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1. Introduction

1.1 Background and Prior Research
[Describe pertinent background information (e.g., the epidemiology of HIV/AIDS in the target study population) and the results of relevant prior studies of the study treatment/product/intervention.  Use additional subsection headings to organize all relevant available information.]
1.2 Rationale

[Describe the rationale for the study overall and its relevance to the HPTN research agenda.  If applicable, describe the rationale for the study treatment/product/intervention dose regimen and the rationale for the control condition. If applicable, describe the applicability of the intervention to the study population post-study.]

1.2.1 More info

Text
2.0 STUDY OBJECTIVES AND DESIGN

2.1 Primary Objectives

The primary objectives of this study are to:

[Be sure to state the objectives in terms of measurable outcomes.]
2.2 Secondary Objectives

The secondary objectives of this study are to:

[Be sure to state the objectives in terms of measurable outcomes.]

2.3 Study Design

[Provide a 1-2 page description of the study design. Reference the design figure and Appendices as applicable. Be sure to address the following:  phase of study; single- or multi-center; participating study sites; study treatment arms; randomization scheme, blinding procedures; schedule of study visits and procedures.  For primary endpoints ascertained via a laboratory testing algorithm (i.e., HIV antibody testing), specify the testing algorithm in an appendix.  HIV antibody testing algorithms that have been approved for use in adult HPTN studies by the HPTN Central Lab are appended to this document (and are available as PowerPoint files on FHI/HPT shared drives). If a Protocol Team would like to specify an alternative HIV testing algorithm, prior approval of the alternative algorithm should be sought from the Central Lab.]
3.0 STUDY POPULATION

### [type of participants (e.g., HIV-uninfected injection drug users)] will be included in this study.  Participants will be selected for the study according to the criteria in Section 3.1 and 3.2 [and the guidelines in Section 3.5].  They will be recruited, screened, and enrolled as described in Section 3.3 [and assigned to a study treatment/product/intervention group as described in Section 7.4]. Issues related to participant retention and withdrawal from the study are described in Sections 3.6 and 3.7, respectively.

3.1 Inclusion Criteria

[Type of persons (e.g., men, women, adults, adolescents)] who meet all of the following criteria are eligible for inclusion in this study:

3.2 Exclusion Criteria

[Type of persons (e.g., men, women, adults, adolescents)] who meet any of the following criteria will be excluded from this study:

3.3 Recruitment Process

[Describe the strategy/process by which participants will be recruited, screened, and enrolled in the study.]

3.4 Co-Enrollment Guidelines

[Describe applicable allowances/restrictions on enrollment in other research studies, if any.  Frequently, this section will be deleted.]

3.5 Participant Retention

[Tailor as needed:]

Once a participant enrolls in this study, the study site will make every effort to retain him/her for [xx] months of follow-up in order to minimize possible bias associated with loss-to-follow-up.  Optimally, participant retention procedures will be established such that loss rates do not exceed the incidence rate of the primary study outcome. Study site staff are responsible for developing and implementing local standard operating procedures to target this goal.  Components of such procedures include:

· [Thorough explanation of the study visit schedule and procedural requirements during the informed consent process, and re-emphasis at each study visit.

· Thorough explanation of the importance of all [number] study treatment groups to the overall success of the study.

· Collection of detailed locator information at the study Screening Visit, and active review and updating of this information at each subsequent visit.

· Use of mapping techniques to establish the location of participant residences and other locator venues.

· Use of appropriate and timely visit reminder mechanisms.

· Immediate and multifaceted follow-up on missed visits.

· Mobilization of trained outreach workers or “tracers” to complete in-person contact with participants at their homes and/or other community locations.

· Regular communication with the study community at large to increase awareness about HIV/AIDS and explain the purpose of HIV prevention research and the importance of completing research study visits.]

3.6 Participant Withdrawal

Regardless of the participant retention methods just described, participants may voluntarily withdraw from the study for any reason at any time. The Investigator also may withdraw participants from the study in order to protect their safety  and/or if they are unwilling or unable to comply with required study procedures after consultation with the Protocol Chair, DAIDS Medical Officer, SDMC Protocol Statistician, and CORE Protocol Specialist. [If applicable, describe any study-specific withdrawal and/or replacement criteria here.]  

