Adverse Event Subgroup – Clinical Questions
I.  Demographics 

Examples:

1. Which adverse events are elevated in patient subgroups (i.e., race, gender, age, etc.)?
II. Incidence of AE

   
(1) Types of AE (treatment vs. comparators, different dosage….)

(2) Incidence rate, ratio (IR, RD, OR, HR)

Examples: 
1. Which AEs1 are elevated in treatment vs. control? Is the occurrence of AEs elevated in particular patient subgroups? 

2. What is the trend of treatment effects, for example, risk difference, risk ratios, odds ratios, over time? 
3. Are there any event groups of special interest (e.g. cardiovascular events, hepatic event, etc)?

4. What is the safety profile of the drug?

III. AE Occurrence over time
     
(1) Time to onset (treatment vs. comparators)
  
(2) Trends of AE occurrence over time
Examples: 
1. Are there any special patterns of an AE onset? Are there any cyclical and/or seasonal patterns in AE occurrence over drug use?
2. Is there a difference in the time to event across treatment groups? 

IV. Dosage and Exposure

(1) AE occurrence across different dosages

(2) AE occurrence and treatment effects (i.e. efficacy)
Examples:
1. What is the relationship between AE occurrence and drug exposure?
V. Potential risk factors or temporal relationship of AE


(1) Baseline factors


(2) Concomitant medication


(3) AE event of interest in relationship with other prior or concurred 
AEs

Examples:
1. Is there a relationship on one AE with other concurred AEs? 
2. Is there temporal relationship between drug exposure and AE occurrence? 
3. Are there any risk factors in relation to AE occurrence? 
4. How do drug-drug interactions relate to AE occurrence?
5. Is there a relationship between AE occurrence and concomitant medication use?
VI.  Withdraw and Interruption in relation to the occurrence of AEs.

Examples:
1. Are there any AEs associated with drop-outs?
VII. Patient Profile
Examples:

1. What is the patient profile, that is, study drug/dose, concomitant medications, laboratory values, and adverse events?
2. Are laboratory elevations related to adverse events?  Are laboratory elevations and adverse events related to treatment?
1. The adverse events (AEs) addressed in these questions are not based on any one particular hierarchical level of the MedDRA library of terms.  Instead the AEs referenced in these clinical questions are irrespective of the investigator’s definition.


