Division of AIDS Risk Worksheet Guidelines

This worksheet is designed to assign risk levels to protocols for prioritizing clinical site monitoring resources.  To ensure consistency of responses, please refer to the following guidelines while completing the worksheet.

1. STUDY INTERVENTION 
Q. 1.1. Is this an intervention study?  
Yes – This is a study of humans to investigate the safety and/or efficacy of a drug, biologic, gene therapy, vaccine, behavior, device, strategy or procedure.
(Go to question 1.2)
No – This is an observational study, where the Investigator records observations for analysis without any intervention.  
(Skip to question 1.3)
Q. 1.2. Select intervention category.  
In protocols where study product and another intervention are being evaluated (e.g. drug and behavioral interventions under study), select “study product”.
Study Product - Select this answer for protocols evaluating an intervention which is a drug, vaccine, biologic, or device.  This includes studies where the product is provided for by the study or identified in the protocol as being a study product.  
(Skip to question 1.4)

Other intervention – Select this answer for protocols evaluating strategy, behavioral, procedural or other intervention which is not a drug, vaccine, biologic or device.  
Strategy study is a clinical trial designed to evaluate different approaches for the use or application of an intervention.  The primary study objective is to determine how to optimally use a study intervention, and not to characterize the study intervention.]
Behavioral study is a clinical study of a specific program or behavioral intervention (e.g. health promotion education, counseling) on the effect of targeted health outcomes (e.g. reducing risk of acquiring HIV).
Procedural study is a clinical trial of a specific procedure as an intervention.  (e.g. randomized controlled trial of male circumcision as compared to no circumcision to evaluate prevention of HIV) 
(Skip to question 1.6)

Q. 1.3. In general, observational studies are not monitored.  Is an exception recommended to request monitoring of this observational study?
Yes – Monitoring is requested for this observational study 
· Provide justification for monitoring this observational study.  (e.g. feasibility studies which are designed to ensure sites are prepared to conduct future intervention studies) 
(Skip to question 2) 
No – Site monitoring is not necessary for this study

(STOP)
Q. 1.4. Indicate the phase of study
For interventional studies identified as “pilot” or “n/a” phase, select the applicable phase.
· Phase I  includes Phase 0, I and I/II 

· Phase II includes Phase II, IIa, IIb (for treatment interventions, including therapeutic vaccines) and II/III 

· Phase III includes Phase III, IIb (for vaccine/preventive interventions), and III/IV 

· Phase IV protocols evaluate study products approved by FDA for the indication and population under study in the protocol
(Continue to next) 
Q. 1.5. Indicate the IND status of the protocol
IND status can generally be determined from the protocol title page.
Refer to the DAIDS-ES protocol quick summary for network protocols.
“IND trial” is selected for all IND studies, whether DAIDS or another sponsor hold the IND.
If needed, refer to Regulatory Affairs Branch (RAB) staff.
· IND trial
· Non- IND
(Continue to next)
Q. 1.6. Indicate the level of potential harm/toxicity of the intervention(s) within the target population

Use the following guidelines to make this determination.  In cases where the protocol identifies more than one study population, the focus is on the study population with the greatest potential risk for harm/toxicity (e.g. fetuses and neonates in prevention of maternal to child transmission protocols).   
Guidelines:  
· Low potential for harm/toxicity – Safety profile well-described for the target population and mild/infrequent harm/toxicities expected overall, resulting in a highly favorable intervention risk/benefit ratio for the indication/population being studied.  Life-threatening adverse events may be possible, but clearly occur only rarely.
Examples:  

Treatment interventions:  As expected with a well-established, first-line ARV combination in the usual adult or pediatric clinic population.  
Prevention interventions:  Overall minimal harm/toxicities expected based on a very substantial amount of accumulated experience. 
· Moderate potential for harm/toxicity – Safety profile for target population is not fully described (is under continued investigation) and/or moderate to severe grade harm/toxicities may be expected at moderately higher rate than for standard low risk interventions.  Risk/benefit ratio is not as favorable, but still clearly acceptable for the indications/population being studied.  
Examples: 
Treatment interventions:  Mild to severe adverse events may be expected to occur at a moderately higher frequency than for a well established, first-line ARV combination, but life-threatening AEs expected to be rare. 
Prevention/vaccine interventions:  Early stage evaluation of new agents that could potentially have more than minimal harm based on (limited) existing data. 
· High potential for harm/toxicity –Safety profile for the target population not yet described and/or moderate-to-severe or life-threatening harm/toxicity expected at a substantially higher rate than for low risk/standard interventions.  Risk of harm is high but justified by expected benefit, or risk/benefit ratio is not yet established as clearly favorable for the population/indication being studied.  
Examples: 
Treatment interventions:  Moderate to severe adverse events may be expected to occur substantially more frequently than with a well-established, first line ARV therapy and/or life-threatening events are expected to occur more frequently than rarely base on existing evidence. Also, first-in-human trials or only minimal safety data are available.
Treatment and Prevention interventions:  Generally applicable only to first-in-human trials or very early stage evaluations with minimal available safety data.

