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1. Introduction 
This section specifies the sources of procedural information available to study site staff, the general 
requirements of study sites, and the process by which study sites are approved to initiate study 
implementation. 

 
1.1 Sources of Protocol Information 

All study procedures must be conducted in accordance with the study protocol and this manual.  In the 
event that these documents are not consistent in their instructions, the specifications of the protocol 
always take precedence.  A copy of the protocol is included as Section 2 of this manual.  

 
Study site staff are encouraged to contact the HPTN CORE Protocol Specialist/Clinical Research 
Manager with all questions related to interpretation and proper implementation of the protocol.  The 
HPTN SDMC Protocol Operations Coordinator should be contacted regarding all questions related to 
data collection and/or data management.   

 
HPTN CORE Protocol Specialist/Clinical Research Manager: 
Megan Valentine 
c/o Family Health International 
2224 E NC Highway 54 
Durham, NC 27713 
919-542-7498 
 mvalentine@fhi.org 

HPTN SDMC Protocol Operations Coordinator: 
Lynda Emel 
Statistical Center for HIV/AIDS Research and Prevention (SCHARP) 
Fred Hutchinson Cancer Research Center 
1100 Fairview Ave N, MW-500 
PO Box 19024 
Seattle, WA 98109 
206-667-5803 
Fax: 206-667-6888 
lemel@scharp.org 

 
This manual contains study specific procedural instructions only.  In addition to the sources described 
above, required policies and procedures for the management of the investigational product for this study 
can be found in the Pharmacy Guidelines and Instructions for DAIDS Clinical Trials Networks manual. 

 
1.2 Study Site Responsibilities 

In addition to the provisions set forth in the study protocol, study sites conducting this trial must: 
 
• Designate and train staff in the goals and purpose of the study and the proper conduct of study 

procedures. 
• Ensure that all study staff are trained/certified for their respective study roles in accordance with 

locally accepted standards of practice. 
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• Establish local standard operating procedures (SOP) to ensure that all study staff members are kept 
appropriately informed of study progress and any modification to the study protocol, manuals, 
checklists, etc. 

• Establish local SOPs to ensure that study documentation is kept up-to-date and that only current 
versions of study protocols, operations manuals, and data collections forms are utilized. 

• Establish a local log linking study participant names and ID numbers, and store this log in 
accordance with the record keeping requirements specified in the study protocol and this manual (see 
Section 3). 

• Obtain copies of applicable US Federal, national and local public health regulations and guidelines 
pertinent to study procedures; establish local SOPs and train appropriate staff members to ensure that 
these regulations and guidelines are followed. 

 
1.3 Study Activation Process  

Prior to undertaking any study procedures, each study site must obtain approval from its local and US 
IRB, the HPTN CORE, the HPTN Central Lab and NIAID’s Pharmaceutical Affairs Branch (PAB) and 
Regulatory Affairs Branch (RAB).  Approval from the HPTN CORE, Central Lab, PAB and RAB 
comes in the form of “site activation.”  This section outlines the steps taken to obtain these approvals.  
Conduct of any study procedures prior to completing these steps is incompatible with human subjects 
regulations and the individual subcontract with the HPTN CORE. 

 
1.3.1 Protocol Distribution 

The HPTN CORE Protocol Specialist/CRM will distribute the final implementation version of the 
protocol and associated materials to each study site.  Additional protocol-associated materials will be 
distributed by the HPTN SDMC POC. 

 
1.3.2 Development and HPTN CORE Review of Site-Specific Informed Consent Form 

The study site staff, in conjunction with the protocol chairs, will adapt the template informed consent 
form as required to reflect local procedures and regulations.  Staff will coordinate translation of the 
consents into local language and back-translation into English.  On the last page of the translated and 
back-translated consents, the name of the primary person responsible for translation should be 
documented. 

 
The Protocol Specialist will assess whether the back-translation (1) includes all the required elements of 
informed consent and (2) adequately and accurately represents the study in language understandable to 
study participants.  The Protocol Specialist will communicate findings to the protocol chairs and study 
site coordinator (or other designee) by e-mail. 

 
After informed consents have been reviewed by the Protocol Specialist and all concerns have been 
addressed, the consents may be submitted to IRBs. 

 
1.3.3 Local and US IRB Approval 

Protocol Chairs and/or study site staff will submit the following materials for review by the local and US 
IRB: 

 
• The study protocol and site-specific informed consent form; 
• Any participant information sheets, promotional materials, advertisements, flyers, etc; and 
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• Key data collection instruments and any other study-related materials, as required by the IRB. 
 
1.3.4 Site Registration and Activation 

Upon obtaining local and US IRB approval of the protocol, site specific consent form and other 
associated materials, study site staff will submit to the Protocol Specialist a site registration packet 
containing the following documents: 

 
• A completed Form 1572; 
• Current Curriculum Vitae of the Investigator of Record; 
• A copy of the letter documenting US and in-country IRB approval of the study and associated 

materials; and 
• A copy of the IRB-approved site-specific informed consent form and translations. 

 
The Protocol Specialist will review these documents and submit them to the Regulatory Compliance 
Center (RCC).  The Protocol Specialist will notify the Protocol Chairs and study site of any deficiencies 
identified in the site registration documents by HPTN CORE or RCC staff.  Site staff will respond to 
any such deficiencies and resubmit documents as required. 

 
After the informed consents have been reviewed and approved by RCC, RCC will notify the HPTN 
CORE Protocol Specialist and the Regulatory Affairs Branch (RAB) nurse specialist.  The RAB nurse 
specialist will provide written approval and will notify OHRP so that OHRP can add this study to the 
site’s Cooperative Project Assurance (CPA).  RCC/RAB approval will be transmitted via e-mail; a 
hardcopy confirmation will follow via fax. 

 
Note: Approval to begin study operations is also dependent upon 1) the Pharmaceutical Affairs Branch 
(PAB) approval of a written pharmacy plan that adequately describes the study site’s procedures for 
management and dispensing of product during the course of the study and 2) approval from the Central 
Laboratory. 

 
Following receipt of PAB and RCC/RAB approval and all other site registration documentation, the 
Protocol Specialist will complete a Site Activation Checklist and will forward to the HPTN CORE PI.  
The HPTN CORE PI will sign the Protocol Activation Memo, which will be sent to the Protocol Chair 
for the site.  Protocol activities involving human subjects may commence upon receipt of the Protocol 
Activation Memo. 
 

1.3.5 Site Registration and Activation Following Full Protocol Amendment 
Once the amended version has been submitted to and approved by the regulatory arm of the Division of 
AIDS, the new version of the protocol is submitted to the FDA.  Upon notification that the new version 
has been submitted to the FDA, the HPTN CORE specialist will send that approved version to the 
Protocol PIs and to the team.  The sites have 90 days from the receipt of that new version to be approved 
by Protocol Registration Office and activated to proceed under the new version.  To achieve this, the 
sites must: 
• Make any revisions to the informed consents as are indicated 
• Submit the revised site-specific informed consent in the English, local language(s) and back 

translation to the Protocol Specialist for review 
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• Once the Protocol Specialist has approved the informed consents, the amended protocol and revised 
informed consents (all translations), should be submitted to the US IRB and local EC for approval.  
The cover letter to the IRB/EC should request that the following elements be included with the letter 
of approval: 

o Full number, title and version number of the protocol 
o Specific approval of the protocol and of any and all informed consents submitted (rather than 

a broad and non specific letter of approval) 
o Permission to continue to use the version of the protocol currently in use pending approvals 

from the other IRB/EC and DAIDS 
 

The local EC and US IRB letters of approval should be forwarded to the Protocol Specialist along with 
copies of the approved informed consents.  The Protocol Specialist will forward these materials to the 
PRO.  Review by the PRO is usually completed within 10 to 14 working days.  The site will be informed 
if further materials are necessary.  Once the PRO approves the site under the new version of the 
protocol, the Protocol Specialist will notify the site of activation of that version of the protocol.  At that 
time, the site must use only the new, approved informed consents. 
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2. Study Protocol 
This section contains a complete reference copy of the study protocol.  In the event that the 
protocol is modified during the course of the study, site staff should update this copy so that 
it always reflects current study requirements.   

 
 

Protocol Version Number and Date Date Approved for Implementation 
 
______________________________ ______________________________ 
 
______________________________ ______________________________ 
 
______________________________ ______________________________ 
 
______________________________ ______________________________ 
 
______________________________ ______________________________ 
 
______________________________ ______________________________ 
 
______________________________ ______________________________ 
 
______________________________ ______________________________ 
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3. Documentation Requirements 

This section contains a listing of required administrative documentation that each study site 
must maintain and keep throughout the study, as well as procedures for establishing 
adequate and accurate study participant case histories and investigational product 
inventories.  These procedures are based on applicable United States Federal regulations (21 
CFR Parts 50 and 312), and standards of Good Clinical Practice. 
 

3.1 Administrative Documentation 
Each study site must maintain the following administrative study documents throughout the 
course of the study.  When documents are modified or updated, the original and the 
modified/updated versions must be maintained. 
 
• Site activation packet and documentation of PAB, RAB and HPTN CORE approvals to 

begin study operations 
• Study protocol with completed signature page 
• Applicable US Federal, national and local public health reporting requirements pertinent 

to study procedures (e.g. for HIV and STDs); documentation of any exemptions from 
such requirements 

• All local study-specific standard operating procedures (SOPs) 
• Minutes of study-related conference calls and meetings  
• Other written communications related to study implementation 
• The local performance site’s CPA number 
• All IRB correspondence (local and US) 
• Listing of all local laboratories and documentation of their accreditation to perform the 

testing for which they have been contracted 
• Local lab reference ranges for protocol required tests 
• Study staff roster and signature sheet and CVs for all staff members 
• Study monitoring visit log 

 
3.2 Source Documentation Guidelines 

The DAIDS Source Documentation Standard Operating Procedure (SOP) should govern 
source documentation requirements at each HPTN site.  If any of the instructions in this 
Manual of Operations conflicts with the DAIDS Source Documentation SOP, those of the 
SOP should be followed. 
 

