IMPORTANCE OF THE QUESTIONS BEING ADDRESSED

FAQs for BMT CTN PROTOCOL 0403

1. What is idiopathic pneumonia syndrome?

Idiopathic pneumonia syndrome (IPS) refers to a diffuse, non-infectious lung injury that occurs acutely, within the first 120 days, following allogeneic hematopoietic cell transplantation (HCT). Diagnostic criteria for IPS include signs and symptoms of pneumonia, non-lobar radiographic infiltrates, and the absence of infectious organisms in the lower respiratory tract [Clark J, Am Rev Resp Dis, 1993; 147:1601-1606].  Published literature and data from the Center for International Blood and Marrow Transplant Research (CIBMTR) indicate that IPS occurs in 10% of allogeneic transplant recipients, with mortality rates of 50-75%.  

2. What is the current “standard of care” for patients with IPS?

There is no uniformly accepted “standard of care” for patients with IPS.  A variety of supportive care measures are used, including supplemental oxygen support, broad spectrum anti-microbial coverage, fluid management with aggressive diuretic therapy.  Anecdotal reports of responses to corticosteroids are available, with response rates of about 25% [University of Michigan data, G. Yanik MD].  Prospective studies addressing treatment of IPS, including the specific use of corticosteroids, are lacking in the literature.  
3. Why introduce etanercept as a therapeutic option in IPS? 

Both pre-clinical and clinical models suggest a potential role for TNFα in the development of IPS following hematopoietic HCT.  Increased levels of pro-inflammatory cytokines, including TNFα, are found in the broncho-alveolar lavage (BAL) fluid [Clark J, Crit Cre Med 1999; 27: 1800-1806] and serum of patients with IPS [Holler E, Blood 1990: 15: 99-104].  Neutralization studies using a soluble TNFα, binding protein (rhTNFR:Fc) significantly reduce lung injury in murine allograft models [Cooke K. Transplantation 2000; 70: 272-279]. 

Etanercept (Enbrel, rhTNFR:Fc, Amgen Corp. Thousand Oaks CA) is a soluble TNF binding protein that is comprised of two p75 TNF receptors bound to the Fc portion of a human IgG1 molecule.  Etanercept has been studied extensively clinical study in several other conditions believed to be mediated in part by TNF and is FDA approved for the treatment of rheumatoid arthritis, psoriasis and psoriatic arthritis.  A recent trial of etanercept in patients with IPS at the University of Michigan demonstrated that the administration of etanercept with corticosteroids was feasible, safe, and associated in clinical improvement in > 50% of patents with IPS.  Furthermore, treatment with etanercept was associated with a reduction in BAL fluid levels of TNFα, and TNFR1 (a surrogate marker for TNF α) following a 4 week course of etanercept therapy.  However, since there was a concerted effort to identify and enroll patients on this trial early in their clinical course, it is uncertain whether the response rate (which is considerably higher than in historical controls) is due to drug effects, patient selection or both.

4.
Why not include pediatric patients in this Phase III trial?

A Phase II pediatric trial will be administered through a joint venture between the Children’s Oncology Group (COG) and the Pediatric Bone Marrow Transplant Consortium (PBMTC).  The PBMTC/COG Phase II trial will enroll 30 patients (maximum), and is targeted to open in the fall of 2005.  Upon completion of the pediatric trial, and review of the Phase II data, consideration will be given to opening CTN 0403 to patients < 18 years of age.

5.
Why give the first dose (etanercept or placebo) intravenously (IV), then subsequent doses subcutaneously (SQ)?

Etanercept is currently FDA approved for SQ administration.  However, IV administration was utilized in clinical trials for other inflammatory conditions.  Pharmacokinetic studies show a marked reduction in the time to Cmax (maximal drug concentration), when etanercept is given IV, compared to SQ dosing (0.8 versus 66 hours), through the half-life is similar with IV and SQ dosing.  Clinical data from the University of Michigan in patients with IPS have shown that the median time to response following SQ dosing was 2 to 3 days, and more rapid clinical responses have recently been observed when the first etanercept dose was given IV.  Moreover, no infusion-related reactions were noted when administering IV etanercept to hematopoietic cell transplant recipients at the University of Michigan. 

Given the tenuous clinical status of the patient population involved, achieving maximal drug concentration at an earlier time point may improve time to response and overall survival. 

6.
What is the placebo? 

The placebo is the inert diluent of the etanercept formulation, diluted in 0.9NS to a volume identical to that given on the etanercept arm of therapy. 

7.
Can patients in renal or hepatic failure be treated?  

Yes.  There are no dosage adjustments for patients in renal or hepatic failure, including patients on hemo-dialysis.

8.
Do all patients receive corticosteroids? 

Yes.  Patients on both arms of the trial will receive corticosteroids, beginning at 2 mg/kg/day by IV infusion.  Subsequent corticosteroid taper guidelines are provided in the protocol. 

