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EXPANDED METHODS for WEB Based Repository  

Eligible adult patients ≥18 years of age had histologically proven sarcoidosis, diagnosed 

at least 1 year prior to screening, evidence of parenchymal disease (Stage II or III) on 

chest radiograph, a forced vital capacity (FVC) ≥50% and ≤85% of the predicted value, 

and a Medical Research Council (MRC) dyspnea score (19) of at least Grade 1. The 

screening chest x-rays (both posterioranterior and lateral views) were required to be 

obtained within 3 months prior to the first study infusion, and were required to be 

interpreted by a qualified radiologist and indicate that the patient was free from any 

evidence of tuberculosis.  Patients must have been treated with at least 10 mg/day of 

prednisone or equivalent or one or more immunosuppressant for at least 3 months prior to 

screening. Doses of these medications had to be stable for at least 1 month prior to study 

entry. During the study, the background medication regimen and doses were to remain 

stable. Men and women of childbearing potential were required to use adequate birth 

control measures (e.g., abstinence, oral contraceptives, intrauterine device, barrier 

method with spermicide, or surgical sterilization) for the duration of the study and were 

to continue such precautions for the 6 months after receiving the last infusion of study 

agent.  Patients were obliged to meet their respective country’s tuberculosis eligibility 

requirements in terms of screening, eligibility assessment, and prevention rules.  They 

were to be capable of reading and understanding the consent form and the subject 

assessment forms, and were to be willing and able to adhere to the study visit schedule 

and other protocol-specified procedures. Patients with skin or eye involvement were 

encouraged to participate.  
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Patients were excluded from the study if they had used any investigational drug within 1 

month prior to screening or within five half-lives of the investigational agent (whichever 

was longer), or had received previous treatment with any other therapeutic agent targeted 

at reducing TNFα (e.g., pentoxifyline, thalidomide, etanercept, CDP 870, adalimumab) 

within 3 months prior to screening.  Patients were not eligible if they had received 

previous administrations of infliximab.  Patients could not have received any live virus or 

bacterial vaccinations within 3 months before the first dose of study agent (or were 

expected to receive any of these vaccinations during the trial or up to 3 months after the 

last dose of study agent).  Patients were not eligible for the trial if they had had any 

previous adverse reactions or allergic reactions (e.g., anaphylaxis) associated with the 

administration of monoclonal antibodies or antibody fragments. Patients were not eligible 

if they had Class III or IV congestive heart failure (CHF) according to the New York 

Heart Association Classification System, or a history of severe right-sided heart failure or 

cor pulmonale. Those who had mild heart failure (NYHA Class I or II) were to be closely 

monitored.   Exclusion criteria also included any serious infections (within 2 months of 

screening) or opportunistic infections (within 6 months of screening), or a known 

infection with human immunodeficiency virus (HIV). Patients with current signs and 

symptoms of systemic lupus erythematosus, or with severe, progressive, or uncontrolled 

renal, hepatic, hematologic, endocrine, pulmonary, cardiac, neurologic or cerebral 

diseases (with the exception of sarcoidosis) were excluded.  Patients were also not 

eligible if they underwent an organ transplant (with the exception of a corneal transplant 

>3 months prior to screening); had a known malignancy or history of malignancy within 

the 5 years prior to screening (except for basal cell carcinoma of the skin that had been 
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treated with no evidence of recurrence); had a history of lymphoproliferative diseases 

including lymphoma, or signs and symptoms suggestive of possible lymphoproliferative 

disease, such as lymphadenopathy of unusual size or location (e.g., nodes in the posterior 

triangle of the neck, infraclavicular, epitrochlear, or periaortic areas); or had 

splenomegaly.  Patients were excluded if they were pregnant, nursing, or planning to 

become pregnant during the trial or within the 6-month period thereafter or had a known 

substance abuse or dependency (other than caffeine and/or nicotine) within 3 years of 

screening.  If patients had a poor tolerability of venipuncture or lack of adequate venous 

access for required blood sampling and infusion administration, had a known history of 

demyelinating disease (such as multiple sclerosis or optic neuritis), had a non-sarcoidosis 

condition affecting survival, had a mental health problem interfering with study 

participation, or had a history of treated or untreated latent tuberculosis, they were not 

eligible for participation in the study. 

 

This was a Phase 2, multicenter, double-blind, placebo-controlled study in which patients 

were randomized in a 1:1:1 ratio to receive intravenous infusions of either placebo, 

infliximab 3 mg/kg, or infliximab 5 mg/kg at weeks 0, 2, 6, 12, 18, and 24. Patients were 

followed through week 52. Centocor, Inc., Malvern, PA provided the study agent, and 

infusions were to be administered over at least a 2-hour period.   

 

One hundred thirty-eight patients from 34 centers in the United States and Europe were 

randomized between 30 September 2003 and 31 August 2004. Institutional Review 
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Boards/Ethics Committees at the participating sites approved the study, and patients 

provided written informed consent. 

 

The primary endpoint was the change from baseline in the percent of predicted FVC at 

week 24. Pulmonary function testing employed a standardized calibrated laptop 

spirometer. Major secondary endpoints included the Saint George’s Respiratory 

Questionnaire (SGRQ) total score (20), 6-minute walk distance (6-MWD) test (21,22), 

Borg’s CR10 dyspnea score (23, prior to 6-MWD test) and the proportion of Lupus 

Pernio Physician’s Global Assessment (LuPGA) responders for the subset of patients 

with facial skin involvement at baseline.  

 

The LuPGA, specifically developed for use in this protocol, was a semi-quantitative 

rating scale representing the physician’s assessment of the patient’s lupus pernio status 

relative to baseline. Scores range from 6 (worsening of the patient’s facial skin 

involvement) to 1 (100% clearing of the patient’s lupus pernio). Patients with a score of 1 

(clear) or 2 (excellent) were considered ‘responders.’  

 

Blood samples were collected for determination of serum infliximab concentrations.  

Serum angiotensin-converting enzyme (ACE) levels were also measured.   

 

The chest radiograph scoring system (24) used in this study allowed quantitative 

comparison of chest radiographs obtained at baseline and weeks 6 and 24. Chest 

radiographs were scored by two independent reviewers who remained blinded to the time 
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point the radiograph was performed and the patient’s treatment assignment. Images were 

evaluated for extent (score 0-4) and profusion (score 0-4) for each of four types of 

shadows commonly seen in sarcoidosis: reticulonodular (R), mass (M), confluent (C), 

and fibrosis (F).  

 

 

Statistical analyses 

The sample size of 40 patients per treatment group provided a statistical power of 80% to 

detect a 10% improvement in the primary endpoint for at least one of the infliximab 

groups compared with placebo. The sample size calculation was based on an assumed 

standard deviation of approximately 17%. In the analysis of the primary endpoint, i.e., 

change from baseline in the percent of predicted FVC at week 24, treatment group 

comparisons were made using the analysis of covariance (ANCOVA).  The model 

included the change from baseline in the percent of predicted FVC as the dependent 

variable and treatment group and clinical center as factors and baseline percent of 

predicted FVC as a covariate.  Clinical center was considered a random effect.  Data from 

all randomized patients were analyzed according to assigned treatment group (intention-

to-treat analysis). Least squares means are reported.  A last-observation-carried-forward 

(LOCF) technique was used to impute missing data.  A p-value less than 0.05 was 

considered statistically significant. 

 

The ANCOVA model was also employed for evaluation of the secondary efficacy 

parameters. Analyses included all randomized patients according to the randomized 
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treatment group.  Missing data were imputed for the first two major secondary endpoints 

(SGRQ, 6-MWD) using LOCF.   

 