Participants also may be withdrawn if the study sponsor, government or regulatory authorities, or site IRBs/ECs terminate the study prior to its planned end date.

Every reasonable effort will be made to complete a final evaluation (as described  in Section 5.x) of participants who terminate from the study prior to [planned termination time period, e.g., Day 21, Month 24], and study staff will record the reason(s) for all withdrawals from the study in participants’ study records.

[Be careful in this section not to confuse discontinuation of treatment/product/ intervention with withdrawal from the study.  The protocol should make clear that participants who discontinue treatment shall be maintained in follow-up as originally scheduled whenever possible.]

4.0 STUDY TREATMENT/PRODUCT/INTERVENTION

[Tailor this section as needed to reflect the specific study treatment/product/intervention. Eliminate this section for observational studies.]

4.1 Treatment/Product/Intervention Formulation/Content

[For behavioral studies, describe the content of each intervention “module” here.]

4.2 Treatment/Product/Intervention Regimen(s)

Text

4.3 Treatment/Product/Intervention Administration 

Text
4.4 Treatment/Product/Intervention Supply and Accountability

[If applicable:] The site pharmacist must maintain complete records of all study drugs/products received from the NIAID Clinical Research Products Management Center [and/or the drug/product manufacturer] and subsequently dispensed to study participants. All [used/unused/both] supplies must be returned to the NIAID Clinical Research Products Management Center after the study is completed or terminated.
4.5 Adherence Assessment

[If applicable, describe how adherence to the study treatment/product/intervention will be assessed/measured.  State study-specific definitions of adherence and describe replacement “rules,” if any.]

4.6 Toxicity Management

[If applicable, describe how treatment/product/intervention regimen(s) will be modified in response to observed side effects/AEs.  State criteria for withdrawal from treatment.]

4.7 Concomitant Medications

[This section is not likely applicable for behavioral studies.]

[Note whether any concomitant medications are exclusionary for the study. For example, “Enrolled study participants may continue use of all concomitant medications — except those listed under criteria for exclusion or treatment discontinuation — during this study.”  Or  “Use of the following concomitant medications is not be permitted by enrolled study participants: …”]

All concomitant medications [taken or received by participants within the X weeks prior to study enrollment] will be reported on applicable study case report forms. In addition to prescribed and over-the-counter medications [tailor as needed:  vitamins, herbal remedies, and other traditional preparations will be recorded.  Alcohol and recreational or street drug use will be recorded in clinical progress notes if needed for interpretation/documentation of observed participant health status.]  Medications used for the treatment of AEs that occur during study participation also will be recorded on applicable study case report forms.

5.0 STUDY PROCEDURES

An overview of the study visit and procedures schedule is presented in Appendix I. Presented below is additional information on visit-specific study procedures. Detailed instructions to guide and standardize all study procedures across sites will be provided in the study-specific procedures manual.
[Include a separate subsection for each study visit, or each type of visit.  If applicable, include a subsection describing procedures to be performed for participants who withdraw from the study prior to their scheduled end date.  Note in each section the allowable visit window and the procedures to be performed.  At screening (and enrollment, if applicable), note that written informed consent will be obtained prior to the initiation of any study procedures.]

6.0 SAFETY MONITORING AND ADVERSE EVENT REPORTING

[This section may not be applicable for all studies, particularly non-IND studies. On the other hand, for some behavioral studies, this section maybe modified to present study-specific “social harm” monitoring and reporting requirements.  Also, for studies of licensed medications, this section may need to be modified to reflect the reporting requirements of the MedWatch system.]

6.1 Safety Monitoring 

Close cooperation between the Protocol Chair(s), study site Investigator(s), NIAID Medical/Program Officer, CORE Protocol Coordinator, SDMC Biostatistician, and other study team members will be necessary in order to monitor participant safety and respond to occurrences of toxicity in a timely manner. The team will meet via conference call every xx weeks during the period of study implementation, and additional ad hoc calls will be convened if required.

