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1.  Background and Study Progress

1.1  Background

This section is intended to refresh the memory of the DSMB members (as well as presenters and other meeting attendees).  It should include 
· a brief overview of trial design and objectives

· a summary of the follow-up visit schedule 

· actual (or else expected) start date of study recruitment
· any other important features for which a reminder might be helpful.
1.1.1  Data and safety monitoring plan summary

Ideally the data and safety monitoring plan for the study will be included in the study protocol, or it may be a separate document prepared after the protocol has been finalized but before data collection begins. (The DSMB should have access to the full protocol and data and safety monitoring plan during each meeting.)  In this section, the key elements of the data and safety monitoring plan should be repeated:

· General types and timing of study progress and data quality information to be reviewed, special issues that require monitoring (e.g., concern about the ability to recruit or follow sufficient numbers of a particular subset or about quality of lab specimens of a particular type).

· Level of blinding (masking) of study data and interim results. (Usually all tables, figures and listings presenting results by treatment group will be labeled using codes, e.g., A, B, that do not identify the actual treatment group.  The same codes should be used for each group throughout the reports unless otherwise specified.  If any participant(s) experienced a serious event that required emergency unblinding of their treatment assignment(s) this should be described in the Safety Report.  However, procedures for individual emergency unblinding should maintain the overall group blinding until group unblinding is requested by the Data and Safety Monitoring Board or the end of the trial. )

· Key safety outcomes to be reviewed as well as any suggested stopping guidelines for safety outcomes.

· Summary of planned approach to interim analyses of efficacy outcomes, if applicable, including frequency and timing of efficacy outcome analysis, proposed stopping guidelines.  

1.1.2  Protocol history

Provide the version number/date of the approved protocol in effect when the study began and the history of approved protocol amendments.

Table 1.1 Protocol History

	Protocol version number and date
	Notes regarding this version

	Version 2.0 

January 3, 2001
	Protocol in effect at study initiation

	Version 3.0 

June 17, 2001
	Included 2 additional months of follow-up beyond end of treatment phase 

	Version 4.0 

October 15, 2001
	Clarified instructions for collecting blood samples at unscheduled clinic visits(minor revision not reviewed by DSMB) 


1.1.3  Clinical site monitoring 

Summarize the major findings of all site monitoring visits (i.e., visits to check compliance with the E6 Good Clinical Practice guidance or other applicable regulations or guidelines) that have taken place since study initiation.  Describe the site’s response to major findings reported.  Focus on monitoring visits since the previous report to the DSMB.  

1.1.4  History of DSMB review and responses to DSMB recommendations

Provide the dates the DSMB previously reviewed the protocol, protocol amendments or study data.  Summarize the DSMB’s general recommendations from previous meetings and any actions taken by the sponsor or investigator in response to DSMB’s recommendations.  This can be presented in table format (see example below). 

Table 1.2 DSMB Review History
	Date of DSMB review
	Purpose of DSMB review
	DSMB general recommendation
	Actions taken

	December 7, 2000
	DSMB previewed study protocol version 1.0
	Develop detailed data monitoring plan
	Revised protocol (version 2.0) to include data monitoring plan

	 April 17,  2001
	DSMB reviewed study progress report and safety data, database date: March 1, 2001
	Consider modifying protocol to extend follow-up 1-2 months after treatment ends to gather further safety data.
	Revised protocol (version 3.0) to extend duration of follow-up by 2 months after treatment 

	 May 30,  2001
	DSMB teleconference to discuss protocol amendment extending duration of follow-up 
	Protocol amendment acceptable. 
	No action needed.

	November 3, 2001
	DSMB reviewed study progress report, safety data, efficacy data, database date: September 18, 2001 
	Continue trial without modification.
	No action needed.


1.1.5 Internal and external developments

Provide an update on important developments within the study (e.g., changes in the laboratory contractor or drug supply problems) that might affect interpretation of study results or decisions to continue or modify this study.  Also, provide an update on important developments outside the study concerning the disease, study compounds or other relevant background information that might affect interpretation of study results or decisions to continue or modify this study.  

