128 (0.78%) 

11128 (0.78%) 

11128 (0.78~.) 

1/128 (0.78%) 



lung transplant t 1 

# participants affected I at risk 

Vascular disorders 

Deep vein thrombosis t 1 

# participants affected I at risk 

Hypotension t 1 

# participants affected I at risk 

t Events were collected by systematic assessment 

Tenn from vocabulary. MedORA (13.0) 

liJI. Other Adverse Events 

8 Hide Other Adverse Events 

31128 (2.34%) 

11128 (0.78%) 

11128 (0.78%) 

Time Frame Up to 28 days after the end of stu<ly <lrug 

Addit ional Description Only a<lverse events lea<ling to premature discontinuation of study treatment were reporte<l during the stu<ly. All 

serious adverse events occurring <luring and up to 28 <lays after en<l-of-stu<ly treatment were reporte<l. Events liste<l 

as i<liopathic pulmonary fibrosis were reported as worsening of i<liopathic pulmonary fibrosis. 

Frequency Threshold 

Threshold above which other adverse events are reported 0 

Reporting Groups 

Description 

Bosentan Treatment Oral bosentan 62.5 mg twice <laily (b.i <l.) for the first 4 weeks. an<l oral bosentan 125 mg b.i.d. (62.5 mg b.i.d. if </= 40 

kg) thereafter 

Other Adverse Events 

Total, other (not including serious) adverse events 

# participants affected I at risk 

General disorders 

OEDEMA PERIPHERAL t 1 

# participants affected I at risk 

Investigations 

LIVER FUNCTION TEST ABNORMAL 11 

# participants affected I at risk 

Respiratory, thoracic and mediastinal disorders 

DYSPNOEA 11 

# participants affected I at risk 

IDIOPATHIC PULMONARY FIBROSIS 11 

# participants affected I at risk 

t Events were collected by systematic assessment 
Tenn from vocabulary, MedORA (13.0) 

liJI. Limitations and Caveats 

El Hi<le limitations an<l Caveats 

Bosentan Treatment 

51128 (3.91%) 

11128 (0.78%) 

21128 (1_.5_6._1'.)'----1 

11128 (0.78%) 

11128 (0.78%) 

limitations of the study, such as early termination leading to small numbers of participants analyzed and technical problems with 
measurement leading to unreliable or uninterpretable data 

No text entered. 

1 



..... More Information 

El Hi<le More Information 

Certain Agreements: 

Principal Investigators are NOT employe<l by the organization sponsoring the stu<ly. 

There IS an agreement between Principal Investigators an<l the Sponsor (or its agents) that restricts 
results after the trial is complete<l. 

The agreement is: 

he PI's rights to <liscuss or publish trial 

D 
The only <lisclosure restriction on the PI is that the sponsor can review results communications prior to public release an<l can embargo 
communications regar<ling trial results for a perio<l that is less than or equal to 60 days. The sponsor cannot require changes to the 
communication an<l cannot exten<l the embargo. 

D 
The only <lisclosure restriction on the PI is that the sponsor can review results communications prior to public release an<l can embargo 
communications regar<ling trial results for a perio<l that is more than 60 days but less than or equal to 180 days. The sponsor cannot 
require changes to the communication an<l cannot exten<l the embargo. 

Other <lisclosure agreement that restricts the right of the PI to <liscuss or publish trial results after the trial is complete<l. 

ffi Restriction Description: Actelion, wi h steering committee, shall complete the review an<l provi<le any mo<lifications require<l to protect 
Actelion•s patent rights an<l confi<lential information within sixty (60) <lays of receipt of the propose<l publication. During this perio<l, 
Investigator shall not permit publication. If Actelion reasonably antidpates filing a patent application claiming an invention arising out of 
the Stu<ly, such publication shall be <lelaye<l until after the application is file<l. 

Results Point of Contact: 

NamefTitle: Isabelle Leconte, PhD/Data Science Group Lea<ler, Director 
Organization: Actelion Pharmaceuticals Lt<l 
phone: + 41 61 565 64 18 
e-mail: isabelle.leconte@actelion.com 
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Last Up<late<l: 
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February 12, 2008 
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