1 Background

1.1 Introduction

· Definition of the disease and targeted population

· Impact on public health

· Inadequacy of current treatments

· Introduction to pathophysiologic rationale for proposed treatments
1.2 Investigational treatment A
1.2.1 Description of treatment

· General biochemical, physical properties

· Known or presumed mechanisms of action

· Laboratory studies

· Animal studies
1.2.2 Prior clinical experience

· For each study, summarize population used, study design, sample sizes, endpoints measured
1.2.2.1 Safety profile
· Discuss each identified potential toxicity with respect to relevance of population and potential risk in targeted population for the proposed study
1.2.2.2 Evidence of effectiveness

· Differentiate between surrogate outcomes and true clinical outcomes
1.3 Investigational treatment B

1.3.1 Description of treatment

1.3.2 Prior clinical experience

1.3.2.1 Safety profile

1.3.2.2 Evidence of effectiveness
1.4 Combined therapy A & B

1.4.1 Description of treatment

1.4.2 Prior clinical experience

1.4.2.1 Safety profile

· Subadditive, additive, supradditive effects
1.4.2.2 Evidence of effectiveness

· Subadditive, additive, supradditive effects
2 Objectives
2.1 Primary objectives

· State in terms of the targeted population, the treatments being compared, the clinical measure of outcome, and the summary measure of that outcome (e.g., mean SBP at end of study as opposed to median SBP or proportion with SBP < 140 mm Hg)

2.2 Secondary objectives

· List of each secondary objective stated similar to above

3 Study Design

3.1 Description of the study

· Address multicenter, randomization (and ratio), placebo control (if any), blinding, stratification, cross-over, clustering, etc.
· Summarize treatment phase, including possible termination of treatment

· Summarize duration of follow-up

3.2 Rationale for study design

· Justify any lack of blinding, need for clustering, choice of control groups. etc.

3.3 Outcome measures

3.3.1 Primary effectiveness outcome measure
· Precise definition, including timing of measurements and how obtained

3.3.2 Secondary effectiveness outcome measures

· For each secondary outcome, give precise definition

3.3.3 Safety outcome measures

· Precise definition of pre-defined safety outcomes

· Adverse events, serious adverse events

3.4 Safety Plan

· Description of monitoring of patients for safety

· Description of modification of dose, administration in presence of adverse events

· Description of rescue therapies

3.5 Ethical Issues

· Brief description of equipoise

· Assurance of criteria for any exception to informed consent

3.6 Administrative structure

· Sponsorship (as funded by NHLBI, etc.)

· Study oversight by working group and Exec PIs

· Participation by how many investigators, hospitals, etc.

· Responsibility for data collection, entry

· Data coordination and analysis
3.7 Regulatory oversight

· PRC, IRB/REBs, DSMB, OHRP, FDA as appropriate
4 Materials and Methods

4.1 Patients

4.1.1 Patient selection

· Screening criteria
4.1.2 Inclusion criteria

· Defines target population for a proven treatment

4.1.3 Exclusion criteria

· Defines restrictions taken to ensure patient safety with an unproven treatment or to exclude patients that are not appropriate for the clinical trial setting

· Consider co-enrollment in other studies

4.2 Method of treatment assignment and blinding

· Method of generating randomization: stratification, blocking, etc.

· Timing of randomization

· Method by which provider learns of assignment

· Indications for unblinding

· Method for emergency unblinding 

4.3 Study Treatment(s)

4.3.1 Formulations

· Active and control (e.g., sham devices and placebos)

4.3.2 Dosage, administration

· Justification for dose

· Include any protocol defined dose reduction or discontinuation of therapy, when that is an integral part of a titrated dose
· Storage, distribution, and access to treatments

4.3.3 Management of toxicities related to study treatment

4.3.4 Patient withdrawal from treatment
4.4 Concomitant and excluded therapies

4.4.1 Concomitant therapies and procedures

4.4.2 Excluded therapies

· In prehospital setting

· In hospital setting

4.5 Study assessments

· In all cases, also consider timing of assessment relative to randomization, delivery of therapy, as well as who will do the assessment and how it will be documented
4.5.1 Screening and pretreatment assessments

4.5.2 Documentation of treatment

· Record any dose modifications, noncompliance, etc.

· Record protocol deviations

4.5.3 Monitoring for outcomes

· Adverse events or serious adverse events

· Concomitant or ancillary treatments

· Schedule for assessing primary outcomes

· Source of information, including methods of measurement

4.6 Patient Withdrawal from study

4.7 Study termination

· Conditions under which the entire study might be terminated

4.8 Statistical methods
4.8.1 Timing of analyses

· Monitoring of study conduct

· Safety monitoring

· Formal interim analyses for effectiveness, futility

· Final analysis

4.8.2 Monitoring of study conduct

· Patient accrual

· Data capture

· Data quality

· Adherence to regulatory requirements

4.8.3 Analysis populations

4.8.3.1 Safety population

4.8.3.2 Primary effectiveness population

· Intent to treat, modified intent to treat, per protocol, etc.
4.8.3.3 Secondary effectiveness population
4.8.4 Assessing comparability of treatment arms

4.8.5 Efficacy Analyses

4.8.5.1 Analysis of primary endpoint

· Precise definition of analysis model and test statistic, including any adjustment for covariates, stratification

· Discuss handling of missing data

· Discuss criteria for statistical evidence (level of significance)
4.8.5.2 Analyses of secondary endpoints
4.8.6 Safety analyses
4.8.7 Pre-specified exploratory analyses

4.8.8 Determination of sample size

· Consider impact of stopping rules

· Consider inflation of sample size to address loss to follow-up or misclassification due to noncompliance

4.8.9 Safety monitoring plan

· Stopping early for effectiveness, harm, futility

5 Assessment of safety

· Any further information on specific safety variables

· Definition of methods and timing for assessing adverse events, serious adverse events

· Reporting requirements for SAEs

· Data safety monitoring board

6 Investigator requirements

6.1 Study initiation

· Any special capability that must be demonstrated

· Training

6.1.1 Regulatory documents
6.1.1.1 Informed consent

6.1.1.2 IRB/REB approval
6.2 During conduct of the study

· Study medication or devices accountability

· Retraining

· Data collection and entry

· Timeliness

· Cooperation with study monitoring requirements
6.3 Study completion

6.3.1 Retention of records
7 Human Subjects Concerns