1.1.6  Data used for this report

Provide the version date of the dataset used to generate the data safety and monitoring results presented in the report and describe major concerns/issues with respect to the quality and completeness of the dataset used for analysis.  For example, the report may be produced based on the electronic data available as of March 1, 2006.  However, this may only reflect forms completed as of February 1, 2006. 

Briefly describe how the data are cleaned and by whom.  Note whether all data been double-entered.  If only particular items have been double entered then identify which items have been double-entered.  Has a full set of logic checks to identify data errors been applied to the data?  Describe any important errors that have been identified but that remain in the data used to generate the report. It may be helpful to use footnotes to indicate problems with implications for specific tables or figures.

1.1.7  Analysis populations 

Clearly define the different subsets of study participants whose data contribute to the tables and listings.  For example, the following analysis subsets might be used for one or more of the analyses presented in the report:

· Screening, includes all participants screened for admission

· Intention-to-Treat (ITT), includes all participants randomized (or enrolled if it is a nonrandomized study)

· Efficacy, includes all ITT participants for whom the primary efficacy endpoint was assessed 

· Per Protocol Efficacy, the subset of the Efficacy participants for whom no major protocol violations were detected 

· Safety, includes all ITT participants with at least one safety evaluation after enrollment

· Possible Loss-to-Follow-up, includes all ITT participants who missed a scheduled visit over X weeks
 ago and who had no subsequent contact with the site

The total number of participants in each analysis subset should be reported here as well.  However, do not break down results by treatment group in this section of the report.

Describe the differences between the ITT and other sets (e.g., Efficacy or Per Protocol Efficacy).  Describe any actions that will be taken to help minimize differences among subsets (e.g., to assure that efficacy evaluations are completed for future participants).

1.2.  Study Progress

In this section, provide information on study progress (e.g., accrual, follow-up and completion) to date.  (Do not include any data on safety or efficacy outcomes by treatment group.)

1.2.1  Accrual

Provide the date recruitment began and the recruitment rate over the course of the study. Describe recent trends in recruitment or obstacles to recruitment.  Describe any suspension of recruitment and the reasons for suspension, if applicable. Comment on the projected versus actual recruitment rates and implications of faster/slower recruitment than anticipated. Usually, at least one table on recruitment should be provided (see sample below).  

Table 1.3  Participant recruitment through Month day, year

	Center
	Start date
	Weeks active
	Total screened
	Total enrolled
	Enrolled per week since start date
	Enrolled per week, previous    quarter


	Enrolled per week, this quarter1

	Clinic 1
	Month day, year
	xx
	xx
	xx
	xx
	xx
	xx

	Clinic 2
	Month day, year
	xx
	xx
	xx
	xx
	xx
	xx

	All centers combined
	Month day, year
	xx
	xx
	xx
	xx
	xx
	xx


1During the three months prior to Month day, year.

Graphs displaying recruitment numbers may be instructive.  If there are multiple centers, summarize recruitment data separately for each center.  For multinational studies, accrual by country or region could be displayed.
Figure 1.1  Total Participants Enrolled by Month
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1.2.2  Protocol violations in entry and randomization 

Describe the nature and frequency of protocol violations at entry and randomization (e.g., participants who were enrolled but who did not meet study inclusion criteria).  Describe any remedial actions taken to avoid future violations.

Listing 1.1.  Protocol violations at entry and randomization

	Center
	Subject

ID Number
	Enrollment

Date 
	Violation(s)

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	


1.2.3  Protocol violations after enrollment

Describe the nature and frequency of protocol violations occurring after enrollment (e.g., participants who met criteria for discontinuation but were not discontinued ). Describe any remedial actions taken to avoid future violations.