(Continue to next)
2. HUMAN SUBJECTS PROTECTION 
The Human Subjects Protection category considers protocol requirements for special social harms procedures and special informed consent procedures.  
Q. 2.1.  Does the protocol require special social harms procedures?

Special social harms procedures do NOT include:  

· routine collection of social harms (e.g. per HVTN standards); or

· routine counseling

No – The protocol does not require special social harms procedures.
Yes – The protocol requires special social harms procedures.
(Continue to next) 
Q. 2.2.  Does the protocol require special informed consent procedures?

Special informed consent procedures do NOT apply to:  

· adult populations generally capable of providing informed consent; 

· routine parental consent for children < 7 years of age (or fetuses)
· routine test of understanding; 

No – protocol does not require special informed consent procedures

Yes – The protocol requires special informed consent procedures to address moderate concerns.
Examples of need for special informed consent procedures addressing moderate concerns include: 
· assent by children > 7 years old; 

· health status potentially impairing the ability to focus on IC procedure but where cognitive impairment is not a requirement for participation (e.g. extreme fatigue caused by wasting or TB/HIV co-infection) and distinct from more severe cognitive impairment (see below).
Yes – The protocol requires special informed consent procedures to address potentially serious concerns.
Examples of need for special informed consent procedures addressing potentially serious concerns include: 
· waiver of parental consent; 

· minors able to consent on their own; 

· guardianship issues; 

· wards; 

· impaired cognition is especially likely in the study population (e.g. cryptococcal meningitis study); 

· two or more informed consent characteristics under the moderate category above; 

· any other issue requiring a special IC procedure

3. STUDY COMPLEXITY
The Study Complexity category considers possible risks to study integrity related to the study design and the intensity of evaluations.  
Q 3.1. What is the level of study design complexity? 

· Low complexity – no placebo, may include no more than one randomization, may include two steps/phases.
· Moderate to high complexity – use of placebo, more than one randomization (e.g. factorial design) and/or more than two steps/phases; studies with multiple types of study populations (e.g. mothers and infants, HIV-discordant couples); complex study agent administration/management.
Q 3.2. What is the shortest interval between study visits (at any point in the study)? 
· Low – visits scheduled no more than 28 days apart (4 weeks)
· Medium – visits scheduled 14 - 27 days apart
· High– visits scheduled 1 - 13 days apart
Q 3.3. What is the most intense study visit after the baseline/entry visit?
· Low – Only routine/non-intensive evaluations, for example:  un-timed blood draws; non-invasive sample collection/testing; simple, non-invasive imaging procedures; brief/simple questionnaires.
· Medium – 1-2 non-routine evaluations, for example:  timed or invasive sample collections/testing; time-intensive imaging procedures; complex questionnaires; evaluations requiring coordination with multiple departments.
· High – ANY protocol-mandated hospitalizations, AND/OR > 3 non-routine evaluations (e.g., timed or invasive sample collection/testing; time-intensive imaging procedures; complex questionnaires; coordination with multiple departments).
4. ADDITIONAL FACTORS
Q. 4. Specify additional factors warranting additional points for prioritizing allocation of site monitoring resources
· Additional Factors (Check all that apply): 

· Non-network protocol – to include investigator-initiated and other research performed outside of a DAIDS-supported and DAIDS-collaborative clinical trials network   
NOTE:  CHAVI, DoD, IAVI, PAVE and VRC are collaborative networks.
· Program staff has concerns regarding study team level of experience.
· A “registrational” trial OR a study likely to change the present standard of care

· A registrational trial is presumed, at the time of this assessment, to be a key study to provide data necessary for approval of possible future New Drug Application (NDA), Biologic License Application (BLA) or supplemental (sNDA or sBLA) submissions to the FDA.  

· Studies where the outcome is likely to change or significantly impact the present standard of care (e.g. have a direct impact on care guidelines) but licensing or re-labeling of the study product is unlikely. 
· Other serious concerns may be specified here.
· None – (STOP)
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