3.2.1 Definition and Concept of Source Document 
A source document is defined as the first document on which study-related information is 
recorded.   Study sites must adhere to the following standards of source documentation: 
• Although information may be copied from source documents onto other forms, or 

entered into a computer database, all original source documents must be maintained in 
the participant chart. 

• The study participant whose information is contained in a source document must be 
identified by name or Participant ID number, but not both, on the document. 
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• All individuals who enter information onto source documents must be identified on the 
document, and must date all entries.  If entries from multiple dates are included on a 
single document, the date of each entry must be noted. 

• Changes to entries on source documents must be initialed and dated by the individual 
making the revision.  If the reason for a revision is not readily apparent from the data, an 
explanation also must be entered 

• Source documents prepared by study laboratories must be reviewed, signed and dated by 
designated study site staff. 

 
3.2.2 Case History Guidelines 

 
United States Federal regulations (21 CFR 312.62[b]) require that case histories for 
participants enrolled in clinical trials include “all observations pertinent to the 
investigational drug or employed as a control in the investigation.”  Case histories should 
contain: 

 
• basic participant identification information; 
• information demonstrating that each participant meets the study’s selection criteria; 
• information on each participant’s exposure to the study medication/placebo, including 

date, time and quantity dispensed; 
• documentation that the participant provided written informed consent to participate in 

the study; 
• records of all contacts with the participant; 
• information obtained from tests and exams, including physical exams, lab test results, x-

rays, progress notes, consultations, diagnostic test results;  
• study related information on the participant’s condition before, during, and after the 

study, including (a) data obtained directly from the participant, (b) data ascertained by 
study site staff, and (c) data obtained from non-study providers; 

• narrative progress notes and source documentation of clinical laboratory or physical 
examination findings;  and 

• DataFax forms. 
 

3.2.2.1.  Progress notes 
Sites must maintain signed, dated progress notes documenting each participant contact, the 
nature of the contact and the condition of the participant.  Any procedure that is not 
otherwise documented in a primary source should be included in the progress note.  At a 
minimum, progress notes should include the following: 
• date, type, location (if off-site) and, if interim contact, reason for the 

visit/contact/interaction; 
• description of the general status of the participant; and 
• the signature or identifying code of the staff member who entered the note. 

 
3.2.2.2.   DataFax forms as Source Documents 

DataFax forms have been designed, in many cases, to serve as source documents, that is, 
the first place to which data pertinent to the condition of a study participant are entered.  In 
general, if information is entered directly and initially on the DataFax form, it is a source 
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document.  If data are abstracted from information recorded elsewhere (e.g., hospital 
record or narrative participant chart), it is not a source document. 
• All DataFax forms must be initialed and dated by the individual responsible for data 

collection for forms used as source documents and for data transcription/entry for 
forms that do not serve as source documents. 

• All corrections to entries on DataFax forms, even those made during initial entry of 
information, must be initialed and dated by the individual who made the change. 

 
3.3 Document Organization 

The study site principal investigator will maintain all source documents, including case 
histories, handwritten notes, and original laboratory results reports. All data collection forms 
and source documents must be kept in locked files in a secure area, with access limited to 
study site staff.  Source documents should be kept together with the data collection forms in 
locked participant files unless standard clinic procedures prevent this.  If source documents 
are stored separately from participant files, their location must be known and they must be 
readily accessible to any authorized study monitor.  All locator information must be kept in 
locked files in a secure area apart from all other study documents. In order to protect 
participant confidentiality, under no circumstances may documents bearing participant 
names or other personal identifiers be stored together with documents bearing the 
Participant ID number. All records must be available at all times for inspection by NIAID, 
HPTN CORE, and HPTN SDMC staff. 

 
Each site must maintain a log or database containing the link between participant names and 
ID numbers.  Written logs (and/or database printouts) must be stored in a secure location 
separate from participant files, with access limited to site staff.  Electronic files containing 
the link must be password protected and maintained in a directory separate from any study 
data; file encryption is encouraged. 

 
3.4 Study Drug Inventory 

The receipt, dispensing and return of all study supplies will be documented by study site 
staff on appropriate log forms.   
 
Separate accountability records must be maintained for each shipment of product received 
by the study site.  A separate record also must be maintained for all product supplies 
returned to the study site unused by the participant.   
 
As with case history documentation, all product inventory records must be stored in a locked 
file cabinet in a secure area at the site pharmacy, with access limited to study site staff. 
 

3.5 Record Retention Requirements 
All records must be retained on-site throughout the study’s period of performance.  The 
HPTN CORE will provide each site with written instructions for long-term record storage at 
the completion of the period of performance. 
 
The investigator will retain study records for at least 5 years after the end of the study or 
until advised by HPTN CORE that record retention is no longer necessary. 
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4. Informed Consent Procedures 
 
4.1 IRB Review and Reports 

Prior to implementation the protocol and informed consent forms must be approved by the 
institutional review board (IRB) of each participating institution and by host country 
scientific/ethical committees.  The study site principal investigator is responsible for 
preparation of all submission documents and periodic reports required by the IRB. 
 
This protocol and the informed consent documents and any subsequent modifications will be 
reviewed and approved by the IRB and Ethics Committees responsible for the oversight of 
the study. 
 
A Cooperative Project Assurance (CPA) application (as required by the Department of 
Health and Human Services) must be on file with OHRP for each performance site prior to 
study implementation. 
 
Each site principal investigator will make safety and progress reports to the HPTN CORE 
CRM at FHI.  In addition, the principal investigator will report to the HPTN CORE any 
changes in the research activity or any unanticipated problems involving risks to human 
subjects or others. 

 
Each principal investigator will make safety and progress reports to the IRB at least annually 
and within 3 months of study termination or completion. These reports will include the same 
information provided to FHI: the total number of subjects enrolled, the number of subjects 
completing the study, any changes in the research activity and any unanticipated problems 
involving risks to human subjects or others. 
 

4.2 Informed Consent 
Participants in research trials have a basic right to know and understand that they are 
participating in research. This study requires compliance with the Declaration of Helsinki 
regarding the rights of human subjects, and further compliance with FDA regulations and 
the ICH Guide to GCP. A consent form and any other trial-related material provided to 
study candidates for information must be reviewed and approved by the site’s IRB. No 
changes in the consent form may be made without review and approval by the IRB. 
 
Before participants are consented to continue with follow up in the study, the purpose and 
nature of the study will be explained.  The participant must agree that she understands the 
investigational nature of the study, its inherent risks and benefits, other treatment 
alternatives, her rights to terminate participation in the study without affecting her health 
care at the clinic, whom to contact with questions regarding the study, and desire to continue 
with the study.  
 
Any counseling about the study must be done in such a way so that the candidate does not 
feel pressured to sign the form or participate in the trial. The consent process must not be 
rushed—she should have adequate time to read the consent form or have it read to her. She 
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must have access to other study personnel, e.g., an investigator, to ask questions and have 
her questions answered. Study staff should make every effort possible to ensure that the 
candidate understands what has been proposed. 
 
The candidate’s right to confidentiality must be protected.  The environment in which 
consent counseling or other counseling takes place must be private, both out of sight and 
earshot of other people. The environment must also be comfortable and uncompromising to 
the candidate, e.g., she must be fully clothed. 
 
The candidate must have signed or marked the consent form before any procedures for the 
study are undertaken.  In the event that a participant is unable to read or write, GCP 
guidelines dictate that a second witness must be present during the consent process and sign 
the informed consent attesting that the person who has been consented is the same person 
who has made the mark.  If this method is felt to be in any way detrimental to the participant 
(i.e., threatens confidentiality, is coercive, undermines the participant’s opportunity to 
understand the consent process), the site is obligated to raise this issue with the local EC. 
 
This process of informed consent is ongoing. Study participants must be informed promptly 
about any new information that might have an impact on their decision to remain in the 
study. Study participants must also have access to key study personnel including the 
investigator to answer questions that may come up during the course of the study. 
 
The signed informed consent documents will become a permanent part of the participant’s 
clinic records.  While the informed consents will be audited in the same manner as other 
records, copies will not be transferred to any agency outside of the clinic. 

 
4.3 Confidentiality 

The confidentiality of all participants enrolled in this study will be protected to the fullest 
extent possible.  Participants’ study site records may be audited by FHI staff, and/or other 
sponsoring organizations, or other individuals authorized to audit the study.  Study 
participants should not be identified by name on any case report form or on any other 
documentation sent from the study site to the HIVNET Statistical Center, FHI, or other 
sponsoring organization.  All study records will be kept in a locked file cabinet.  All 
computer entry and networking programs will identify participants with coded identification 
numbers only.  The list linking participant ID numbers to other identifying information will 
be stored separately from coded study forms and source records, in a locked file in a room 
with access limited to site staff. Participants will not be reported by name in any report or 
publication resulting from data collected in this study. 
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4.4 Informed consent documents 
 
This section contains a complete reference copy of the study informed consents and 
translations.  In the event that the informed consents are modified during the course of the 
study, site staff should update this copy so that it always reflects current study consents. 
 
Consent Version Number and Date Date Approved for Implementation 
 
______________________________ ______________________________ 
 
______________________________ ______________________________ 
 
______________________________ ______________________________ 
 
______________________________ ______________________________ 
 
______________________________ ______________________________ 
 
______________________________ ______________________________ 
 
______________________________ ______________________________ 
 
______________________________ ______________________________ 
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5. Participant Accrual 
HIVNET 024 was closed to accrual on February 21, 2003 based on recommendations of the 
DSMB. 
 