[Note whether the study is subject to oversight by the DAIDS Vaccine and Prevention Data Safety and Monitoring Board (DSMB) and the frequency of DSMB review.  Also note any planned interim analyses (and reference Section 7.5 if applicable) and list any study stopping rules.]

[Describe any other planned data and monitoring to be undertaken by the protocol team.  This is particularly important for Phase I/II studies that are not subject to DSMB review.  The following is an example:  “The study site Investigators are responsible for continuous close monitoring of all adverse events (AEs) that occur among study participants, and for alerting the rest of the protocol team if unexpected concerns arise. Accrual will be suspended if two or more study participants experience a grade 3 or higher AE (as defined by the DAIDS Standard Toxicity Tables) judged possibly, probably, or definitely related to product use. The protocol team then will review all pertinent safety data and determine whether to continue accrual and product use.  A decision to stop the trial may be made by the protocol team at this time, or at any such time that the team agrees that an unacceptable type and/or frequency of AEs has been observed.”]

6.2 Adverse Event Reporting Requirements

An adverse event (AE) is defined as any untoward medical occurrence in a clinical research participant administered an investigational product and which does not necessarily have a causal relationship with the investigational product.  As such, an AE can be an unfavorable or unintended sign (including an abnormal laboratory finding, for example), symptom or disease temporally associated with the use of an investigational product, whether or not considered related to the product.

[Tailor as needed to reflect study requirements and local procedures for participants to contact and seek evaluation from study staff in response to treatment-related events, other events, and urgent/emergent events:]  Study participants will be provided a 24-hour telephone number and instructed to contact the study clinician to report any AEs they may experience, except for life-threatening events, for which they will be instructed to seek immediate emergency care. Where feasible and medically appropriate, participants will be encouraged to seek evaluation where the study clinician is based, and to request that the clinician be paged or otherwise contacted upon their arrival.  With appropriate permission of the participant, whenever possible records from all non-study medical providers related to AEs will be obtained and required data elements will be recorded on study case report forms.  All participants reporting an AE will be followed clinically, until the AE resolves (returns to baseline) or stabilizes.

Study site staff will document on study case report forms all AEs reported by or observed in enrolled study participants regardless of severity and presumed relationship to study product.  All AEs will be graded using the DAIDS Table for Grading Severity of Adverse Experiences (also referred to as the “Toxicity Table”). The investigator or designee will assess the relationship of all AEs to the study product based on the DAIDS SAE Reporting Manual for the HPTN, the Investigator’s Brochure, and his/her clinical judgment.  Both the DAIDS SAE Reporting Manual for the HPTN and the Toxicity Table are provided in the study-specific procedures manual and are available at the following website:  

http://www.hptn.org/network_information/regulatory_resources.htm
6.3 Serious Adverse Event Reporting Requirements
Site staff will report all AEs that meet serious adverse event (SAE) reporting requirements according to the procedures set forth in the DAIDS SAE Reporting Manual for the HPTN.  Specifically, DAIDS-defined [choose one: “standard” or “intensive” or “neonate/infant”] reporting requirements will be followed for this study.  Information on all AEs will be included in reports to the US Food and Drug Administration (FDA), and other applicable government and regulatory authorities.  Site staff will report information on all AEs and SAEs to their Institutional Review Board (IRB)/Ethics Committee (EC) in accordance with all applicable regulations and local IRB/EC requirements.

7.0 STATISTICAL CONSIDERATIONS

7.1 Review of Study Design

[Re-state the study design in 1-2 sentences (consider using the design statement from the Schema).]

7.2 Endpoints

[List the endpoint(s) to be measured for each study objective.  Endpoints should be described in terms of measurable outcomes observed in participants over the course of the study (e.g., HIV infections, STD infections, grade 3 adverse events, episodes of unprotected sex, episodes of needle sharing).  Typically, the study data analysis plan will specify that calculations be performed on the number of endpoints observed (e.g., HIV infection rates, proportion of participants who report unprotected sex), and that study effect measures will be based on these calculations (e.g., relative risks of HIV infection). These calculated measures should not be listed as endpoints per se, however their use for purposes of statistical analysis should be described in detail in Section 7.6 below.]

