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Participant Safety Monitoring Protocol

We will repeatedly assess potential side effects/adverse events to monitor and enhance participant safety. Participants will complete a baseline Side Effects Checklist (SEC) at Intake (see REDCap CRF) and repeat assessments at all visits. The SEC has been used in our previous studies and includes open-ended items which allow participants to include additional concerns that are not listed in the SEC. 


Procedure:

1. The SEC completed at Intake will serve as a “baseline”. 

2. Participants will be asked to complete the standard SEC symptom checklist according to how they have felt over the last week; items will be rated in terms of presence and the severity of their symptoms. 

3. Severity of all side effects will be rated on the following scale:

a. None (0): no Concerns 
b. Mild (1): symptom present but does not interfere with daily activities
c. Moderate (2): symptom interferes with some activities
d.  Severe (3): no normal activities are possible

4. If a participant reports any issues that may require reporting to the health care provider/research coordinator/PI, the interviewer will probe to determine: 1) the exact nature of the issue reported; 2) the severity of any symptoms; 3) duration (e.g., new vs continuing), and 4) whether the symptom has become worse since treatment began.

5. Using the severity rating to guide the urgency of follow-up, study staff will consult with site-specific study HCP/PI as needed to determine course of action (see below). For all side effects that require attention, the study HCP or PI will determine a course of action (i.e., continuation and monitoring, dose reduction, subject withdrawal). Staff/HCP communication will commonly be on-site but REDCap provides a secure portal for rapid communication and documentation among site PIs and research coordinators.

6. All side effects that are considered a Serious Adverse Event (see below) will be reported to the project PIs and UB IRB (the IRB of record), as well as to the FDA and NIH (see below for protocol for adverse event reporting). The Study HCP will determine if any serious adverse event requires additional care. Such events may be referred to out-patient locations (e.g., PCPs, urgent care) or to a local emergency department.

NOTE REGARDING AD HOC REPORTING OF ADVERSE EVENTS OUTSIDE SEC REPORTING: 
If side effects are reported to study staff outside of a study visit (e.g., phone call, e-mail), the site staff should evaluate the reported symptoms based on the same scale as listed above (see #3) and report to the study team as described below. Such adverse events will be documented in either the Ad Hoc AE Form (if not an SAE) or the standard SAE instrument (CDISC Aligned Adverse Event-Serious Adverse Event CTCAE V5 0), both of which are in REDCap. 

Participant Adverse Event (AE) and Serious Adverse Event (SAE) Reporting Procedures

For any reported adverse event: Whether via the side effect checklist or while meeting with the participant, study personnel will identify and document the symptom/side effect/adverse event, which may or may not be related to medication and may or may not be an SAE. The protocol for recording adverse events and reporting the event is below:

The symptom MUST be coded by its severity and responded to according to the following protocol.

Severity Definitions:
· None (code 0):  no concerns 
· Mild (code 1): symptom present but does not interfere with daily activities
· Moderate (code 2): symptom interferes with some activities
· Severe (code 3): no normal activities are possible

Code 1 Events (symptom present but does not interfere with daily activities)

· Documented in Side Effect Checklist or Ad Hoc AE Form (no emails sent)

Code 2 Events (symptom interferes with some daily activities)

· Documented in Side Effect Checklist or Ad Hoc AE Form

· The Side Effect Checklist includes a wide range of symptoms, including symptoms that can emerge as part of quitting smoking (i.e., withdrawal-related symptoms such as irritability, anxiety, disturbance in attention, dry mouth), as well as other nonspecific symptoms (i.e., gas or flatulence, headache). Generally, changes in non-specific symptoms will be documented without further action.
· However, there are other symptoms that may lead us to potentially adjust treatment (i.e., discontinue nicotine replacement patch and/or lozenge or reduce patch dose) or suggest other ways to mitigate they symptoms.  Specifically, these are cardiac symptoms (irregular heart rate or palpitations, chest pain), dermatologic symptoms (skin swelling, skin rash or redness (not sunburn)), depressed mood, select gastrointestinal symptoms (vomiting, indigestion), and select sleep problems (insomnia, abnormal dreams). When any of these Code 2 events represents an increase from the most recent visit, they will be reported to the study physician, site PIs, and site study coordinators for review within 48 hours.