5.1 Cohort Description 
 

5.1.1 Inclusion Criteria 
• 20-24 weeks gestation;  
• Willing to give informed consent for screening and HIV testing through the study OR 

documented HIV infection 
• Willing to give informed consent for enrollment into the study;  
• Willing to take antibiotic treatment as scheduled; 
• Legally of age to give informed consent (18 years of age in Tanzania and Malawi and 16 

years of age in Zambia);   
• Willing to come back for follow-up visits for one year post-partum. 

 
5.1.2 Exclusion Criteria 

• Have taken antibiotics, other than treatment for syphilis or gonorrhea, within the last two 
weeks; 

• Are allergic to penicillin, ampicillin, erythromycin, or metronidazole; 
• Have known major illnesses likely to influence pregnancy outcome including diabetes, 

severe renal or heart disease, or active tuberculosis, prior to randomization;   
• Have known major obstetric problems such as placenta previa, ruptured membranes or 

multiple pregnancy prior to randomization; 
• Have known central nervous system diseases, including seizures; 
• Are taking anticoagulant drugs. 

 
5.2 Randomization 

Randomization was halted at the same time that accrual was halted.   
 
Participants were randomized at 20-24 weeks gestation in a double-blinded fashion to receive 
either the active agent (metronidazole, erythromycin, ampicillin) or matched placebo.  The 
randomization designed by the HIVNET Statistical Center used permutated block algorithms with 
varying block size, blocked within study site to ensure balance between assignments is maintained 
within each study site.  Study antibiotics were packaged according to the randomization and sent 
to the study site.  Randomization was performed by assigning study participant identification 
numbers, and thus study antibiotics, to participants in sequential order.   
 
HIV-infected and HIV-uninfected participants have been randomized in separate strata.  There 
were 2 separate lists with identification numbers, one for HIV-infected and one for HIV-
uninfected women.  However, the identification numbers of HIV-infected and HIV-uninfected 
women were interspersed to keep their HIV-status blinded.  For each 5 HIV-infected women who 
had been enrolled and randomized by assigning the 5 consecutive identification numbers from the 
list for HIV-infected women, one HIV-uninfected women could have been enrolled and assigned 
the next available number from the list for HIV-uninfected women.  At sites enrolling only HIV-
infected participants, there was only one randomization list. 
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5.3      Transfer of Participants 
 

Note:  The procedure for the transfer of patients is pending details about the management of 
study drugs once a patient has transferred. Consequently, the guidelines below are 
incomplete.  Sites should contact the Pharmacy Affairs Branch in the event that a 
participant expresses a desire to transfer from one site to another.  Once approval and 
instructions from the PAB have been obtained, the following steps should be taken. 
 
If a participant needs to transfer to another HPTU, the Clinic Coordinator at the original HPTU is 
responsible for notifying the Protocol Specialist and the Clinic Coordinator at the receiving 
HPTU. After details of the transfer have been agreed upon, the following should occur: 
 
• identify (SDMC) and resolve (original HPTU) all outstanding QCs involving the transferring 

participant;  
• obtain approval for release of information from the participant (original HPTU) authorizing 

transfer of files to receiving HPTU; 
• send copies of study files (original HPTU) to receiving HPTU as soon as possible;  
• complete and fax Participant Transfer form to SDMC (original HPTU);  
• forward a copy of Participant Transfer form to CL (original HPTU);  
• complete and fax Participant Receipt form to the SDMC (receiving HPTU); and  participant 

signs a new informed consent at the receiving HPTU.  
 
Note: The participant retains the original assigned Participant ID. 
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6. Visit Schedule 
Version 5.0 of the protocol includes 4 Schedules of Evaluations.   However, given that all active participants in HIVNET 024 
have delivered and all infants are beyond the 4-6 week follow-up visit, only 2 Schedules of Evaluations apply: 
• Evaluations for women/infant pairs who return for final follow up at 3, 6 or 9 months post delivery 
• Evaluations for women/infant pairs who return for final follow up at 12 months post delivery 

 
Please note that – with the adoption of 024 Version 5.0 and this MOP -- there are to be NO further laboratory samples 
collected on the following 3 groups: 
• Mothers, whether HIV infected or not 
• Infants with a confirmed HIV diagnosis (2 consecutive positive HIV-RNA tests drawn on different days) 
• Infants born to women enrolled as HIV uninfected 
 

6.1 Schedule of Evaluations 
Evaluations for women/infant pairs who return for final follow up at 3, 6 or 9 months post delivery 
Evaluations Visit N (Visit 6, 7, or 8) Post-Test Counseling 

Visit N + 4 to 6 weeks 
(HIV-indeterminate infants only) 

Post-Test Counseling  
Visit N + 8 to 12 weeks 

(HIV-indeterminate infants only) 
Maternal:    
Discontinuation X   
All Infants:    
Weight X X X 
General Health X X X 
Concomitant meds X X X 
HIV-Indeterminate 
Infants ONLY 

   

Post-test counseling  X X 
DBS If already confirmed HIV-infected (i.e., 2 

positive tests), do not draw DBS; terminate. 
 
If confirmation of previous single positive 
result needed, collect DBS and schedule for 
Visit post-test counseling. 
 
If all previous DBS studies have been 
negative, collect DBS and schedule for 
post-test counseling. 

If result of Visit N confirms HIV 
status, do not draw DBS; terminate. 
 
If result of Visit N is negative, no 
blood draw; terminate. 
 
If result of Visit N is positive and 
confirmation is necessary, obtain 
DBS and schedule for post-test 
counseling 

If result of last visit confirms HIV status, 
no blood draw; terminate. 
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Evaluations for women/infant pairs who return for final follow up at 12 months post delivery 
Evaluations Visit 9 

12 months 
Post-Test Counseling 

12 months + 1-2 weeks 
(HIV-indeterminate infants 

only) 

Post-Test Counseling 
12 months + 9-10 weeks 

(HIV-indeterminate infants 
only) 

Post-Test Counseling 
12 months + 13 to16 weeks 

(HIV-indeterminate infants only) 

Maternal:     
Termination X    
All Infants:     
Weight X X  X 
General 
Health 

X X  X 

Concomitant 
meds 

X X  X 

HIV-exposed infants ONLY 
Post-test 
counseling 

X X  X 

ELISA, DBS If already confirmed HIV-
infected (i.e., 2 positive 
tests), do not draw DBS or 
ELISA; terminate. 
 
If of unknown HIV status 
with no previous positive 
HIV results, obtain ELISA 
and DBS.  Schedule for 
post-test counseling.  Note: 

• If ELISA negative, 
do not send DBS to 
UNC  

• If ELISA positive, 
send DBS to UNC  

If ELISA negative, do not draw 
blood; terminate. 
 
If ELISA positive, draw DBS 
and schedule for post-test 
counseling. 

If both RNA PCRs are positive, HIV 
infection is confirmed.  No blood 
draw; terminate. 
 
If both RNA PCRs are negative, 
status at final visit is uninfected.  No 
blood draw; terminate. 
 
If results of the RNA assays are 
equivocal, obtain DBS and schedule 
for post-test counseling. 

If result of last visit confirms HIV 
status, no blood draw; terminate. 

 
6.2  Visit Checklists 
 Given that all active participants in HIVNET 024 have delivered and all infants are beyond the 4-6 week follow-up visit, the 

visit checklist for 3 months post-delivery and beyond is below. 
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6.2.1 Visit Checklist for final follow-up visit(s) at 3, 6, 9 or 12 months 

 
 

Non-Laboratory Data Labs 
Final Visit  (3, 6 or 9 months) 
• Infant Viability and Health 
• Schedule for post-test counseling 

 
For HIV-exposed infants of indeterminate status (1 or no positive HIV RNA): 
• DBS for HIV RNA PCR  

Post-test Counseling Visit (Final visit + 4 to 6 weeks) 
• Post-test counseling 
• Discontinue follow up 
 

 
For infants with negative HIV RNA PCR result or infants confirmed as HIV-infected: 
• No blood draw 
 

 
• Post-test counseling 
• Schedule for post-test counseling 

 
For HIV-exposed infants with positive HIV RNA PCR result: 
• DBS for HIV RNA PCR 

Post-test Counseling Visit (Final visit + 10 to 12 weeks) 
• Post-test counseling 
• Discontinue follow up 

 
For infants confirmed as HIV-infected: 
No blood draw 
 

Final Visit  (12 months) 
• Infant Viability and Health 
• Infant feeding modality 
• Schedule for post-test-counseling 

 
For HIV-exposed infants of indeterminate status (1 or no positive HIV RNA): 
• ELISA 
• DBS for HIV RNA PCR  

Post-test Counseling Visit (12 months + 1 to 2 weeks) 
• Post-test counseling 
• Discontinue follow up 
 

 
For infants with negative ELISA result: 
• No blood draw 
 

 
• Post-test counseling 
• Schedule for post-test counseling 

 
For HIV-exposed infants with positive ELISA: 
• DBS for HIV RNA PCR 

Post-test Counseling Visit (12 months + 9 to 10 weeks) 
• Post-test counseling 
• Discontinue follow up if HIV infection status of the 

infant has been determined 
• Schedule for post-test counseling if test results are 

equivocal 

For infants with 2 negative or 2 positive RNA PCRs: 
• No blood draw 
 
For infants with equivocal final RNA results: 
• DBS for HIV RNA PCR 
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7.  Instructions for Product Use/Administration and Accountability  
 
As a sponsor of clinical investigations, the Division of AIDS (DAIDS) of the National 
Institute of Allergy and Infectious Diseases of the National Institutes of Health must 
comply with the U.S. Food and Drug Administration (FDA) regulations governing the 
receipt, use, and disposition of study products being investigated in clinical trials. DAIDS 
has the responsibility of assuring that all investigators establish and maintain adequate 
records of study product disposition to comply with FDA regulations and the standards of 
research involving the use of study products. 
 