[Note:  For primary endpoints ascertained via a laboratory testing algorithm (i.e., HIV antibody testing), specify the testing algorithm in an appendix.  HIV antibody testing algorithms that have been approved for use in adult HPTN studies by the HPTN Central Lab are appended to this document (and available as PowerPoint files on FHI/HPT shared drives). If a Protocol Team would like to specify an alternative HIV testing algorithm, prior approval of the alternative algorithm should be sought from the Central Lab.]

7.2.1 Primary Endpoints

Consistent with the primary study objective to [summarize objective], the following endpoint(s) will be assessed:

Consistent with the primary study objective to [summarize objective], the following endpoint(s) will be assessed:

[If only one endpoint is specified, the above should be collapsed into a single sentence without bullets.]

7.2.2 Secondary Endpoints

Consistent with the secondary study objective to [summarize objective], the following endpoint(s) will be assessed:

Consistent with the secondary study objective to [summarize objective], the following endpoint(s) will be assessed:

7.3 Accrual, Follow-up, and Sample Size

[State the overall sample size and site-specific accrual targets, if any.  Describe the accrual plan (e.g., number of participants expected per week or month) and reference replacement rules, if any, in Section 4.5.  Note any caps on the total number of participants to be accrued (overall and by site) as well as any plans to adjust site-specific accrual targets during the accrual period.]

[Present the statistical power of the study, along with assumptions used arrive at the power calculations.] 

7.4 Random Assignment

[If applicable, describe the study randomization scheme (e.g., stratified, blocked) and procedures (e.g., using envelopes, via telephone system).]

7.5 Blinding

[If applicable, describe the measures that will be undertaken to blind study participants and/or study staff from participant treatment assignments.  State when unblinding is expected and if/when participants will be told their assignments. Note plans to handle early unblinding to protect participant safety, if any.] 

7.6 Data Analysis 

7.6.1 Primary Analyses

[Describe the analyses to be undertaken to assess each primary study objective. If applicable, describe interim as well as final analyses.]

7.6.2 Secondary Analyses

[Describe the analyses to be undertaken to assess each secondary study objective.  If applicable, describe interim as well as final analyses.]

8.0 HUMAN SUBJECTS CONSIDERATIONS

[In addition to the text included in this section, ideally a separate “ethical principles” document should be prepared for each study, and should always be distributed with the protocol.  The HPTN Ethics Working Group (EWG) has been charged with developing a network-wide ethical principles document that will be suitable for further elaboration and tailoring for each study.  Until the EWG document is prepared, further information on key ethical issues may be added to this section of the protocol, however care should be taken to avoid inclusion of statements that are likely to change over time, since a protocol amendment would be required to reflect such changes.] 

8.1 Ethical Review

This protocol and the template informed consent form(s) contained in Appendix II — and any subsequent modifications — will be reviewed and approved by the HPTN Protocol Review Committee and DAIDS Prevention Science Review Committee with respect to scientific content and compliance with applicable research and human subjects regulations. 

The protocol, site-specific informed consent form, participant education and recruitment materials, and other requested documents — and any subsequent modifications — also will be reviewed and approved by the ethical review bodies responsible for oversight of research conducted at the study site. 

Subsequent to initial review and approval, the responsible IRBs/ECs will review the protocol at least annually.  The Investigator will make safety and progress reports to the IRBs/ECs at least annually, and within three months of study termination or completion.  These reports will include the total number of participants enrolled in the study, the number of participants who completed the study, all changes in the research activity, and all unanticipated problems involving risks to human subjects or others. [In addition, all open DSMB reports will be provided to the IRBs/ECs.]  Study sites will submit documentation of continuing review to the DAIDS Protocol Registration Office, via the HPTN CORE, in accordance with the current DAIDS Protocol Registration Policy and Procedure Manual.

8.2 Informed Consent

Written informed consent will be obtained from each study participant (or the parents or legal guardians of participants who cannot consent for themselves).  Each study site is responsible for developing a study informed consent form for local use, based on the template in Appendix II, that describes the purpose of the study, the procedures to be followed, and the risks and benefits of participation, in accordance with all applicable regulations.  The study site also is responsible for translating the template form into local languages, and verifying the accuracy of the translation by performing an independent back-translation.