Listing 1.2.  Protocol violations after enrollment

	Center
	Subject

ID Number
	Enrollment

Date 
	Violation(s)

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	


1.2.4  Follow-up

Basic data on completion of scheduled follow-up visits should be reported here.  For multicenter studies include results by center.  However, no tables or listings with follow-up information by treatment group should be included in the Open Session section of the reports.  (Tables showing follow-up rates by blinded treatment group can be placed in the Closed Safety Session section of the report.)  

The follow-up tables should communicate the degree to which participants are completing visits as planned or are leaving the study prematurely. It may be difficult to define simple categories that precisely reflect the status of participants with respect to each scheduled visit.  Try to use practical indicators that reflect the general status of study follow-up and always provide explicit definitions. As an example, the table below (Table 1.4) might be used for a study with twelve months of follow-up including three visits after treatment for an acute, life-threatening event. 

Table 1.4: Completion of Follow-up Visits by Center, ITT Set

	Completion of follow-up visits
	Center
	

	
	1 
	2
	Total

	
	n
	%
	n
	%
	n
	%

	
	
	
	
	
	
	

	Enrolled 1
	60
	100.0
	
	100.0
	
	100.0

	Completed acute phase2
	59
	98.3
	
	
	
	

	Completed follow-up phase3
	20
	33.3
	
	
	
	

	Discontinued study early4
	6
	10.0
	
	
	
	

	Continuing5 
	30
	50.0
	
	
	
	

	Possible loss-to-follow-up 6
	4
	6.7
	
	
	
	

	
	
	
	
	
	
	

	Month 2 visit
	
	
	
	
	
	

	   Not yet necessary 7
	
	
	
	
	
	

	Discontinued earlier8
	
	
	
	
	
	

	Completed visit9
	
	
	
	
	
	

	Missed visit
	
	
	
	
	
	

	Month 6 visit
	
	
	
	
	
	

	   Not yet necessary 
	
	
	
	
	
	

	Discontinued earlier
	
	
	
	
	
	

	Completed visit
	
	
	
	
	
	

	Missed visit
	
	
	
	
	
	

	Month12 (final) visit 
	
	
	
	
	
	

	   Not yet necessary 
	
	
	
	
	
	

	Discontinued earlier
	
	
	
	
	
	

	Completed visit
	
	
	
	
	
	

	Missed visit
	
	
	
	
	
	


1. All enrolled participants.  Percentages are reported among participants enrolled.

2. Completed the acute phase alive or died during the acute phase.

3. Completed final (month 12) visit or died prior to that time.

4. Known to have discontinued study prior to the final (month 12) visit for reason other than death (does not include “possible lost-to-follow-up”). 

5. Have not yet completed the follow-up phase but have not died or discontinued the study early and are not among “possible loss-to-follow-up”. 

6. Passed the midpoint between a missed visit and the next protocol scheduled visit without subsequent contact with the site.

7. No prior discontinuation or death and has not yet reached the defined end date of this visit window. 

8. Discontinued the study earlier or died before the start date of this visit window.

9. Completed visit or died during the visit window.

1.2.5  Baseline evaluations

Include tables showing the distribution of key baseline variables by (assigned) treatment group.  (Key baseline variables include those that are known or strongly suspected to be important in characterizing the study population and their responses, either directly or because they might confound or interact with the treatment effect.) Do not include statistical tests of baseline differences between treatment groups.  Typically the baseline tables will be presented for the ITT set.  It may be helpful to include baseline tables for those in the Possible Loss-to-Follow-up population especially if this population includes, for example, more than 10% of enrolled participants.  For multi-site studies, also present tables for key baseline variables by study site (for sites that have enrolled five or more participants).   

Cautionary Note: The individual preparing the tables, usually the study statistician, should review the tables to assure that no information is included in the baseline report that might permit even partial unmasking of any participants’ study arm assignment (i.e., information that might reveal even the coded treatment “A” versus “B” for a specific participant should not be included).  For example, when sample sizes are small or when unusual values have been observed, reporting minimum and maximum values by treatment group should be avoided, since clinical investigators may remember the identities of participants who had those values. When there is any concern that presenting baseline characteristics by study arm might unmask treatment assignments, present baseline data for all treatments groups combined in the Open Session  report and include the tables showing baseline data by treatment group in the Closed Session Safety Comparisons report.