This section includes general information and guidelines for study product management 
and is written to provide information for the Pharmacist of Record. The pharmacist at each 
clinical site/center who is designated the "Pharmacist of Record” will manage and control 
the study products used in clinical trials programs/networks sponsored by DAIDS. 
Pharmacists are expected to follow these guidelines. For any questions or clarifications 
contact the Protocol Pharmacist, Scharla Estep, RPh at (01)-301-435-3746 or 
sr72v@nih.gov.  Sites should follow their pharmacy plans and their site specific SOPs for 
product management and accountability as approved by the DAIDS Pharmacy Affairs 
Branch (PAB).   
 
The pharmacist at each clinical site/center participating in DAIDS-sponsored trials, who is 
designated as the Pharmacist of Record, is the primary individual who is expected to 
develop and maintain a study product management system, which includes the technical 
procedures for study product ordering, control, dispensing, and accountability. The 
Investigator of Record is responsible for the control and accountability of the study 
antibiotics, nevirapine and matching placebo, and multivitamins. The investigator is 
expected to delegate all responsibilities for control and accountability of the study 
antibiotics and nevirapine product to an appropriate pharmacist who is under the 
supervision of the investigator or the institution.  
 
 Control of study drugs requires that the proper storage conditions for protocol-provided 
study products, including segregation, security, temperature, and temperature monitoring, 
light, moisture, ventilation, and sanitation are provided. To provide adequate security, the 
study products should be stored in a limited-access area, an area that is locked when not in 
use. Systems must be in place for identifying and alerting staff that proper storage 
conditions are not being maintained so that procedures for timely interventions and 
resolutions can occur.  The study products should be accessible only to authorized 
personnel, such as the Pharmacist of Record or his/her pharmacist-designee.  
 
Accountability of study drugs requires that appropriate records of the receipt and 
disposition of the protocol-specific study products be maintained.  Accurate records for 
the inventory of the participant kits and their individual contents (i.e. study antibiotics 
and multivitamins), bulk antibiotics (replacement doses), and nevirapine tablets (active 
and placebo) and nevirapine suspension must be maintained to document: 
• Receipt by the site from the DAIDS Clinical Research Products Management Center 

(CRPMC); 
• Dispensing of study products to study participants;  
• Return of unused study antibiotics and nevirapine products; 
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• Final disposition demonstrating that dispensing, receipt, and return records reconciled 
or, if not reconciled, documentation to explain any discrepancies in these records. 

 
Periodic physical inventories must be conducted to reconcile the physical amounts with the 
inventory balances on the accountability record. It is strongly recommended that, at a 
minimum, these inventories be performed once per month. These periodic physical 
inventories should be documented with a date and signature on the accountability record 
itself by entering this information on the first available line of the record. 
 
The DAIDS Participant Kit Accountability Record, Investigational Accountability 
Record, and Log of Returned Doses, or equivalent records approved by PAB must be 
used to document the receipt and disposition of all study products received from the 
CRPMC. Sample forms are provided as attachments at the end of this section.   
 
All entries on the Accountability Records must be made in ink. As with other original 
study records and data forms, no erasable ink or “white-out” correctional fluid may be 
used on dispensing/inventory records. Corrections may be made only by drawing a single 
line through the incorrect entry, then writing the correct entry and initialing and dating 
the correction. Explanations of corrections or other relevant comments may be written in 
the comment space for that line.   
 
The following conditions must be fulfilled: 
• The investigator has determined each maternal study participant and infant study 

participant meets protocol eligibility criteria and has signed an informed consent to 
particpate in the protocol. 

• The investigator ensures that the study antibiotics and nevirapine product is dispensed 
and used according to the approved protocol. 

• The investigator ensures that study participants understand how to use the study 
antibiotics and nevirapine product and checks for correct use during the course of the 
study. 

• The study antibiotics and nevirapine products are stored as specified by the 
manufacturer and according with applicable regulatory requirements, including 
locked storage with access only by authorized study staff members. 

 
7.1 Ordering and Receipt of Study Drugs  

 
Ordering: 
Initial supplies of study products will be shipped by the DAIDS Clinical Research 
Product Management Center.  It will be the responsibility of the site Pharmacist to 
notify the CRPMC when any study supplies have reached a six week supply so that 
additional kits/study drugs may be shipped.  A procedure should be developed to 
ensure that sufficient supplies of the study product are always available in the institution for 
the duration of the study.  The order should be placed electronically by the Pharmacist of 
Record and must include the site number, the site name, the name of the Investigator of 
Record, and name and amount of study product requested. The order may be emailed to the 
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CRPMC at the following address: CRPMC.Ph@mckessonbio.com.  The DAIDS CRPMC 
will respond once they have received the email.  It is the site pharmacists responsibility that 
if a response is not received within 1 business day – a follow up email or fax will be sent.   
 
Receipt: 
The protocol-provided study products will be packaged in containers designed to maintain 
the proper storage conditions for the study products during shipment.  Upon receipt, the 
pharmacist must verify that the quantity of participant kits, bulk antibiotics, nevirapine 
tablets, matching placebo tablets, and nevirapine suspension matches the amount listed 
on the invoice included with the shipment from the CRPMC and the conditions of the 
participant kits, bulk antibiotics, nevirapine suspension, tablets, and matching placebo 
must, also, be inspected. .  
If there are discrepancies or if the supply appears to be damaged, the Pharmacist of 
Record should contact the NIAID Clinical Research Products Management Center 
immediately by fax [(01) 301-294-2905] or e-mail [CRPMC.Ph@mckessonbio.com]. This 
notification must be documented on the invoice and dated.   The Pharmacist of Record 
should maintain a hardcopy document of  any emails or faxes from the NIAID Clinical 
Research Products Management Center. 
 
All shipping documents such as packing slips, commercial invoices and any import permits 
that may have been received with the shipment. must then be kept in the pharmacy files 
with the rest of the accountability records.   
 
The kits will include the study antibiotics and multivitamins as well as bottles that may 
be used to dispense the NVP tablets (active or placebo) and NVP oral suspension and an 
oral syringe.  Each individual kit is sealed.  Therefore, all of the study drugs in a 
participant kit must be inspected immediately prior to initial dispensation to a participant. 
 
Inventory: 
Periodic physical inventories must be conducted to reconcile the physical amounts with the 
inventory balances on the accountability record. It is strongly recommended that, at a 
minimum, these inventories be performed once per month. These periodic physical 
inventories should be documented with a date and signature on the accountability record 
itself by entering this information on the first available line of the record.   
 

• A physical count of the sealed participant kits, the replacement doses, the 
nevirapine products, and the contents of the opened participant kits should be 
compared to the investigational agent accountability records and participant kit 
accountability records, which should match the inventory balance.    If any 
problems are found they must be further investigated.  Any discrepancies in the 
inventory or dispensing records must be documented, dated and signed to indicate 
what the discrepancy entails and what steps were taken to resolve it, if it could not 
be resolved. If the discrepancy could not be resolved a detailed report must be 
sent (mail, fax, or email) to the Protocol Pharmacist stating the discrepancy.   
After documentation of the discrepancy, the inventory balance may be adjusted to 
match the actual inventory.  
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7.2 Dispensing Study Drug 
Each participant must be determined eligible for the study and have signed a consent 
form, prior to dispensing any study antibiotics, multivitamins, nevirapine or matching 
placebo.  Refer to Sections 4 and 5 for study eligibility criteria and informed consent.  
 
Prepare and dispense the study antibiotics and nevirapine in accordance with the protocol 
and Section 7.4 of this manual.   

 
7.2.1 Redispensing Lost or Misplaced Medications 

In the event that a participant loses or misplaces her antenatal study antibiotics/placebo 
(dispensed at 20-24 weeks): 
• The pharmacist must receive a prescription requesting the additional 

antibiotics/placebo 
• The envelope in the participant’s kit may be opened and drug dispensed from the 

appropriate emergency bulk supply 
• There must be clear documentation in the participant’s chart regarding the lost doses 
• The appropriate inventory form(s) must be completed 
 
In the event that a participant loses or misplaces her intrapartum study antibiotics/placebo 
(dispensed at 26-30 weeks) prior to labor: 
• The pharmacist must receive a prescription requesting the additional 

antibiotics/placebo 
• The replacement blister pack(s) from the participant’s kit may be dispensed 
• The envelope in the participant’s kit does NOT need to be opened 
• There must be clear documentation in the participant’s chart regarding the lost doses 
• The appropriate inventory form must be completed 

 
In the event that a participant loses or misplaces any of her intrapartum study replacement 
antibiotics/placebos prior to the onset of labor: 
• The pharmacist must receive a prescription requesting the additional 

antibiotics/placebo 
• The envelope in the participant’s kit may be opened and more drug dispensed from 

the appropriate emergency bulk supply 
• There must be clear documentation in the participant’s chart regarding the lost doses 
• The appropriate inventory form(s) must be completed 

 
7.2.2 Unused Study Drugs Returned by Participants 

Any study drugs drug returned by participants should be stored separately from the main 
inventory and not dispensed to another participant. These doses should be identifiable by 
participant ID number. (See sample Return of Dispensed Unused Doses forms at the end 
of this section.). 
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7.2.3 Return/Disposal of Clinical Supplies 
Return or disposal of clinical supplies may be requested by PAB for any of the following 
reasons: 
• The protocol is completed or terminated, and undispensed investigational agents 

remain that may not be transferred to another DAIDS protocol. 
• The study product has been dispensed to the patient and was returned  
• The study product has expired. 
• The study product has been stored improperly.  
• The investigational agents return has been requested by the Pharmaceutical Affairs 

Branch (PAB) Pharmacist. 
 