Literate participants will document their provision of informed consent by signing their informed consent forms.  Non-literate participants will be asked to document their informed consent by marking their informed consent forms (e.g., with an X, thumbprint, or other mark) in the presence of a literate third party witness.  (Further details regarding DAIDS requirements for documenting the informed consent process with both literate and non-literate participants are provided in the DAIDS Standard Operating Procedure for Source Documentation.) Any other local IRB/EC requirements for obtaining informed consent from non-literate persons also will be followed. 

Participants (or their parents or legal guardians) will be provided with a copy of their informed consent forms if they are willing to receive them.  

8.3 Risks

[Describe all reasonably foreseeable risks to participants, including those associated with the study treatment/product/intervention, and those associated with study procedures (e.g., phlebotomy, pelvic exams).  Also describe potential social harms, e.g., “Participants may become embarrassed, worried, or anxious when completing their HIV risk assessment and/or receiving HIV counseling.  They also may become worried or anxious while waiting for their HIV test results.  Trained counselors will be available to help participants deal with these feelings.

Although study sites will make every effort to protect participant privacy and confidentiality, it is possible that participants' involvement in the study could become known to others, and that social harms may result (i.e., because participants could become known as HIV-infected or at "high risk" for HIV infection). For example, participants could be treated unfairly or discriminated against, or could have problems being accepted by their families and/or communities.”]

[The risks described in this section must correspond with the risks statement in the sample informed consent form.]

8.4 Benefits

Describe any reasonably foreseeable benefits to the participant, and to “society.”  Diagnostic and treatment services available to participants as research procedures may be considered benefits, however benefit cannot be claimed from the receipt of (unproven) prevention interventions. Sample text is provided below:

“There may be no direct benefits to participants in this study.  However, participants and others may benefit in the future from information learned from this study. Specifically, information learned in this study may lead to the development of a safe and effective [intervention] that prevents HIV infection.  

In addition, participants will receive HIV counseling and testing as part of the study screening process, as well as [e.g., pelvic exams and Pap smears.]  Participants also will be screened for a number of STDs, and provided STD treatment if applicable. (See also Section 8.5.)”

[The benefits described in this section must correspond with the benefits statement in the sample informed consent form.]

8.5 Incentives

Pending IRB/EC approval, participants will be compensated for their time and effort in this study, and/or be reimbursed for travel to study visits and time away from work. Site-specific reimbursement amounts will be specified in the study informed consent forms. 

8.6 Confidentiality

All study-related information will be stored securely at the study site.  All participant information will be stored in locked file cabinets in areas with access limited to study staff.  All laboratory specimens, reports, study data collection, process, and administrative forms will be identified by a coded number only to maintain participant confidentiality.  All records that contain names or other personal identifiers, such as locator forms and informed consent forms, will be stored separately from study records identified by code number.  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, locked file in an area with limited access.

Participant’s study information will not be released without the written permission of the participant, except as necessary for monitoring by the NIAID and/or its contractors; [the manufacturer of the study treatment/product]; representatives of the HPTN CORE, SDMC, and/or CL; [the US Food and Drug Administration], other government and regulatory authorities, and/or site IRBs/ECs.  

[If a Certificate of Confidentiality will be obtained for this study, include information on the certificate in this section, i.e., “A Federal Certificate of Confidentiality will be sought for this study.  The Certificate will apply to all study sites, and will protect study staff from being compelled to disclose study-related information by any Federal, State or local civil, criminal, administrative, legislative, or other proceedings.”]

8.7 Communicable Disease Reporting Requirements

[Include if applicable: Study staff will comply with all applicable local requirements to report communicable diseases identified among study participants to local health authorities.  Participants will be made aware of all reporting requirements during the study informed consent process.]

8.8 Study Discontinuation

The study also may be discontinued at any time by NIAID, the HPTN, [list as applicable: the treatment/product manufacturer, and/or the US Food and Drug Administration, other government or regulatory authorities], and/or site IRBs/ECs.  