	Table 1.5 Participant Baseline Characteristics by Treatment Group, ITT Set

	
	Study Group

	Participant Characteristic
	A

(N=xxx)
	B

(N=xxx)

	Gender
	n
	%
	n
	%

	    Male
	
	
	
	

	    Female
	
	
	
	

	  
	
	

	
	
	
	
	

	Age (in years)
	n
	%
	n
	%

	    15 – 19
	8
	12.1
	
	

	    20 – 29
	23
	34.8
	
	

	    30 – 39 
	18
	27.3
	
	

	    40 – 49
	11
	16.7
	
	

	    50 – 59
	5
	 7.6
	
	

	    60+
	1
	 1.5
	
	

	                       
	
	

	     Mean (SD)
	32.6 (11.28)
	

	     Median
	30.5
	

	     Min
	15
	

	     Max
	60
	

	
	
	

	Body weight (in kg)
	n
	%
	n
	%

	    <45 kg
	
	
	
	

	    45-55 kg
	
	
	
	

	    55-65 kg
	
	
	
	

	    >65 kg
	
	
	
	

	
	
	

	     Mean (SD)
	
	

	     Median
	
	

	     Min
	
	

	     Max
	
	

	      
	
	

	 Etc.
	
	
	
	

	 
	
	
	
	

	     
	
	
	
	

	
	
	
	
	


1.2.6  Safety outcomes, all treatment groups combined

Since the clinical investigator will not usually see the Closed Session Safety Comparisons report which contains detailed safety data by treatment group, it is often important to include safety summary tables for the treatment groups combined in the open session report.  Including such tables in the Open Session report is especially helpful when the definitions of safety endpoints are complicated.  The DSMB can then discuss the definitions of the endpoints with the clinical investigator before evaluating the safety results by treatment group in the closed session.  Also, providing safety tables for all treatment groups combined in the Open Session report better allows the investigator to contribute during the DSMB’s review of whether the safety endpoints are being evaluated as planned or whether key safety data are missing.   See the Closed Session Safety Comparisosn report template for examples of the kinds of safety data and tables that are typically of interest. 

1.2.7 Efficacy outcomes, all treatment groups combined 

For key efficacy outcomes, including all efficacy outcomes presented in the Closed Session Efficacy Comparisons report, include summary tables for the treatment groups combined.  The reasons for including the combined efficacy data in the Open Session report are similar to reasons given above in section 1.2.6 for safety endpoints.  See the Closed Session Efficacy Comparisons report template for examples of the kinds of tables and figures that are typically of interest for efficacy endpoints.  When efficacy endpoint data are unavailable because specimens that have been collected are being stored for later testing, provide a summary table indicating the proportion of participants’ specimens that have been collected, that is, compared to the number specified in the collection schedule given in the protocol.
1.2.8  Other study conduct or database items 

Describe any developments with respect to study conduct or data quality that the study staff deem important and/or the DSMB has requested be reviewed and that have not already been addressed. 

1.3. External Data
It is important that the study team bring to the attention of the DSMB any relevant data they become aware of. These data may come from published or unpublished results from studies within or outside the network. The DSMB will factor in this information in their assessment of the risk-to-benefit ratio. If the data needs to be maintained confidentially, as in the case of data not yet unblinded, this information may be better presented in the closed session report. Furthermore, if the new data may warrant immediate action (e.g., emerging safety concerns of the treatments under study) notice of this information should be submitted to the DSMB in real time.  
� Note: in some studies termination from the study may be counted as failure even without the participant undergoing an actual “assessment.”





� For example, in a study where follow-up contacts are to occur at monthly or wider intervals, it may be reasonable to consider a participant to be in the Possible Loss-to-Follow-up set if the midpoint between their missed visit and the next protocol scheduled visit has passed and they have had no subsequent contact with the site.
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