7.3      Study Drug Formulation and Acquisition 
 

Study Antibiotics and Placebo  
This study will employ ampicillin, metronidazole, and erythromycin, and identical 
appearing placebos.   
 
Nevirapine  
HIV-infected women and their neonates will be offered nevirapine. NVP (nevirapine, 
Viramune®) will be supplied as two 100 mg tablets for mothers and as a 10 mg/ml oral 
suspension for infants. Both products should be stored between 15 and 30oC (between 59 
and 86oF).  
 

7.4 Dosage Regimens 
 
 Study Antibiotics 

At 20 – 24 weeks, participants randomized to the active agent will receive metronidazole 
250 mg TID and erythromycin 250 mg TID for 7 days.  Participants randomized to the 
control group will receive identically appearing placebos. All women in both treatment 
and control arms will receive a standard vitamin/mineral preparation daily from 
enrollment in the study until delivery. 
 
With the onset of labor and/or rupture of membranes, metronidazole 250 mg, in addition 
to ampicillin 500 mg will be administered orally every 4 hours.  Each woman will be 
asked to continue using the medications after delivery, three times per day, until the 21-
pill course is completed. 
 
Nevirapine 
HIV-infected participants: With the onset of labor and/or rupture of membranes, a dose of 
nevirapine 200 mg (2 100 mg tablets or 1 200 mg tablet) will be administered orally to all 
HIV-infected participants who accept nevirapine.   
 
HIV-exposed infants:  Infants born to HIV-infected participants who received 
intrapartum nevirapine greater than 1 hour prior to delivery will received a single oral 
dose of 2 mg/kg nevirapine suspension at 72 hours post-delivery or at discharge from the 
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nursery, whichever comes first.  Infants born to HIV-infected participants who r did not 
receive intrapartum nevirapine greater than 1 hour prior to delivery will received a single 
oral dose of 2 mg/kg nevirapine suspension as soon as possible after delivery. 

 
7.5 Product Administration 
 
7.5.1 Study Antibiotics 

At enrollment, participants will receive a 7-day course of erythromycin and 
metronidazole, or placebo, in a blister pack.  Participants will be instructed to take one 
metronidazole pill and one erythromycin pill three times a day for seven days, until the 
pills are gone.  Participants will be informed of possible side effects of taking the pills 
and will be instructed what to do if they experience any of the side effects (see informed 
consent).  Participants will be asked to bring their blister packs to their next study visit. 
At visit 2.0 (26-30 weeks), the remaining pills in the blister packs will be counted for 
adherence and recorded on a case report form.  If the participant does not bring the blister 
packs, the participant will be asked about number of pills taken and the information will 
be recorded.  If, for any reason other than medical, a participant does not take the 
antibiotics on schedule, she should be encouraged to resume dosing regardless of the 
timing in terms of the stated protocol schedule. 
 
Also at visit 2.0, the participant will be given 9 pills each of metronidazole or ampicillin 
(or placebo), and will be instructed to take one of each at onset of labor and subsequently 
every four hours, until arriving at the hospital or clinic for delivery.  These instructions 
will be reiterated at visit 3.0 (36 weeks).  In addition, at visit 2.0, (26-30 week visit), the 
participant will receive an additional bottle of multivitamin tablets. 
 
The pharmacist may go ahead (after visit 2.0) and dispense the remaining 12 capsules 
each of metronidazole or ampicillin (or matching placebos) to the clinic, for use when the 
participant arrives in labor. When arriving at the hospital for delivery, participants will be 
asked how many pills they have taken, and the antibiotic course will continue through 
delivery, administered by study staff.  Any pills remaining after delivery will be given to 
the patient to take 3 times per day until the pills are gone. 

 
7.5.2 Nevirapine 

All HIV-infected participants will be offered nevirapine.   HIV-infected participants who 
accept the nevirapine will be given two 100 mg tablets or 1 200 mg tablet at visit 2.0 and 
will be instructed to take the dose at the onset of labor.  These instructions will be 
reiterated at visit 3.0.  When arriving at the hospital, HIV-infected participants who 
accepted nevirapine will be asked if they took the nevirapine, and this will be recorded.  
If the nevirapine was not taken, the participant will be given a 200 mg dose. 
 
If a participant is dosed in false labor, she will receive an additional dose at onset of 
active labor if more than 48 hours have passed since initial dosing.  Participants who 
vomit within 30 minutes of dosing will be redosed; participants who vomit more than 30 
minutes after dosing with nevirapine will not be redosed.  Infants born to mothers who 
had intended to receive nevirapine prenatally but who either did not take the prenatal 
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nevirpine or who took the nevirapine within one hour of delivery should receive the 
infant nevirapine dose as soon after birth as the infant can tolerate liquids by mouth. 
 
Those HIV-infected participants who do not accept nevirapine and all HIV-uninfected 
participants will be offered nevirapine placebo at visit 2.0 to maintain participant 
confidentiality.  HIV-infected participants at sites where HIV-uninfected participants are 
not enrolled will not be given nevirapine placebo if they refuse nevirapine. 
Maternal dosing: 
• For spontaneous labor, the mother should be assessed as soon as possible after 

arriving in labor and delivery. If she has not yet taken 200 mg NVP at onset of labor, 
dosing should proceed when in the clinician's best judgment the woman is expected to 
deliver within 24 hours of presentation.  A second dose of 200 mg NVP will be given 
48 hours after the first if the woman remains in labor. 

• If a woman has taken NVP and is subsequently assessed to be in false labor, she 
should re-initiate study dosing procedures as outlined above if she returns in labor 
and more than 48 hours have passed since she received NVP. 

• If labor is induced and a cervical ripening agent is used, NVP should be given after 
the cervical ripening agent has been removed or discontinued and in the clinician's 
best judgment the woman is expected to deliver within 24 hours.  A second dose of 
200 mg NVP will be given 48 hours after the first if the woman remains in labor.  

• If oxytocin is used after the cervical ripening agent, or as the sole agent for induction, 
NVP should be given when in the clinician's best judgment the woman is expected to 
deliver within 24 hours.  A second dose of 200 mg NVP will be given 48 hours after 
the first if the woman remains in labor.  

• For an emergency or non-elective Cesarean section, the woman should receive NVP 
as soon as the decision is made to do the Cesarean section. 

• For an elective Cesarean section, the NVP will be given 4-12 hours before the 
scheduled procedure. Women who vomit within 30 minutes of dosing will receive a 
second 200 mg dose of NVP.  Women who vomit 31 minutes or more after dosing 
will not receive an additional dose. 

Infant dosing: 
• The neonate will be given the oral NVP no later than 48-72 hours post birth if the 

mother was dosed during labor more than 1 hour and less than 48 hours before giving 
birth. 

Note: if the mother did not deliver at the clinic, the infant can be dosed up to 7 days after 
delivery.   
• The neonate will be given the oral NVP dose as soon as possible post delivery in the 

event that the mother was not dosed during labor, that she gave birth less than 1 hour 
after taking nevirapine, or that more than 48 hours elapsed between her taking NVP 
and giving birth.  

• Should the infant vomit within 30 minutes of NVP administration, the dose will be 
readministered once. 

• See the Infant Dosing Chart below. 
• The infant dose should be calculated to two decimal points 
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INFANT WEIGHT/DOSE CALCULATION CHARTS:  NVP delivered at 10 mg/ml oral 
suspension 
 

Weight 
(kg) 

Dose 2mg/kg  

2.5 kg 0.5 ml 

2.6 kg 0.5 ml 
2.7 kg 0.5 ml 

2.8 kg 0.6 ml 
2.9 kg 0.6 ml 

3.0 kg 0.6 ml 

3.1 kg 0.6 ml 

3.2 kg 0.6 ml 
3.3 kg 0.7 ml 

3.4 kg 0.7 ml 

3.5 kg 0.7 ml 

3.6 kg 0.7 ml 

3.7 kg 0.7 ml 
3.8 kg 0.8 ml 

3.9 kg 0.8 ml 

4.0 kg 0.8 ml 

4.1 kg 0.8 ml 

4.2 kg 0.8 ml 

4.3 kg 0.9 ml 
4.4 kg 0.9 ml 

4.5 kg 0.9 ml 
 
 
7.6 Documenting Product Use/Administration and Symptoms 

Product use will be documented on the 26-30 Week Visit form, the Labor Dosing form, 
the Infant Dosing Form and the Postpartum Pill Count form.  Symptoms related to study 
product use will be documented in the participant chart, and on the 26-30 week Antenatal 
Visit form, the Postpartum Pill Count form, the 4-6 week visit Follow-up Form and the 
Illness/AE form. 
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7.7 Study Product Destruction 
As required in Title 21 CFR 312.59, HIVNET 024 protocol study products provided by 
the CRPMC are to be destroyed, with a DAIDS Clinical Site Monitoring Group (CSMG) 
monitor present, only for the following reasons: 
 
• The protocol is completed, terminated, or the protocol has been deregistered at this 

site, and undispensed study products remain. 
• The study product has been dispensed to the participant and was returned to the 

site/center or affiliated site. 
• The study product has expired. Expired product must be removed from active stock 

and placed in quarantine until a letter is received from the CRPMC or DAIDS 
PAB authorizing destruction.  

• The study product has been stored improperly and can no longer be safely used.  
• The study product's destruction has been requested by a PAB pharmacist. 
• The study product’s destruction has been requested by a CRPMC recall letter: 

1. when the study is terminated, or  
2. when the investigational label does not contain an expiration date and the 

manufacturer has notified the CRPMC that the product has expired. 
 
The pharmacist must respond immediately to recall notices as indicated on the recall 
notice.  NOTE: A recall notice is not issued for research medications (commercial or 
investigational) that are labeled with an expiration date.   
 