9.0 LABORATORY SPECIMENS AND BIOHAZARD CONTAINMENT

9.1 Local Laboratory Specimens

[Tailor as needed to reflect study procedures]

As described in Section 5, the following types of specimens will be collected for testing at the local laboratory (LL): [list, use bullets as needed].  

Each study site will adhere to standards of good laboratory practice, the HPTN Central Laboratory Manual; and local standard operating procedures for proper collection, processing, labeling, transport, and storage of specimens to the LL.  Specimen collection, testing, and storage at the LL will be documented using the HPTN Laboratory Data Management System (LDMS) as described in the study-specific procedures manual.

9.2 Central Laboratory Specimens

[Tailor as needed to reflect study procedures]

As described in Section 5, the following types of specimens will be collected for testing at the HPTN Central Laboratory (CL): [list, use bullets as needed].

Each study site will adhere to standards of good laboratory practice and the HPTN Central Laboratory Manual for proper collection, processing, labeling, and transport of specimens for the CL.  All specimens will be shipped in accordance with IATA specimen shipping regulations. All shipments will be documented using the HPTN LDMS as described in the study-specific procedures manual.

9.3 Quality Control and Quality Assurance Procedures

The HPTN CL has established a proficiency testing program at each study site. CL staff also will conduct periodic visits to each site to assess the implementation of on-site laboratory quality control procedures, including proper maintenance of laboratory testing equipment, use of appropriate reagents, etc. CL staff will follow-up directly with site staff to resolve any quality control or quality assurance problems identified through proficiency testing and/or on-site assessments.

[Describe laboratory QA procedures to be undertaken for the study, if any. The following is an example:  “Throughout the course of the study, on a quarterly basis, the HPTN CL will select a random sample of stored specimens to test for quality assurance (QA) purposes.  The total number of specimens undergoing QA testing will represent xx percent of all specimens collected.  

The CL will inform site staff of the samples selected for quality assurance testing, and site staff will ship the selected specimens to the CL. The CL will test the specimens for HIV antibody and compare the results of their tests with the results obtained by the local labs.  CL staff will follow-up directly with site staff to resolve any quality assurance problems identified through this process.”]

9.4 Specimen Storage and Possible Future Research Testing

[Tailor as needed to reflect study procedures.  The following is an example: “Study site staff will store all [type of specimens] collected in this study at least through the end of the study. In addition, study participants will be asked to provide written informed consent for their [type of specimens] to be stored after the end of the study for possible future testing.  The specimens of participants who do not consent to long-term storage and additional testing will be destroyed at the end of the study.] 

9.5 Biohazard Containment

As the transmission of HIV and other blood-borne pathogens can occur through contact with contaminated needles, blood, and blood products, appropriate blood and secretion precautions will be employed by all personnel in the drawing of blood and shipping and handling of all specimens for this study, as currently recommended by the United States Centers for Disease Control and Prevention.  All infectious specimens will be transported in accordance with United States regulations (42 CFR 72).
10.0 ADMINISTRATIVE PROCEDURES
10.1 Protocol Registration
Prior to implementation of this protocol, and any subsequent full version amendments, each site must have the protocol and the protocol consent form(s) approved, as appropriate, by their local institutional review board (IRB)/ethics committee (EC) and any other applicable regulatory entity (RE). Upon receiving final approval, sites will submit all required protocol registration documents to the DAIDS Protocol Registration Office (DAIDS PRO) at the Regulatory Compliance Center (RCC).  The DAIDS PRO will review the submitted protocol registration packet to ensure that all of the required documents have been received.
INSERT APPROPRIATE LANGUAGE ONCE PROTOCOL REGISTRATION REQUIREMENTS HAS BEEN DETERMINED AT SCIENTIFIC REVIEW OR REGULATORY REVIEW

INITIAL REGISTRATION LANGUAGE – TO BE INCLUDED IN EVERY PROTOCOL

For protocols that WILL have site-specific informed consent forms (ICFs) reviewed by the DAIDS PRO: 

Site-specific informed consent forms (ICFs) WILL be reviewed and approved by the DAIDS PRO and sites will receive an Initial Registration Notification from the DAIDS PRO that indicates successful completion of the protocol registration process. A copy of the Initial Registration Notification should be retained in the site's regulatory files.

