HPTN 046 Protocol Safety Review Team Plan

Introduction

A three-tiered safety review process will be employed during the conduct of HPTN 046.  The first tier includes close monitoring of all trial participants by on-site study staff, rapid NIH Medical Officer review of adverse event reports submitted to the DAIDS Regulatory Compliance Center (RCC) from the sites in an expedited manner (EAEs), and the ongoing review of safety data by clinical staff of the HPTN Statistical and Data Management Center (SDMC).   The second tier includes frequent routine review of safety data by a Protocol Safety Review Team (PSRT).  The role of the PSRT is the primary subject of this document and is outlined below.  The third tier of the safety review process is the periodic review by the NIAID Data and Safety Monitoring Board (DSMB).  Through this three-tiered system, both individual and aggregate safety data are reviewed and evaluated on an ongoing basis by qualified personnel through a consistent and methodical process.
Roles of the PSRT

The roles of the PSRT are:

· To conduct regular reviews of standardized reports of study safety data.   During the dosing phase of the study (while infants at any site are receiving study drug), the PSRT will convene via conference call on the 2nd and 4th Thursday of the month, at 11 am EST.  The frequency of calls will be evaluated approximately every 6 months by the PSRT, at which time report and/or call frequency may be changed.  

· To respond to queries from site staff on eligibility determination and conditions for exclusion from initial drug dosing.  

· To consider and rapidly respond to queries from study staff regarding study drug dosing discontinuation or resumption following occurrence of toxicities as outlined in Appendix IV of the study protocol.  Additionally, when a site reports any condition that results in study drug being held with resumption pending PSRT consultation, the PSRT will be convened via conference call within two business days of receipt of the report to make a final determination (unless this is done via email in the interim).  

· To respond to queries from the SDMC Study Team when information is needed to guide clinical data management and safety reporting.  The DAIDS Medical Officer is designated as the point person for SDMC staff queries, and will consult with other PSRT members as needed.

The Protocol Co-Chairs or Medical Officers have ultimate responsibility for providing an answer to the site within three business days following receipt of a query.  All members of the PSRT are encouraged to review the information provided by the site and to offer their opinions, and ad hoc calls will be held within that time-frame, as needed.  However, final responsibility for communicating a decision rests with the Protocol Co-Chairs or Medical Officers on behalf of the PSRT.  This responsibility will be rotated among the Protocol Co-Chairs and Medical Officers on an approximately monthly basis. A standard format for site queries will be used to elicit sufficient detail to allow the PSRT to make an informed determination (form attached). 
Site clinicians may be asked to participate in the routine or ad hoc calls to provide additional information and respond to PSRT members’ questions.  

As noted above, the NIAID DSMB will conduct periodic reviews of study data (at least annually). In the interim, should any safety concerns be identified by the PSRT, these will be referred to the DSMB, the HPTN Study Monitoring Committee, the US FDA, and the study drug manufacturer as appropriate. 

PSRT Composition

The following individuals will serve as members of the HPTN 046 PSRT:

· Jerry Coovadia, Protocol Chair and PSRT Chair 

· Sheryl Zwerski, NIAID Medical Officer

· Lynne Mofenson, NICHD Medical Officer

· Ying Chen, Protocol Statistician

· Laura Guay, Site-Affiliated Investigator

· Avinash Shetty, Site-Affiliated Investigator 

· Marita McDonough, Pharmaceutical Company Representative

· Steve Wroblewski, SDMC Clinical Affairs Safety Associate (CASA)

The HPTN CORE (FHI) Protocol Specialist and SDMC (SCHARP) Project Manager assigned to the protocol will also participate in and facilitate PSRT calls and reviews. 

When appropriate, observers to the PSRT calls may include:
· CORE Associate Directors (ADs)

· SDMC Statistical Research Associates

· DAIDS PAB Protocol Pharmacist

· HPTN Central Lab Representatives 
Ideally, all members of the PSRT will participate in all routine and ad hoc conference calls; however, a quorum of at least four members is required.  The quorum must include:

· PSRT Chair or Protocol Co-Chair (Guay or Shetty) 

· NIAID Medical Officer or NICHD Medical Officer
· SDMC CASA
Routine Data Summaries:  Content, Format and Frequency

The SDMC will generate and post to the web (www.scharp.org/HPTN) standard data reports – without reference to study arm – to the PSRT 3 days prior to routinely scheduled review calls.  

The following will be included in the standard data reports regardless of relatedness: 

· Grade 2 and higher hepatic clinical and laboratory abnormalities 

· Grade 2 and higher rashes

· All other Grade 3 and 4 clinical and laboratory events/abnormalities
· All other adverse events that meet the criteria for expedited reporting to DAIDS (EAEs) as defined in the study protocol and the DAIDS EAE Manual.  
Reports will include summary information regarding the number and frequency events that meet the criteria specified above organized by body system (using MedDRA Systems Organ Class (SOC) terms), severity and relatedness.  Individual participant profile reports will be supplied on an ad hoc basis in response to specific queries resulting from PSRT review. 

Sample report shells are available on the web through a secure access (www.scharp.org/HPTN); please contact SCHARP for access to these pages.  (Note that the sample tables do not reflect all of the MedDRA SOC terms that will be included in the tables actually generated for the study.)   
On the routine data review calls, the DAIDS Medical Officer will also summarize any additional EAE reports received from the sites since the cut-off date for the SDMC data summary.   

PSRT Communications

An email alias (046PSRT@HPTN.org) will be used to facilitate PSRT communications.  Queries from the sites, data summaries from the SDMC and other correspondence are to be sent to this address, which includes all of the individuals listed above.
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