For sites Participating in HIVNET 024, the Pharmacist of Record should contact the 
Protocol Pharmacist or CRPMC prior to destroying any study products. 
 
Instructions For Destroying Expired/Recalled Study Product in the Presence of a DAIDS 
CSMG Monitor  
Any product that has been quarantined at the site for which the site has received a Drug 
Expiration Notice or Recall letter may be destroyed in the Presence of a DAIDS CSMG 
Monitor (unless otherwise stated in the notice/letter).  The amounts to be destroyed must 
be verified by the DAIDS CSMG monitor.  For “Amount to be Destroyed”, please be 
specific. Enter the total number of dosage units to be destroyed. For example, if 
destroying 1 bottle of 100 tablets, document this as 1 X 100. If you are destroying a 
partial bottle, indicate the number of tablets or capsules in the bottle. Once the product(s) 
is destroyed, the Site Pharmacist and DAIDS CSMG monitor should sign the document 
and complete the required information.   This form should then be refaxed to the CRPMC 
and the original kept on file by the Pharmacist of Record. 
  
Instructions For Destroying Participant Specific Study Product in the Presence of a 
DAIDS CSMG Monitor  

1. The Pharmacist of Record should complete the Study Product Inventory of Kits 
for Return/Destruction. 

 
2. Contact the HIVNET 024 Protocol Pharmacist (sr72v@nih.gov) by email 

requesting the destruction of study kits.  The email should include the specific kit 
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numbers that the site wishes to destroy.  The list of PIDs should be broken down 
in the same order as they are listed on the Study Product Inventory of Kits with no 
more than 10 kits/page. 

 
3. Once the HIVNET 024 Protocol Pharmacist issues a tentative approval of the 

destruction of specific kits, the Pharmacist of Record should complete the DAIDS 
HIVNET 024 Study Product Destruction Form. A copy of the DAIDS Study 
Product Destruction Form appears at the end of this document. This is a standard 
form that should be photocopied and used for destruction of HIVNET 024 
Participant Specific Study Products (e.g. multivitamins packaged in kits by the 
CRPMC, antibiotics/placebos packaged in blister cards). This Pharmacist 
Signature and DAIDS CSMG Monitor Signatures will not be completed until the 
study products are destroyed.  Destruction must be in the presence of a DAIDS 
CSMG monitor after the monitor has verified the quantities stated on this form 
against the actual physical counts.  (These counts must also match the information 
provided on the Study Product Inventory of Kits for Return/Destruction). 

 
4. Use a separate form for each investigator and site. 

 
5. Complete the top, middle section of the form by entering the investigator's name 

and identification number and the site number. 
 

6. Print or type the pharmacy address on the form. 
 

7. For multivitamins, nevirapine tablets or placebo, or nevirapine suspension that 
have been returned from the participant the line item should list a specific lot 
number for the product. Include the study product name, strength and dosage 
form, quantity (see below), manufacturer, and lot number. If unable to determine 
the lot number of a product because, for example, a participant combined the 
contents of several vials, then list this item separately and enter “various lots” in 
the lot number column. 

a. Quantity: For undispensed study products, please be specific. Enter the 
total number of dosage units destroyed. For example, if destroying 1 bottle 
of 500 capsules, document this as 1 X 500. If you are destroying a partial 
bottle, indicate the number of tablets or capsules in the bottle. 

 
8. For participant antibiotic/placebo returns, list each line item by product name and 

disregard the lot number. For kit inventories, it is not necessary to list each 
participant’s study products separately.  Simply list the total number of 
erythromycin/placebo, the total number of ampicllin/placebo, and the total 
number of metronidazole/placebo being destroyed and attach the “Study Product 
Inventory of Kits for Return/Destruction” records for those items being destroyed. 

9. After destruction, the Pharmacist of Record and DAIDS CSMG Monitor should 
sign and date the form and include the pharmacy phone number.  A copy of the 
completed destruction notice should be faxed to the CRPMC. 
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10. Keep a copy of this record in the pharmacy files. 
   

11. Mail the original to the following address: 
 
  NIAID Clinical Research Products Management Center 
  c/o McKesson BioServices  
  1055 First Street, Suite 125 
  Rockville, Maryland 20850 
 
  ATTN: HIVNET 024 
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 National  Institute of 

 Allergy and Infectious Diseases

 Division of AIDS 

 

HIVNET 024 STUDY 

PRODUCT  DESTRUCTION 

FORM 
 

The products listed below were ordered by: 

Dr.                                                                                                                             

 

Investigator No.                                                                                                         

 
Site:                                                                                                                           

FOR NIAID/CRPMC USE ONLY 

R.D. Number:                                                                           

 

Date processed:                                                                            

 
Signature of Reviewing Official: 

Quantity  

(specify tablet, btl, vial) 
  

HIVNET 024 
  

 Product Name 
  
 Strength/Dose 

Full Partial  Amount 

  
 Mfg 

 
Lot Number 

(NVP or MVIs) 

 
 Comments 

          

          

          

          

          

          

          

          

          

          

Instructions: 

1. Sign and date the form 

2. One lot number per line. 

3. Attach a copy of the authorization from the Protocol Pharmacist or PAB for each of the study products destroyed. 

4. Attach a copy of the Study Product Inventory of Kits for Return/Destruction 

4. Keep a copy of the completed forms and mail original to: 

NIAID CLINICAL RESEARCH PRODUCTS MANAGEMENT CENTER 

       c/o McKesson BioServices  

       1055 First Street, Suite 125 

       Rockville, MD  20850 
       ATTN:  HIVNET 024 

Pharmacist Signature: 

 

                                                          

Preparer (if other than pharmacist): 

 

                                                          

Title:   

                                                   

Telephone:                                            

 
 

DAIDS CSMG Monitor Signature: 

 

Title: 

Address: 

 

Telephone: 

 

Photocopying is authorized. Revised 8/01 
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Page ______ of ______ 
 
Example of Drug Accountability documentation record for nevirapine (NVP) tablets, NVP 
placebo tablets, NVP oral suspension, and replacement antibiotic capsules. 
 
NATIONAL INSTITUTE OF ALLERGY AND INFECTIOUS DISEASE/DIVISION OF 
AIDS, Division of AIDS 
Investigational Agent Drug Accountability Record 
Name of Institution Investigator of Record 

 
 

Protocol Number:   
HIVNET 024  

Drug Name/Strength/Dosage Form:  
 
 
 

Package Size 
 

Quantity: 
 
 

Storage Temp: Lot Number*: Expiration Date:* 

Note:   Only ONE lot number per page (A separate log must be used for NVP, NVP placebo tablets and 
NVP oral suspension). Expiration dates may not be available for all agents. 
 

Script 
Number 

QUANTITY 
dispensed or 

received* 

BALANCE 
Balance 
Forward 
[          ] 

Participant 
ID NO. 

 

Date 
Dispensed 

(dd/mm/yy) 

No. tablets or 
capsules OR  
Amount of oral 
susp(ml) 

 

Dispensed 
by 

(initials) 

Comments 
(Additional 
comments 

may be made 
on the back 
of this form 
if necessary) 
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page __ of __ 
 
NATIONAL INSTITUTE OF ALLERGY AND INFECTIOUS DISEASE/DIVISION OF 
AIDS 
Division of AIDS 
 
HIVNET 024 Log of Returned Dispensed Unused nevirapine tablets or matching placebo 

QUANTITY 
returned 

Initials Comments Participant 
ID No. 

Date Returned 
(dd/mm/yy) 

No. of tablets (#)   
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NATIONAL INSTITUTE OF ALLERGY AND INFECTIOUS DISEASE/ 
DIVISION OF AIDS 
 
 
HIVNET 024 Log of Returned Dispensed Unused metranidazole, erythromycin and 
ampicillin products or matching placebos 
 
Participant ID Number:  __________________________________________ 
 

QUANTITY 
returned 

Initials Comments Date 
Returned 

(dd/mm/yy) 

Product 
M 
E 
A 

No. of capsules 
(#) 
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8. Adverse Experience Reporting Guidelines 
These guidelines were compiled using the Code of Federal Regulations, the International 
Conference on Harmonization Guidelines, and from experience gained through previous 
reporting of adverse experiences and dialogue with the Regulatory Affairs Branch of the 
Division of AIDS.  Serious Adverse Events should be reported according to the 
guidelines outlined in the “Division of AIDS Serious Adverse Event Reporting Manual 
for HIV Prevention Trial Network” (June 1, 2001).  Because this is a protocol involving 
neonates/infants, DAIDS requires that all Grade 2, 3, and 4 SAEs be reported on all 
infants enrolled. 
 
As specified in the DAIDS SAE Reporting Manual, reporting of SAEs to DAIDS are 
required only for events related to investigational study drug exposure.  In the context of 
024, nevirapine is the only investigational drug administered.  

 
8.1   Adverse Experience Definitions 

The following definitions are derived from the DAIDS HPTN SAE Manual.  
 
Adverse Experience (AE):  Any untoward medical occurrence, in a study participant 
who has received an investigational product that may or may not have had a causal 
relationship with this treatment.  The adverse experience can therefore be any 
unfavorable or unintended sign (including an abnormal laboratory finding), symptom, or 
disease. 
 
Serious Adverse Experience (SAE): A serious adverse event is an adverse experience 
occurring at any dose of an investigational product that results in the following outcomes: 
death, a life-threatening adverse drug experience, inpatient hospitalization or 
prolongation of existing hospitalization, a persistent or significant disability/incapacity, 
or a congenital anomaly/birth defect. (21 CFR 312.32)  

 
Patient/Subject Identification:  If an infant of an enrolled mother is not born alive, the 
mother is considered to be the study participant and the adverse experience (e.g., Grade 4 
stillbirth) is reported as an event for the mother.  If the infant is born alive and lives very 
briefly before demise, the infant is considered to be the study participant and the adverse 
experience (e.g., Grade 5 death) is reported as an event for the infant. 