OR

For protocols that WILL NOT have site specific ICFs reviewed by the DAIDS PRO: 

Site-specific informed consent forms (ICFs) WILL NOT be reviewed or approved by the DAIDS PRO, and sites will receive an Initial Registration Notification when the DAIDS PRO receives a complete registration packet.  Receipt of an Initial Registration Notification indicates successful completion of the protocol registration process. Sites will not receive any additional notifications from the DAIDS PRO for the initial protocol registration.  A copy of the Initial Registration Notification should be retained in the site's regulatory files.

AMENDMENT REGISTRATION LANGUAGE – TO BE INCLUDED IN EVERY PROTOCOL UNLESS SITE SPECIFIC ICFS WILL BE REVIEWED

Upon receiving final IRB/EC and any other applicable RE approval(s) for an amendment, sites should implement the amendment immediately.  Sites are required to submit an amendment registration packet to the DAIDS PRO at the RCC.  The DAIDS PRO will review the submitted protocol registration packet to ensure that all the required documents have been received. Site-specific ICF(s) WILL NOT be reviewed and approved by the DAIDS PRO and sites will receive an Amendment  Registration Notification when the DAIDS PRO receives a complete registration packet. A copy of the Amendment Registration Notification should be retained in the site's regulatory files.

For additional information on the protocol registration process and specific documents required for initial and amendment registrations, refer to the current version of the DAIDS Protocol Registration Manual.

AMENDMENT REGISTRATION LANGUAGE  - ONLY TO BE INCLUDED IN A PROTOCOL IF IT IS DETERMINED AT THE TIME OF REGULATORY REVIEW THAT SITE SPECIFIC ICF REVIEW IS REQUIRED:

Upon receiving final IRB/EC and any other applicable RE approval(s) for this amendment (Version XXX), sites should implement the amendment immediately.  Sites are required to submit an amendment registration packet to the DAIDS PRO at the RCC.  Site-specific ICF(s) WILL be reviewed and approved by the DAIDS PRO and sites will receive an Amendment Registration Notification from the DAIDS PRO that approves the site specific ICFs and indicates successful completion of the amendment protocol registration process.   A copy of the final amendment Registration Notification issued by the DAIDS PRO should be retained in the site's regulatory files.

For additional information on the protocol registration process and specific documents required for initial and amendment registrations, refer to the current version of the DAIDS Protocol Registration Manual.

NEW TEMPLATE LANGUAGE FOR LETTERS OF AMENDMENT (LoA)

NOTE – this is not the template language that should be used if the Version 2.0 of the DAIDS EAE manual is being incorporated into a protocol via a LoA. 

Upon receiving final IRB/EC and any other applicable Regulatory Entity (RE) approval(s) for this LoA, sites should implement the LoA immediately.  Sites are still required to submit a LoA registration packet to the DAIDS Protocol Registration Office (PRO) at the Regulatory Compliance Center (RCC).  Sites will receive a Registration Notification for the LoA once the DAIDS PRO verifies that all the required LoA registration documents have been received and are complete. A LoA Registration Notification from the DAIDS PRO is not required prior to implementing the LoA. A copy of the LoA Registration Notification along with this letter and any IRB/EC correspondence should be retained in the site's regulatory files.
10.2 Study Activation

Following ethical review and approval, study sites will submit required administrative documentation — as listed in the study-specific procedures manual — to the HPTN CORE. CORE staff will work with study site staff and complete DAIDS protocol registration in accordance with the current DAIDS Protocol Registration Policy and Procedure Manual.  Included in this step will be CORE and DAIDS review of each site-specific study informed consent form.

Pending successful protocol registration and submission of all required documents, CORE staff will “activate” the site to begin study operations.  Study implementation may not be initiated until a study activation notice is provided to the site.