· Staff member e-mails link to REDCap Side Effect Tracking Form or Ad Hoc AE form to Study Physician, Site PI, and Site Coordinator
[bookmark: _Hlk175302637]Include PPT#, SE code 2, and 48-hour response time requirement in subject line of email (e.g., RISE9999, code 2, please respond within 48 hours). 
On [date], participant #### reported new/increased symptom(s) as severity level = 2.

The participant [is/is not] currently smoking and [is/is not] taking study medication.

These symptoms were/were not reported at a previous visit; they were previously rated as  severity =  ____.

More details can be found in REDCap at the following link: [paste link to relevant form]

Please review/complete form and let me know if - after your review - further action (documented in REDCap) should be taken.

· The study physician/PI will evaluate the information presented in the email along with any further additional information received from contact with the participant and, based upon clinical judgment, may change the code that the symptom(s) received (either increasing or decreasing in severity). The SEC data may be changed accordingly; any modifications will be tracked.

[bookmark: _Hlk175302908]	       Actions:
· Internally reviewed by the site PI and/or Study Physician.
o	Response:
• Participant [may / may not] continue in the trial, unless they decline to do so. 
• Study medication [should/ should not] be continued.
• Dose adjustments can also be considered.
· The Study Physician/PI will follow-up with participant as deemed appropriate.
· Responses will be recorded/tracked in REDcap.

Code 3 Events (no normal activities are possible)

· Documented in Side Effect Checklist or Ad Hoc AE Form
· Regardless of when Code 3 events are reported, they will be considered urgent and follow-up will be within 24 hours.
· Staff can advise participants to contact their primary care physician immediately or to call 911.
· If reported at Intake, email sent to site PI, Study Physician and Project Coordinator for immediate review. Study MD/PI may also be contacted via phone so that the situation can be resolved as soon as possible.

· Staff member e-mails link to REDCap Side Effect Tracking Form or Ad Hoc AE form to Study Physician, Site PI, and Site Coordinator

Include PPT#, SE code 3, and 24-hour response time requirement in subject line of email (e.g., RISE9999, code 3, please respond within 24 hours). 

On [date], participant #### reported new/increased symptom(s) as severity level = 3.

The participant [is/is not] currently smoking and [is/is not] taking study medication.

These symptoms were/were not reported at a previous visit; they were previously rated as severity =  ____.

More details can be found in REDCap at the following link: [paste link to relevant form]

Please review/complete form and let me know if - after your review - further action (documented in REDCap) should be taken.

· The study physician/site PI will evaluate the information presented in the email/notification, along with any further additional information received from contact with the subject and, based upon clinical judgment, may change the code that the event received (either increasing or decreasing in severity). The SEC data may be changed accordingly; any modifications will be tracked.
· Study Physician/PI will oversee recommendations and follow-up with the participant as appropriate until the event is resolved and/or the participant is stable.

      	 Actions:
· Grading for relatedness, expectedness, and seriousness of SAEs will be completed in a module REDCap (CDISC Aligned Adverse Event-Serious Adverse Event CTCAE V5 0 module in the REDcap library). 
o	Response:
• Participant [may / may not] continue in the trial, unless they decline to do so. 
• Study medication [should/ should not] be continued.
• dose adjustments can also be considered.
· The Study Physician/PI will follow-up with participant as deemed appropriate.
· Study Physician will update the PI/Project Coordinator.
· Responses will be recorded/tracked in REDCap.

· These events may be considered Serious Adverse Events, requiring additional reporting (see below), and may or may not be associated with study medication. These events include serious, unanticipated health events that happened after enrollment/since the last contact (i.e. requiring medical office visit, ER/urgent care visit and/or hospitalization). Hospital stays for non-life threatening events may not require study withdrawal. Further details of SAEs and reporting are detailed next.



What is an Adverse Event (AE)/Serious Adverse Event (SAE)? 

An adverse event is any undesirable experience associated with the use of a medical product in a patient. The event is a serious adverse event (SAE) and should be reported when the patient outcome is:

Death: Report if you suspect that the death was an outcome of the adverse event, and include the date if known. 

Life-threatening:  Report if suspected that the patient/participant was at substantial risk of dying at the time of the adverse event, or use or continued use of the device or other medical product might have resulted in the death of the patient.

Hospitalization (initial or prolonged):  Report if admission to the hospital or prolongation of hospitalization was a result of the adverse event.

Emergency room visits that do not result in admission to the hospital should be evaluated for one of the other serious outcomes (e.g., life-threatening; required intervention to prevent permanent impairment or damage; other serious medically important event).