9.
What biology studies are to be done, and how are they processed and analyzed?
An aliquot of BAL fluid will be obtained at the time of study entry (Day 0) for cytokine analysis.  Similarly, blood samples will be collected at Day 0, 7, and 28 of study therapy for cytokine analysis.  Both BAL fluid and blood samples will undergo processing at the local institution at the time of sample acquisition.  Locally, samples will be centrifuged, the supernatant separated from the cell pellet and subsequently cryopreserved at the time of sample acquisition.  The samples will remain cryopreserved until later shipment for cytokine analysis.

BAL fluid and blood samples will be batch shipped (at one time point) following Day 28 of study therapy.  BAL fluid and blood specimen will be analyzed for a panel of cytokine and inflammatory markers in the laboratory of Dr. Kenneth Cooke, Division of Pediatric Hematology-Oncology at the University of Michigan. 

The BAL procedure is performed once during the course of study, at the time of study entry.  No post therapy BAL is required. 

10.
Is the accrual goal feasible?
Yes. The reported incidence of IPS ranges from 3-15% following allogeneic hematopoietic cell transplant, with a higher incidence in recipients of unrelated donor or mismatched allografts.  We analyzed the CIBMTR data on historic allogeneic transplant activity from both Core and non-Core centers and supplemented this with a separate survey of Core Centers to determine willingness to participate.  (See separate summary of Accrual Estimates.)  

11.
Is there a need for a multi-center network to meet the objectives?

Yes.  IPS is a relatively uncommon diagnosis in transplant recipients.  No single center treats sufficient numbers of patients with IPS to complete this study in a reasonable time frame.  

12.
Accrual estimates – See separate summary of Accrual Estimates.
13.
What are the recruitment strategies if applicable, and proposed plans for monitoring study accrual?

Core Clinical Centers and non-Core Centers will participate.  Transplant centers will follow their local institutional practices for recruiting patients on research studies.  Patient information and educational materials explaining this study will be prepared by the NMDP Office of Patient Advocacy and made available to centers in paper form and on the Web.

Monthly accrual reports will be provided to the NIH.  Additionally, recruitment reports based on the CIBMTR database will be provided every six months.  The screening reports will summarize reasons for non-enrollment and reasons for ineligibility.  See additional details in the summary of accrual estimates.

14.
What are the proposed plans for data acquisition, transfer, management and analysis?

A web-based data entry platform will be used for all BMT CTN supplemental forms.  Data are transmitted encrypted using secure socket layer (SSL) technology.  SSL is the standard used by banks in their electronic transactions.  This platform includes online missing forms reports as well as other reports as deemed useful by the transplant centers.  A User's Guide and Data Management Handbook will be developed for reference and training of clinical research associates (CRAs).

Data collected on CIBMTR Initial and Follow-up Report Forms will be transferred electronically from the CIBMTR to EMMES on a regular basis.  Any data relevant to real-time monitoring of safety or efficacy endpoints will be collected on BMT CTN supplemental forms, e.g. deaths.

Missing forms reports are updated daily.  Queries will be developed to check for missing and inconsistent data.  Queries will be distributed to the centers at least monthly.

Analysis files will be prepared prior to each Data and Safety Monitoring Board (DSMB) meeting.  Most analyses will be conducted using SAS and following the statistical analysis plans outlined in each protocol.
15.
What is the monitoring and overall coordination of protocol management (e.g. brief summary of plans to run the study – initiation, coordination, data collection, and monitoring)?

A protocol coordinator is assigned to each BMT CTN protocol.  The protocol coordinator is responsible for the daily operational needs of the study and of the participating transplant centers.  The protocol coordinator oversees enrollment and data collection issues and is in regular communication with CRAs at participating transplant centers.  The protocol coordinator also works closely with the protocol officer with respect to adverse event reporting and medically-related protocol questions. 

A form submission schedule is developed for each BMT CTN protocol and is included in these materials.  A visit schedule will be provided to the transplant centers for every enrolled patient.  This schedule will detail the dates of all expected visits and list of forms and/or samples required at each visit. Initiation site visits will be conducted for all participating centers.  These visits will either be in-person visits to the centers or be held via conference call with all transplant center personnel involved with this protocol.   

DCC staff, including at a minimum the protocol coordinator, will conduct periodic monitoring visits to the participating clinical centers and laboratories.  The primary purpose of these visits is to conduct data audits.  Other activities include those required to enhance data quality, ensure study integrity, satisfy regulatory requirements, and evaluate site performance.  Site visits will occur at variable frequency throughout the course of the studies, depending primarily upon the stage of the study, site performance, and sponsoring agency requirements. 

Unexpected serious adverse experiences will be reported according to BMT CTN guidelines.  The protocol officer will review all unexpected serious adverse experiences.  Expected transplant-related toxicities will be collected on each patient using the calendar-driven reporting system that has been previously reviewed and approved by the DSMB.  There is an interim statistical monitoring plan for efficacy and safety endpoints.  The protocol statistician or other DCC statistical staff will ensure that programs are in place to conduct the interim monitoring in accordance with the statistical analysis plans in each protocol.

16.
Are there any specific study training plans necessary to accomplish the research goals (e.g. workshops, study certification)?

CRAs will be certified for data submission by the DCC after participating in an in-person meeting or in a training session conference call with the protocol coordinator.  These training sessions will include specific training in how to identify and counsel potential enrollees.  No other certifications or workshops will be required for this study.
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