10.3 Study Coordination

[If applicable, include a paragraph regarding the study IND and sponsorship arrangements.  The following is an example:  “DAIDS holds the Investigational New Drug (IND) application for this study (#62,366).  Copies of all regulatory documents submitted to this IND by DAIDS will be forwarded to [company] for cross-referencing with the company’s other INDs for the study product. Assignment of all sponsor responsibilities for this study will be specified in a Clinical Trials Agreement executed by DAIDS and [company].”]

Study implementation will be directed by this protocol as well as the SSP manual. The SSP manual — which will contain reference copies of the DAIDS SOPs for Source Documentation and Essential Documents, as well as the DAIDS SAE Reporting Manual for the HPTN and the DAIDS Toxicity Tables — will outline procedures for conducting study visits; data and forms processing; AE assessment, management and reporting; dispensing study products and documenting product accountability; and other study operations.  

Study case report forms will be developed by the study team and HPTN SDMC.  Data will be transferred to the HPTN SDMC, entered, and cleaned using the SDMC DataFax data management system. Quality control reports and queries routinely will be generated and distributed to the study sites for verification and resolution.   

Close coordination between protocol team members will be necessary to track study progress, respond to queries about proper study implementation, and address other issues in a timely manner.  Rates of accrual, adherence, follow-up, and AE incidence will be monitored closely by the team as well as the HPTN Study Monitoring Committee.  The Protocol Chair, DAIDS Medical Officer, Protocol Biostatistician, and CORE Protocol Specialist will address issues related to study eligibility and AE management and reporting as needed to assure consistent case management, documentation, and information-sharing across sites. 

10.4 Study Monitoring

On-site study monitoring will be performed in accordance with DAIDS policies.  Study monitors will visit the site to

· verify compliance with human subjects and other research regulations and guidelines; 

· assess adherence to the study protocol, study-specific procedures manual, and local counseling practices; and

· confirm the quality and accuracy of information collected at the study site and entered into the study database.  

Site investigators will allow study monitors to inspect study facilities and documentation (e.g., informed consent forms, clinic and laboratory records, other source documents, case report forms), as well as observe the performance of study procedures. Investigators also will allow inspection of all study-related documentation by authorized representatives of the HPTN CORE, SDMC, CL, NIAID, [treatment/product manufacturer], and US and in-country government and regulatory authorities. A site visit log will be maintained at the study site to document all visits.

10.5 Protocol Compliance

The study will be conducted in full compliance with the protocol.  The protocol will not be amended without prior written approval by the Protocol Chair and NIAID Medical Officer.  All protocol amendments must be submitted to and approved by the relevant IRB(s)/EC(s) and the DAIDS Regulatory Operations Center (ROC) prior to implementing the amendment.

10.6 Investigator's Records

[For IND studies:  “The Investigator will maintain, and store in a secure manner, complete, accurate, and current study records throughout the study. In accordance with Federal regulations, for each of the two investigational products tested, the Investigator will retain all study records for at least two years following the date of marketing approval for the study product for the indication in which it was studied.  If no marketing application is filed, or if the application is not approved, the records must be retained for two years after the FDA is notified that the IND is discontinued.  Study records include administrative documentation — including protocol registration documents and all reports and correspondence relating to the study — as well as documentation related to each participant screened and/or enrolled in the study — including informed consent forms, locator forms, case report forms, notations of all contacts with the participant, and all other source documents.”]

[For non-IND studies: “The study site investigator will maintain, and store in a secure manner, complete, accurate, and current study records throughout the study. “The investigator will retain all study records for at least three years after submission of the HPTU’s final Financial Status Report to DAIDS, which is due within 90 days after the end of the HPTU’s cooperative agreement with DAIDS, unless otherwise specified by DAIDS or the HPTN CORE.” Study records include administrative documentation — including protocol registration documents and all reports and correspondence relating to the study — as well as documentation related to each participant screened for and/or enrolled in the study — including informed consent forms, locator forms, case report forms, notations of all contacts with the participant, and all other source documents.”]

10.7 Use of Information and Publications

Publication of the results of this study will be governed by HPTN policies.  Any presentation, abstract, or manuscript will be submitted by the Investigator to the HPTN Manuscript Review Committee, DAIDS, and [treatment/product manufacturer] for review prior to submission.
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