Disability or Permanent Damage: Report if the adverse event resulted in a substantial disruption of a person's ability to conduct normal life functions, i.e., the adverse event resulted in a significant, persistent or permanent change, impairment, damage or disruption in the patient's body function/structure, physical activities and/or quality of life.

Congenital Anomaly/Birth Defect: Report if you suspect that exposure to a medical product prior to conception or during pregnancy may have resulted in an adverse outcome in the child.

Required Intervention to Prevent Permanent Impairment or Damage (Devices): 
Report if you believe that medical or surgical intervention was necessary to preclude permanent impairment of a body function, or prevent permanent damage to a body structure, either situation suspected to be due to the use of a medical product.

Other Serious (Important Medical Events):
Report when the event does not fit the other outcomes, but the event may jeopardize the patient and may require medical or surgical intervention (treatment) to prevent one of the other outcomes. Examples include allergic bronchospasm (a serious problem with breathing) requiring treatment in an emergency room, serious blood dyscrasias (blood disorders) or seizures/convulsions that do not result in hospitalization. The development of drug dependence or drug abuse would also be examples of important medical events.

Note: Planned/scheduled surgical procedures that require a hospitalization for observation or management are NOT SAEs.
- They should be documented as an AE in REDcap.
- We DO need to report them to the IRB as an AE, not an SAE, because it is a hospitalization. 
- We DO NOT report to NIH as they have stated that they don't consider it a reportable SAE.


Reporting Timelines (CRC & PI at each site)
· IRB:
· Death:
· Within 24 hours upon learning of unanticipated study-related death, notify the lead site (UB) so that the IRB can be notified via email or fax; when reporting please provide a brief summary of event.
· Within 1 week (5 business days), send to the lead site (UB) a Safety Event submission with mandatory fields completed in REDcap.
· Reportable SAE
·  Within 5 business days of the investigator becoming aware of the event notify the lead site/ IRB with Safety Event submission
· Other Event Requiring Prompt Reporting
· Within 10 business days of the investigator becoming aware of the event, send a Safety Event submission to lead site (UB)
· NCATS/NIH:
· All SAEs - Within 72 hours of the PI becoming aware of the event; only SAEs with attribution of possible or greater 

Site Responsibilities

· Complete documentation of SAE event in REDcap
· Subject ID, age, sex, and a narrative of the SAE plus action taken by the team if relevant, documenting what symptoms occurs, what treatment occurred, dates of symptom onset, duration and treatment, duration of hospitalization, if <24hr hospitalization, relevant prior medical history, actions taken by staff (if relevant).
· Specify whether event/symptom is expected, attribution and CTCAE 5.0 category 
· We will use the CDISC Aligned Adverse Event-Serious Adverse Event CTCAE V5 0 module in the REDcap library (May 13, 2022, posted by brenda.minor@vumc.org). This is the collection of common data elements used in the Adverse Events/Serious Adverse Events module and is the CDISC aligned version that should be used for FDA reporting.
Acknowledgement:
NCI CRF Harmonization and Standardization Initiative. https://wiki.nci.nih.gov/display/CRF/CRF+Harmonization+and+Standardization

        ●    Forward report of SAE to UB
· UB team will review SAE report and submit to IRB


Additional Reporting Requirements (IRB, NIH, FDA)

Reporting
· The project coordinator is responsible for reporting side effects that are considered serious adverse events to the UB IRB, as well as NIH and FDA.
· Note that a Serious Adverse Event may or may not be related to the participant’s treatment.
· Any death is a Serious Adverse Event, and shall be reported whether it is related to study participation or not.

SAE Reporting Period. The SAEs that are subject to this reporting provision are those that occur from after the first dose of study medication through the last of dose of study medication. Study staff will assist FDA or other regulatory staff in investigating any SAE and will provide any follow-up information reasonably requested.

SAE Reporting Procedures. If an event is to be classified as a Serious Adverse Event (SAE), it must be reported to the sponsor (NIH/NCATS, THE IRB, and the FDA within 72 hours.


Contact Information:

Food and Drug Administration: Telephone 1-800-FDA-1088; Fax 1-800-FDA-0178; Internet  http://www.fda.gov/medwatch/report.htm

MedWatch: The FDA Safety Information and Adverse Event Reporting Program; Food and Drug Administration; 5600 Fishers Lane; Rockville, MD 20857-9787

RISE_HCP_v2024-10-22
