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2. Study Progress and Safety Comparisons

2.1 Study Progress

Similar information presented in the open session report might better be presented in a closed session report if their presentation by coded treatment arm is planned and might lead to partial unmasking of the treatment arm assignments. 
In particular it is recommended that follow up data by treatment arm is presented in the closed session report.

Table 2.1: Completion of Follow-up Visits by Treatment Group, ITT Set

	Completion of follow-up visits
	Treatment
	

	
	A
	B
	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.

2.2  Safety Data

2.2.1  Key safety outcomes of interest

Data for key safety outcomes of interest identified in the data and safety monitoring plan should be presented first.  The key parameters of interest may be specific laboratory tests concerning chemistry or hematology, vital signs and/or specific types of adverse events.  

If mortality is not an efficacy outcome, summarize deaths here by treatment group (but if it is an efficacy outcome, summarize deaths only in the closed efficacy section of the report).  For example, report the cumulative number of deaths observed by treatment group through timepoints of interest (e.g., 1 month, 6 months and 1 year post treatment).  A more detailed comparison can be provided using survival analysis techniques like those discussed in section 3.1 to estimate the cumulative probability of death (and standard errors) by treatment group through timepoints of interest (e.g., 1 month, 6 months and 1 year post treatment).  You can display the survival data graphically by plotting Kaplan-Meier estimates of the survival curves (e.g., Figure 3.2).

Include results of statistical tests performed if such tests were described in the data and safety monitoring plan or requested by the DSMB.  Note whether the results meet any safety stopping guidelines predefined for the study.  

The sample table that follows (Table 2.1) assumes the key safety outcomes of interest are events (predefined in the protocol) leading to temporary or permanent treatment discontinuation and that statistical testing was planned only for the comparison between treatment groups of the occurrence of any event leading to permanent drug discontinuation. (Note that the events leading to early discontinuation of treatment will likely be defined differently across protocols.)

	Table 2.2 Events Leading to Drug Discontinuation by Treatment Group, Safety Set 

	
	Study Group

	Drug Discontinuation Event 
	A 

(N=XXX)


	B

(N=XXX)



	
	n
	%
	n
	%

	
	
	
	
	

	Temporary drug discontinuation
	
	
	
	

	Any grade 4 toxicity
	xx
	xx.x
	xx
	xx.x

	Grade 3 peripheral neuropathy
	xx
	xx.x
	xx
	xx.x

	Grade 3 nausea or vomiting 
	xx
	xx.x
	xx
	xx.x

	Grade 3 fever related to study drug
	xx
	xx.x
	xx
	xx.x

	
	
	
	
	

	Any temporary drug discontinuation
	xx
	xx.x
	xx
	xx.x

	      
	
	

	
	
	
	
	

	Permanent drug discontinuation
	
	
	
	

	Recurrent drug induced hepatitis or   grade 4 hepatitis
	xx
	xx.x
	xx
	xx.x

	Recurrent grade ≥ 3 elevations of liver tests or symptoms of clinical hepatitis after re-challenge
	xx
	xx.x
	xx
	xx.x

	Recurrent grade ≥ 3 peripheral neuropathy 
	xx
	xx.x
	xx
	xx.x

	Grade 3 rash
	xx
	xx.x
	xx
	xx.x

	Recurrent grade ≥ 3 nausea or vomiting
	xx
	xx.x
	xx
	xx.x

	
	 
	 
	 
	

	Any permanent drug discontinuation1
	xx
	xx.x
	xx
	xx.x

	
	
	
	
	


1p-value=0.xxxx for (indicate statistical test used) test of difference in number of participants experiencing any event requiring permanent discontinuation from assigned drug. 

2.2.2  Summary of adverse events

Although particular safety events may be of interest (see section 2.1), summary tables of all adverse events are usually also included because the intervention may cause some unexpected problems. These tables should be limited to “treatment emergent signs and symptoms (TESS)” (i.e., those not seen at baseline and those that worsened even if present at baseline).

In drug intervention studies, safety and tolerability data should be collected as comprehensively as possible, including type of adverse event, severity, onset and duration.  All adverse events should be systematically captured on case report forms designed for the study. Relatedness of adverse events to the treatment is usually classified by the site investigator according to criteria defined by the Principal Investigator (usually in the AE section of the protocol and corresponding to the categories in the CRFs).  Some specific changes in vital signs or laboratory test results may be considered adverse events, and if so, the protocol or study operations manual should clarify that an AE form should be completed for such events.

In most cases, data on the relatedness of the adverse events to the underlying disease being treated or concomitant illness will likely not be collected.  However, in some cases it may be appropriate to systematically collect such data and to present tables that both include and exclude disease or concomitant illness-related events.  Alternatively, it may be reasonable to exclude from data collection (i.e., not capture) events likely to be related to the underlying disease being treated or concomitant illness, but the rationale for such exclusions should be presented in the study protocol, analysis plan or data and safety monitoring plan. (If AEs related to the underlying disease being treated or concomitant illness are not collected or are collected but are not presented, these exclusions should be clearly indicated in the AE table titles or footnotes.)

