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PROTOCOL #0302 aGVHD 

FREQUENTLY ASKED QUESTIONS (FAQs)

1.  Why were these four drugs chosen for this Phase II trial?

Based on the available published and unpublished data, the four agents considered most promising for Phase II multi-center testing were Etanercept, MMF, Ontak and Pentostatin.  Each study agent has promising preliminary data reported from single or several center studies, suitable safety experience and tolerable applicability for multicenter Phase II testing as initial systemic therapy for acute GVHD, yet insufficient data to warrant commitment of patients and resources to a large Phase III trial.  Two other agents considered, dacluzimab and infliximab, were excluded because they are already the subjects of multicenter Phase II or III trials.  One other agent considered, sirolimus, was excluded because of insufficient data on pharmacology and drug interactions.

2.  Why is there no control treatment in this study?

In this Phase II trial design, a corticosteroid only control arm will not be used since such an arm  would not aid in judging which experimental arm was suitable for consideration in a subsequent Phase III randomized trial given the limited statistical power for comparison between arms.  Each agent will be tested for potential efficacy against well established historical data published from several centers (≥35% CR rate by Day 28 of therapy).  A control cohort would not assist this comparison and would delay completion of this trial.

3.  What is the justification for the primary end point and the many secondary endpoints?

The primary purpose of the study is to define new agents with promising activity against acute GVHD suitable for testing against corticosteroids alone in a subsequent comparative, Phase III trial.  Careful review of published and unpublished data on therapy of acute GVHD documents an expected complete response (CR) rate for steroids alone of 35%.  Each of the four study agents selected have been reported to have preliminary promising activity as therapy of acute GVHD.  This trial will more formally test their safety and efficacy as supplemental to corticosteroids alone.  It was felt that a CR rate of 35% would be necessary, though possibly not sufficient, for a drug to be successful and that failure to achieve this would warrant excluding the agent from further consideration.

The choice of agents for study in the subsequent Phase III trial against steroids alone will include consideration of this initial CR rate (the primary endpoint) as well as several important assessments of other safety and efficacy parameters (the secondary endpoints).  Those considered suitable for subsequent testing will have demonstrable primary efficacy as well as satisfactory estimates (developed within this randomized Phase II trial) of GVHD control without excessive rates of the anticipated complications of infection, GVHD flare, chronic GVHD or early mortality. 

4.  How will the best agent(s) for the follow-up Phase III trial be chosen?

Suitable agent(s) for inclusion in a follow-up Phase III trial must demonstrate efficacy in the primary endpoint (CR at day 28) and satisfactory survival without excess complications of infection, flare of acute GVHD and chronic GVHD.  Zero to four of the agents tested might independently meet these criteria and thus be considered for a follow-up Phase III trial.  The choice of agents for later testing will also consider patterns of failure.  Agents might be considered unsuitable if they have higher rates of early treatment failure (in one cohort) or particularly poor responses in one subset of GVHD patients (e.g. liver or GI GVHD) even if they are promising for the population as a whole or for particular organ involvement (e.g. skin GVHD).  Toxicities of administration will also be considered, even in effective agents.  These factors, in aggregate, will determine the suitability of agent(s) chosen for the later trial.

5.  Why is there no stratification involved in the analysis plan of this study?

No stratification factors will be used.  Strata that were considered included: acute grade B GVHD versus grades C/D, age, unrelated donor, single organ versus multi-organ GVHD, full versus non-ablative conditioning, GVHD prophylaxis, and type of calcineurin inhibitor.  However, none of these consistently identify GVHD patient cohorts with different CR rates.  Therefore, it was decided that no stratification factors would be used in this trial.  The purpose of the trial is only to identify treatments for further investigation through comparisons to a historical control of corticosteroids alone and is underpowered for comparisons among the arms.