 
8.2 Adverse Experience Grading 

Toxicity grades are assigned by the site to indicate the severity of Adverse Experiences.  
The DAIDS “Table for Grading Severity of Adverse Experiences” (Toxicity Table) can 
be found in Appendix III.  The Toxicity Table should be used by site clinicians to assign 
toxicity grades to all Adverse Experiences, including abnormal laboratory values.  For 
clinical and laboratory events NOT identified in the Toxicity Table, refer to the specific 
“Guide for Estimating Severity Grade” within the Toxicity Table.  In determining infant 
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< 3 months of age) ALT toxicity, for which there is no defined DAIDS toxicity table, use 
the toxicity table ranges established for infants > 3 months of age.   
 
There are five toxicity grades that can be assigned to an SAE, which are defined as 
follows: 

• 1 = Mild 
• 2 = Moderate 
• 3 = Severe 
• 4 = Life -threatening 
• 5 = Death 

 
8.3 Non-Serious Adverse Experiences 

Abnormalities at Baseline/Enrollment 
For participants who enter a study with documented pre-existing abnormalities, an AE 
should be reported if the: 
• severity increases a full grade level or more over baseline; 
• severity increases to a reportable level using the Guide for Estimating Severity from 

the DAIDS Toxicity Table; 
• participant’s condition becomes serious, in the opinion of the clinician, due to the 

increasing severity of the abnormality. 
 

All pre-existing abnormalities should be recorded in the patient’s medical chart. 
 
 Abnormalities Within 8 Weeks of Exposure to the Investigational Product (NVP) 

Non-serious Adverse Experiences in the mother that occur within 8 weeks of exposure to 
the investigational product, regardless of relatedness or expectedness to the 
investigational product, must be documented on the Illness/Adverse Experience case 
report form.  The exposure to investigational product dictates whether such a non-serious 
adverse experience must be reported.  Therefore, it is critical that clinicians obtain 
accurate medication histories from the participants. 
 
Non-serious Adverse Experiences in infants, regardless of relatedness or expectedness to 
the investigational product, that occur within 8 weeks of exposure to the investigational 
product must be documented on the Illness/Adverse Experience case report form.  

 
Abnormalities Within 2 Weeks of Exposure to Study Antibiotics/Placebo 
Non-serious Adverse Experiences in the mother that occur within 2 weeks of exposure to 
study antibiotics/placebo, regardless of relatedness or expectedness to the 
antibiotics/placebo, must be documented on the Illness/Adverse Experience case report 
form.  The exposure to study antibiotics/placebo dictates whether such a non-serious 
adverse experience must be reported.  Therefore, it is critical that clinicians obtain 
accurate medication histories from the participants. 
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Non-serious Adverse Experiences in infants, regardless of relatedness or expectedness to 
the study antibiotics/placebo, that occur within 2 weeks of exposure to study antibiotics/ 
placebo must be documented on the Illness/Adverse Experience case report form.  
 
Follow-up Information 
A new Illness/Adverse Experience case report form is not required when submitting 
follow-up information for a previously reported AE, except in cases where the severity of 
the AE increases by at least one grade.  In general, the existing case report form should 
be updated and resubmitted.  If the severity increases by a grade or more (this includes 
Grade 5 - Death) a second Illness/Adverse Experience form must be submitted. 
Abnormal lab results for tests done to verify or further diagnose an AE that was 
previously reported should not be reported as a new AE. This information should be 
added to the comments section of the original case report form. 
 

8.4 Serious Adverse Experiences 
 
8.4.1 Reporting and Relationship to Study Product 

Relationship between a Serious Adverse Experience and an Investigational Product 
(Nevirapine) is determined by the site investigator or subinvestigator.  In general, 
relationship is one of the main criteria used to determine the reportability of a Serious 
Adverse Experience to RCC.  There are four relationship assessment categories: 
• Definitely related 
• Probably related 
• Possibly related 
• Not related 

 
In some cases, events assessed by the site investigator as Not related to the 
Investigational Product (nevirapine) are not reported on an SAE Form.  However, such 
events must have an alternative, definitive etiology documented in the volunteer’s 
medical record. 

 
Reportable Regardless of Relationship to Investigational Product (Nevirapine) 
The following must be reported to the RCC SAE office regardless of the whether or not 
the event took place within 8 weeks of exposure to the Investigational Product. 
• Death 
• Congenital Anomaly/Birth Defect or Spontaneous Abortion, includes: 

− Congenital anomaly/birth defect occurring in a neonate/infant born to a mother 
who has received Investigational Product or 

− Spontaneous abortion occurring in a mother who has received Investigational 
Product 

Note: All congenital anomalies/birth defects and spontaneous abortions are assigned 
a Grade 4 toxicity. 
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• Permanent Disability/Incapacity.  A substantial disruption of a person’s ability to 
conduct normal life functions resulting from an adverse experience in a person 
participating in a clinical trial. 
Note: All permanent disabilities/incapacities are assigned a Grade 4 toxicity. 

 
For the SAEs listed above, submit SAE Form to the Regulatory Compliance Center 
(RCC) within 3 working days of site awareness.   
 
Reportable if relationship to Investigational Product (Nevirapine) is assessed as: 
definitely, probably or possibly related 
The following events must be reported to the RCC SAE office if the event occurs 
anytime within 8 weeks of exposure to investigational product and are deemed to be 
Definitively, Probably or Possibly Related to administration of the IP: 
• Grade 3 and 4 adverse experiences for intensive reporting (maternal adverse 

experiences) 
• Grade 2 through 4 adverse experiences for neonate/infant reporting (infant adverse 

experiences) 
• Any adverse event of any toxicity grade (1 – 4) considered serious by the site 

investigator 
For the SAEs listed above, submit SAE Form to the Regulatory Compliance Center 
(RCC) within 3 working days of site awareness.   
 

TABLE 8-1. REPORTABLE SAEs 
EVENT REPORT IF  

EVENT 
OCCURS 

REPORT IF 
RELATIONSHIP TO 
INVESTIGATIONAL 

PRODUCT 

REPORTING TIME 
FRAME 

• Death (includes neonatal deaths) 
• Congenital anomaly/Birth defect 
• Spontaneous abortion 
• Permanent disability/Incapacity 

Within 8 weeks of 
exposure to 
investigational 
product. 

Definitely  
Probably 
Possibly 
Not related 

Submit completed SAE Form to 
RCC Office within 3 working days 
of site awareness 
 
 

ANYTIME after 
receiving 
Investigational 
Product during 
study follow-up 

Definitely  
Probably 
Possibly 

Submit completed SAE Form to 
RCC within 3 working days of site 
awareness 

• Recurrent event with new 
etiology or higher toxicity grade 

• Maternal Grade 3 and 4 events 
• Neonate/infant Grade 2 through 4 

event 
• Grade 1 or 2 event considered 

unusual 

Within 8 weeks of 
exposure to 
investigational 
product. 

Definitely 
Probably 
Possibly 
 

Submit completed SAE Form to 
RCC within 3 working days of site 
awareness 
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8.4.2 Follow-Up Information 
In most cases, resolution or follow-up information pertaining to previously reported 
SAEs does not need to be reported to RCC as an Updated SAE Report.  However, for 
some events, more information may be required to determine if an IND Safety Report is 
necessary. 
 
Any follow-up information should be clearly marked as “Update Information” and 
include the Protocol Number and Participant Identification Number.  For the 
circumstances listed below, or as requested, the site is required to submit follow-up 
information as soon as it becomes available.   
• SAEs that become IND Safety Reports:  DAIDS must comply with the Code of 

Federal Regulations and submit Safety Reports to the FDA within fifteen (15) 
calendar days of receiving the SAE form.   

• Changes to Relationship Assessment:  The clinical site obtains new information 
that changes the site investigator’s assessment of the relationship between the event 
and Investigational Product. 

• Updated Information on a Death:  The clinical site submitted an initial SAE Form 
and obtains new information that changes the Cause of Death and/or the relationship 
assessment to the Investigational Product. 

 
8.4.3 Recurrent Events 

Serious Adverse Experiences (SAEs) that have been reported and occur again with a new 
etiology or occur at a higher toxicity grade should be reported on a new SAE Form 

 
8.4.4 Means of Reporting Serious Adverse Experiences (SAEs) 

SAEs that meet reporting requirements must be reported on a Division of AIDS 
SERIOUS ADVERSE EXPERIENCE FORM.  See section 8.6 for instructions.  

 
8.5 Documentation 

• Illness/Adverse Experience Form: This form is described in Section 9. 
 

• SAE Form: See section 8.6 for instructions. 
 

• Safety Report:  A Safety Report is used to report to the FDA and product 
manufacturers serious adverse experiences that are unexpected and possibly, 
probably or definitely related to an investigational drug.   

 
• Serious Adverse Experience Database:  Family Health International will keep a 

database documenting all SAEs received by RCC (AE number, date of 
occurrence, date identified, date notification was received by the Protocol Chair, 
and date the SAE was reported to FHI, DAIDS, RAB, the manufacturer and 
FDA).  The data will be reconciled with the HPTN SDMC database and study 
CRFs at the study monitoring visits. 
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8.6 Instructions for Completing the DAIDS SAE FORM 
 
HEADER INFORMATION 
Shaded Box:  Do Not Write in this Box.  This is for RCC SAE Office use only. 
Site Report Date:  Enter the date the SAE Form was completed by the site. 
Site Awareness Date:  Enter the date the site first became aware OR was first notified of the 
SAE. 
Clinical Site:  Print the name of the clinical site. 
Clinical Site Number: Provide the clinical site number assigned by the statistical center. 
Telephone Number and E-mail Address:  Provide the most appropriate telephone number and 
E-mail address for the RCC SAE Office to contact for additional information. 
Completed by:  Print the name and title of the person filling out the SAE Form. 
Protocol Number:  Enter the protocol number that this participant is currently enrolled in. 
Participant ID Number:  Enter the 9-digit Participant ID (PID) in the spaces provided.  Use the 
appropriate PID format. 
Age:  Enter the age of the participant and circle the appropriate units. 
Gender:  Check the appropriate gender of the participant. 
 