A standard adverse event dictionary (e.g., MedDRA ) may be used to code verbatim descriptions of events to preferred terms, which are further grouped within system organ class (SOC). If a standard dictionary is not used when summarizing AEs, the related events (that probably represent the same phenomenon) may be grouped based on clinical judgment.  In comparative trials, decisions for grouping AEs should be made without considering which treatment the participant is receiving (i.e., by a blinded medical reviewer). 

It is common to provide adverse event tables with counts of the number of participants with an event within each body system or system organ class (e.g., within the digestive system) as well as the number of participants with each type of event ever reported as identified by its preferred term (e.g., diarrhea).  

Typically, the following minimal set of tabulations should be included:

· number of participants ever reporting each type of adverse event by treatment group (see Table 2.2)

· number of participants ever reporting each type of serious adverse event by treatment group (i.e., like Table 2.2 but limited to serious AEs)

· number of participants ever reporting each type of serious and (possibly or probably) treatment related adverse event by treatment group (i.e., like Table 2.2 but limited to serious, related AEs).

In the text or in a table, also report:

· the number of participants ever reporting a serious AE of any type and the total number of serious AEs of any type reported by treatment group.  (For example, “Twelve (25%) of the 48 participants in treatment group A experienced at least one serious adverse event.  A total of 18 serious AEs were reported for these 12 participants”.) 

Include statistical test results IF AND ONLY IF such tests were described in the data and safety monitoring plan or requested by the DSMB.  (If particular AEs are of primary interest, they should be reported in Section 2.1 above.)

Selected subject-specific AE listings may also be included.  For example, sample Listing 2.1  provides an example of how all serious adverse events might be displayed. 

	Table 2.3 Adverse Experiences Reported During Follow-Up, Safety Set



	
	Study Group

	
	A
	B

	
	(N = )
	(N = )

	System Organ Class/Preferred Term
	n
	%
	n
	%

	
	
	
	
	

	Any AEs reported 
	
	
	
	

	
	
	
	
	

	Blood and lymphatic system disorders
	
	
	
	

	Preferred term 1
	
	
	
	

	Preferred term 2
	
	
	
	

	Preferred term 3
	
	
	
	

	Etc.
	
	
	
	

	
	
	
	
	

	Cardiac disorders
	
	
	
	

	Preferred term 1
	
	
	
	

	Preferred term 2
	
	
	
	

	Preferred term 3
	
	
	
	

	Etc.
	
	
	
	

	
	
	
	
	

	Congenital and familial/genetic disorders
	
	
	
	

	Preferred term 1
	
	
	
	

	Preferred term 2
	
	
	
	

	Preferred term 3
	
	
	
	

	Etc.
	
	
	
	

	
	
	
	
	

	Ear and labyrinth disorders
	
	
	
	

	Preferred term 1
	
	
	
	

	Preferred term 2
	
	
	
	

	Preferred term 3
	
	
	
	

	Etc.
	
	
	
	

	
	
	
	
	

	Endocrine disorders
	
	
	
	

	Preferred term 1
	
	
	
	

	Preferred term 2
	
	
	
	

	Preferred term 3
	
	
	
	

	Etc.
	
	
	
	

	
	
	
	
	

	Eye disorders
	
	
	
	

	Preferred term 1
	
	
	
	

	Preferred term 2
	
	
	
	

	Preferred term 3
	
	
	
	

	Etc.
	
	
	
	

	
	
	
	
	

	Gastrointestinal disorders
	
	
	
	

	Preferred term 1
	
	
	
	

	Preferred term 2
	
	
	
	

	Preferred term 3
	
	
	
	

	Etc.
	
	
	
	

	
	
	
	
	


	Table 2.3 Adverse Experiences Reported During Follow-Up, Safety Set (continued)



	
	Study Group

	
	A
	B

	
	(N = )
	(N = )

	System Organ Class/Preferred Term
	n
	%
	n
	%

	General disorders and administration site conditions
	
	
	
	

	Preferred term 1
	
	
	
	

	Preferred term 2
	
	
	
	

	Preferred term 3
	
	
	
	

	Etc.
	
	
	
	

	
	
	
	
	

	Hepato-biliary disorders
	
	
	
	

	Preferred term 1
	
	
	
	

	Preferred term 2
	
	
	
	

	Preferred term 3
	
	
	
	

	Etc.
	
	
	
	

	
	
	
	
	

	Immune system disorders
	
	
	
	

	Preferred term 1
	
	
	
	

	Preferred term 2
	
	
	
	

	Preferred term 3
	
	
	
	

	Etc.
	
	
	
	

	
	
	
	
	

	Infections and infestations
	
	
	
	

	Preferred term 1
	
	
	
	

	Preferred term 2
	
	
	
	

	Preferred term 3
	
	
	
	

	Etc.
	
	
	
	

	
	
	
	
	

	Injury and poisoning
	
	
	
	

	Preferred term 1
	
	
	
	

	Preferred term 2
	
	
	
	

	Preferred term 3
	
	
	
	

	Etc.
	
	
	
	

	
	
	
	
	

	Investigations
	
	
	
	

	Preferred term 1
	
	
	
	

	Preferred term 2
	
	
	
	

	Preferred term 3
	
	
	
	

	Etc.
	
