HIV Prevention Trials Network

 Protocol Clarification Memorandum #1 for:

HPTN 046:  A Phase III trial to determine the efficacy and safety of an extended regimen of nevirapine in infants born to HIV-infected women to prevent vertical HIV transmission during breastfeeding, Version 1.0, dated 10 October 2003 
Date of Clarification Memo:  April 7, 2004 

	Summary of Revisions and Rationale

1. To simplify data collection procedures and data analysis, the timeframe for reporting infant concomitant medications (Section 5.8 of the protocol) on case report forms for entry into the study database has been clarified so that it is consistent for all participants, regardless of dosing duration, and consistent with the AE reporting requirements.  Infant concomitant medications will be reported through 8 months of life rather than through eight weeks post dosing.  

2. The specimen storage and future testing requirements section is clarified to reflect that plasma HIV-1 RNA viral load assays may be performed at the either the HPTN Central Laboratory (CL) at Johns Hopkins University or at qualified site laboratories.  

3. To eliminate an inconsistency with the Maternal Evaluations Table in Appendix 1A and Maternal Screening and Follow-up Evaluations in Section 5.1, the testing requirements for mothers in the case of early withdrawal specified in Section 5.3 of the protocol are clarified to indicate that mothers will be asked to provide a specimen for HIV RNA PCR and NVP resistance testing rather than for NVP concentration.  

4. Protocol version 1.0 states that in the case of multiple births, infants will be included in the study only if both/all are eligible and will be randomized to the same study arm, but does not address the case in which only one infant of a multiple birth survives.  Therefore, the infant randomization criterion for multiple births is clarified to indicate that if only one infant of a multiple birth is alive, he/she could be enrolled if he/she otherwise meets all of the criteria.

5. The Confidentiality Section has been corrected to indicate that participant identifiers will be used according to the DAIDS SOPs for Source Documentation and Essential Documents.  There is no requirement that study records bearing participant names be stored separately from those with participant identification numbers.  Secure storage of all records has been emphasized.  




Implementation

The procedures clarified in this memorandum have been approved by the NIAID and NICHD Medical Officers and are to be implemented immediately upon issuance.  IRB approval of HPTN 046 Protocol Clarification Memorandum #1 is not required by the sponsor, however sites may submit the clarification memo to the responsible IRBs/ECs for their information. 

No change in the informed consent forms is necessitated by or included in this Clarification Memo.  
The modifications included in this Clarification Memo will be incorporated into the  first full protocol amendment.  Text noted below by strikethrough will be deleted; text appearing below in bold will be added.   

1.  Section 5.8

Infant Concomitant Medications

Infant systemic medications including only antibiotics, antiretrovirals, antifungals, and antimicrobicides used in infants will be recorded on applicable study case report forms through 8 weeks post dosing 8 months of life.  Mothers’ reported receipt of other antiretrovirals will also be assessed at each infant follow-up visit while breastfeeding to record infant exposure via breast milk.

2.  Section 10.2 
Central Laboratory Specimens: Storage and Future Testing

The following note has been added to the bottom of Section 10.2: 

NOTE:  Site labs that meet the ongoing assay certification requirements overseen by the HPTN CL may perform the plasma HIV-1 RNA assays locally.  

3.  Section 5.3
Maternal Evaluations in the Case of Early Withdrawal

All mothers completing the 18-month evaluation will have fulfilled the maternal clinical and laboratory evaluation requirements for the study.  Enrolled mothers of randomized infants who discontinue the study prior to the 18-month evaluation will have the following clinical and laboratory evaluations performed, if possible, but will also be discontinued from the study:

· Interim medical history 

· Symptom directed physical exam

· Plasma storage for NVP concentration HIV RNA PCR and NVP resistance
4.  Section  4.2
  Infant Randomization Criteria

In the case of a multiple birth, infants will be included in the study only if both/all are eligible and will be randomized to the same study arm.  If only one infant of a multiple birth is alive, he/she may be enrolled if he/she otherwise meets all of the criteria.

5.  Section 9.5
Confidentiality

All study-related information will be stored securely at the study site.  All participant information will be stored securely in areas with access limited to study staff.  To maintain participant confidentiality a coded number will identify all study specific laboratory specimens, reports, study data collection, process, and administrative forms.  All study records that contain names or other personal identifiers will be stored separately from other study records.  Study-specific laboratory specimens, case report forms or documents that are transferred or transmitted off-site for processing will be identified by a coded number only, to maintain participant confidentiality.  All local databases will be secured with password-protected access systems.  Forms, lists, logbooks, appointment books, and any other listings that link participant ID numbers to other identifying information will be stored in a separate area with limited access.  The use of participant identifiers on study records will comply with the DAIDS SOPs for Source Documentation and Essential Documents.
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