	
	
	

	
	
	
	
	

	Metabolism and nutrition disorders
	
	
	
	

	Preferred term 1
	
	
	
	

	Preferred term 2
	
	
	
	

	Preferred term 3
	
	
	
	

	Etc.
	
	
	
	

	
	
	
	
	

	Musculoskeletal, connective tissue and bone disorders
	
	
	
	

	Preferred term 1
	
	
	
	

	Preferred term 2
	
	
	
	

	Table 2.3 Adverse Experiences Reported During Follow-Up, Safety Set (continued)



	
	Study Group

	
	A
	B

	
	(N = )
	(N = )

	System Organ Class/Preferred Term
	n
	%
	n
	%

	Preferred term 3
	
	
	
	

	Etc.
	
	
	
	

	Neoplasms benign and malignant (including cysts and polyps)
	
	
	
	

	Preferred term 1
	
	
	
	

	Preferred term 2
	
	
	
	

	Preferred term 3
	
	
	
	

	Etc.
	
	
	
	

	
	
	
	
	

	Nervous system disorders
	
	
	
	

	Preferred term 1
	
	
	
	

	Preferred term 2
	
	
	
	

	Preferred term 3
	
	
	
	

	Etc.
	
	
	
	

	
	
	
	
	

	Pregnancy, puerperium and perinatal conditions
	
	
	
	

	Preferred term 1
	
	
	
	

	Preferred term 2
	
	
	
	

	Preferred term 3
	
	
	
	

	Etc.
	
	
	
	

	
	
	
	
	

	Psychiatric disorders
	
	
	
	

	Preferred term 1
	
	
	
	

	Preferred term 2
	
	
	
	

	Preferred term 3
	
	
	
	

	Etc.
	
	
	
	

	
	
	
	
	

	Renal and urinary disorders
	
	
	
	

	Preferred term 1
	
	
	
	

	Preferred term 2
	
	
	
	

	Preferred term 3
	
	
	
	

	Etc.
	
	
	
	

	
	
	
	
	

	Reproductive system and breast disorders
	
	
	
	

	Preferred term 1
	
	
	
	

	Preferred term 2
	
	
	
	

	Preferred term 3
	
	
	
	

	Etc.
	
	
	
	

	
	
	
	
	

	Respiratory, thoracic and mediastinal disorders
	
	
	
	

	Preferred term 1
	
	
	
	

	Preferred term 2
	
	
	
	

	Preferred term 3
	
	
	
	

	Etc.
	
	
	
	

	
	
	
	
	

	Table 2.3 Adverse Experiences Reported During Follow-Up, Safety Set (continued)



	
	Study Group

	
	A
	B

	
	(N = )
	(N = )

	System Organ Class/Preferred Term
	n
	%
	n
	%

	Skin & subcutaneous tissue disorders
	
	
	
	

	Preferred term 1
	
	
	
	

	Preferred term 2
	
	
	
	

	Preferred term 3
	
	
	
	

	Etc.
	
	
	
	

	
	
	
	
	

	Surgical and medical procedures
	
	
	
	

	Preferred term 1
	
	
	
	

	Preferred term 2
	
	
	
	

	Preferred term 3
	
	
	
	

	Etc.
	
	
	
	

	
	
	
	
	

	Vascular disorders
	
	
	
	

	Preferred term 1
	
	
	
	

	Preferred term 2
	
	
	
	

	Preferred term 3
	
	
	
	

	Etc.
	
	
	
	

	
	
	
	
	


	Listing 2.1 Serious Adverse Events 

 

	Center1
	ID 
	Study Group
	Date Enrolled
	Event(s)
	Date of Onset
	Days from Last Treat. to AE Onset
	Date Resolved
	Highest

Level of Severity
	AE Outcome

	xxxxxx
	#####
	A/B
	ddMONyy
	xxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxx
	ddMONyy
	###
	ddMONyy
	
	

	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	


1. Sorted by Center is recommended.

2.2.3  Discontinuation of treatment due to adverse events

Include a listing of participants discontinued from treatment (temporarily or permanently) due to adverse events sorted by participant number within treatment group.  

	Listing 2.2 Treatment Discontinuations Due to Adverse Events 



	Center1
	ID 
	Study Group
	Date Enrolled
	Event(s)
	Date of Onset
	Days of Use berfore Onset 
	Date Resolved
	Date Treat. Disc.
	Date Treat. Resumed
	Was AE Serious
	Most Severe Level

	xxxxxx
	#####
	A/B
	ddMONyy
	xxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxx
	ddMONyy
	###
	ddMONyy
	ddMONyy
	ddMONyy
	
	

	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	


1. Sorted by Center is recommended.

2.2.4  Vital signs and laboratory parameters

For some studies, the distributions of key vital signs of interest and/or laboratory parameters at various measurement times during the study may need to be summarized by treatment group.  Similarly, changes from baseline in these safety outcomes may need to be summarized by treatment group.  The number of participants with a measurement beyond a particular value may also be of interest.   

Graphs may be particularly helpful for this objective, and tables may not be necessary.
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