ITEM 1 
Check the ONE main reason this SAE is being reported. 
 
ITEM 2 
Serious Adverse Experience: List ONE key word, diagnosis or cause of death for the SAE 
being reported.  
Toxicity Grade of SAE:  Circle the toxicity grade to indicate the severity of the SAE.  The 
toxicity grade assigned to the SAE should be made using the DAIDS Toxicity Table. 
Study Week:  Enter the week of study during which the SAE occurred. 
SAE Onset Date:  Enter the date when the SAE first occurred at the assigned toxicity grade 
level.  (For SAEs that are lab abnormalities, use the specimen collection date). 
 
ITEM 3 
Complete the Investigational Product (IP) information table 
 
Investigational Product: Enter the Investigational Product that the participant is receiving in the 
clinical trial.  List one Investigational Product per line.  For the purposes of 024, nevirapine is the 
only Investigational Product dispensed. 
Dose, Route, Schedule of Investigational Product at SAE Onset: Enter the dose, route, and 
schedule of the Investigational Product that was administered at the time of the SAE. 
Date Investigational Product First Started: Enter the Initial Date that the participant began 
taking the IP. 
Date Investigational Product Last Taken: Enter the Last Date that the participant took the IP.  
If the participant is being Continued on the IP in response to the SAE, this field should be left 
blank. 
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Investigational Product Management at SAE Onset: Using the key provided below the table, 
enter the IP Management code that represents how the IP was managed as a result of the SAE. 
Date of Investigational Product Management: Enter the date when the IP management 
became effective.  This field should be left blank when “0” is entered as the IP management 
code. 
Relationship Assessment: Mark the appropriate relationship assessment for the IP listed. 
 
Regarding intrauterine exposure to IP: Be sure to note on the form if an infant’s exposure to 
the IP was intrauterine and be sure to mark the appropriate relationship assessment. 
 
ITEM 4 
If the SAE being reported is a Lab Abnormality, complete the Table provided or attach copies 
of laboratory reports.  If attaching copies of laboratory reports, remember to remove participant 
identifiers from source documents and attach a PID label or write the PID on the lab reports. 
 
ITEM 5 
Complete the Concomitant Medications table.  For the purposes of 024, concomitant medications 
are defined as drugs other than the Nevirapine and may include the other study antibiotics and 
vitamins.  List the concomitant medications taken during the months prior to/as SAE onset or 
attach a copy of the participant’s Concomitant Medications forms.  If attaching a copy of the 
Concomitant Medications form, remember to remove participant identifiers and attach a PID 
label or write the PID on the copy. 
 
ITEM 6  
Serious Adverse Experience Summary: In this narrative section, provide in English a brief 
summary of the SAE.  Include any pertinent past medical history and all relevant information 
and details surrounding the event.  If applicable, attach copies of source documentation (i.e., 
progress notes, discharge summaries, hospital records, diagnostic tests).  If attaching copies of 
source documentation, remember to remove participant identifiers (i.e., name, birth date, etc.) 
and attach a participant identification label or write the participant identification number on the 
copy.  Please make sure that the writing is legibile. 
 
ITEM 7 
Site Physician Signature: Signature of the Investigator of Record (IoR) listed on the FDA Form 
1572, who has reviewed and verified the data on the SAE Form for accuracy and completeness 
and who assessed the relationship of the SAE to the Investigational Product(s). If the physician is 
not available to sign the SAE Form, please submit it within the time frame described in the 
HPTN SAE Manual without the signature (i.e., within 3 working days of site awareness of SAE).  
The signature page can be resubmitted independently to the RCC when the investigator or 
subinvestigator has signed the SAE Form. 
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DIVISION OF AIDS 
REGULATORY OPERATION CENTER 

SERIOUS ADVERSE EXPERIENCE (SAE) FORM 
HIV PREVENTION TRIALS NETWORK (HPTN) 

 
SAE Office Phone: 1-800-537-9979 or 301-897-1709                        RCC OFFICE FAX: 1-800-275-7619 or 301-897-1710 
SAE Email: SAE@tech-res.com 
 
SAE Office Use Only  SAE Tracking Number     Protocol Number 
    ___________________                  ________________ 
 
__________________                                                                 Type of Report:  __Initial  __ Update 
Date Received In RCC 
     
 
 
Site Report Date: ___ ___/___ ___ /___ ___ ___ ___   Site Awareness Date: ___ ___/___ ___ /___ ___ ___ ___ 
                 D     D   M    M     Y    Y    Y   Y             D   D    M   M     Y    Y    Y    Y  
 
Clinical Site:                     Clinical Site Number:                      
 
Telephone Number: (___  )______________________  E-mail Address:  ________________________________   
 
Completed by:                Signature:       
  (Print Name/Title) 
 
Protocol Number  Participant ID Number (Use appropriate format) 
   (Use label or write in) 
 
H024  ___ ___ ___ -___ ___ ___ ___ ___ -___   OR   ___ ___ ___ -___ ___ ___- ___-___  
  Site/Protocol    Participant ID                   Chk            Site/Protocol  Part. ID          Chk  Cohort  
 
Age: __ __ Years/Months/Days (Circle)    Gender: __Male __Female 
 
 
 
1. Main reason SAE is being reported (Check One Category) 
 
__Death     
_ Congenital anomaly/Birth Defect      
__Permanent disability/Incapacity  
__SAE meets reporting requirements, but is NOT any category above 
__SAE is considered serious for this participant by the site physician, but is NOT at a reportable level 
 
 
2. Serious Adverse Experience Data 
 
   Serious Adverse Experience  Toxicity      
   (key word, diagnosis, or   Grade*  Study                      Onset Date 
   cause of death)    (circle one) Week  Day Month Year          
 
___________________________________     1  2  3  4  5 _______  ___ ___/___ ___/___ ___ ___ ___ 
 
*1= Mild, 2= Moderate, 3= Severe, 4= Life-threatening, 5=Death 
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Participant ID Number:    Site Report Date: ___ ___ /___ ___/___ ___ ___ ___ 
(Use appropriate format)       D  D      M   M    Y    Y    Y   Y 
 
___ ___ ___ -___ ___ ___ ___ ___ -___   OR   ___ ___ ___ -___ ___ ___- ___-___  
Site/Protocol    Participant ID        Chk         Site/Protocol      Part. ID     Chk  Cohort 
_____________________________________________________________________________________________________________________ 
 
3.  Investigational Product Information 
 
Investigational 
Product (IP) 

(List 1 per line) 
 

Dose, Route, 
Schedule of 
IP at SAE 

Onset 

Date IP  
First Started 

(DD/MM/YYYY) 

Date IP 
Last Taken 

(DD/MM/YYYY) 

IP  
Mgmt 

At SAE 
Onset* 

Date of  
IP Mgmt 

(DD/MM/YYYY) 

Relationship 
Assessment 

 (Mark 1Assessment  
per line) 

 
1.  Nevirapine 

     __Definitively related 
__Probably related 
__Possibly related 
__Not related 

 
2. 

     __Definitively related 
__Probably related 
__Possibly related 
__Not related 

 
3. 

     __Definitively related 
__Probably related 
__Possibly related 
__Not related 

 
4. 

     __Definitively related 
__Probably related 
__Possibly related 
__Not related 

 
5. 

     __Definitively related 
__Probably related 
__Possibly related 
__Not related 

 
6. 

     __Definitively related 
__Probably related 
__Possibly related 
__Not related 

 
* IP Management: C=IP Continued without Change in Dose or Schedule R=IP Dose or Schedule Reduced 
              T= IP Temporarily Held due to SAE   O=IP Course Completed or Patient Off IP at  SAE onset 
                              D=IP Permanently Discontinued due to SAE 
 
4. Relevant Laboratory Test Results 
 Complete the table below, or send copies of the data forms or other lab results 

Lab Test Lab Result Site Normal Collection Date 
(DD/MM/YYYY) 

Previous Lab 
Result 

Collection 
Date 

(DD/MM/YYYY) 
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Participant ID Number:    Site Report Date: ___ ___ /___ ___/___ ___ ___ ___ 
(Use appropriate format)           D  D      M   M    Y    Y    Y   Y 
 
___ ___ ___ -___ ___ ___ ___ ___ -___   OR   ___ ___ ___ -___ ___ ___- ___-___  
Site/Protocol    Participant ID       hk           Site/Protocol      Part. ID      Chk  Cohort 
_____________________________________________________________________________________________________________________ 
 
 
5. Concomitant Medications 

List ALL non-study concomitant medications being taken during the month prior to/at SAE onset below, or attach a 
copy of the Concomitant Medications form. 
 
a._____________________  c. _____________________  e. _____________________ 
 
b. _____________________  d. _____________________  f. _____________________ 
 
 

6. Serious Adverse Experience Summary 
In English, briefly describe the sequence of the signs and/or symptoms (including dates), relevant past medical history, 
diagnoses, interventions and/or treatment of the SAE, the participant’s response to treatment, and the outcome. 
Copies of progress reports, discharge summaries, hospital records, diagnostic tests, etc., may be attached.  
 
              

              
             
             
             
             
             
             
             
             
              
             
             
              
 
 
7.  Physician Signature 
 
 
Site Physician (Signature):        Date: ___ ___/___ ___/___ ___ ___ ___ 
         Signature indicates verification of data accuracy and completeness                               D     D   M   M     Y   Y    Y    Y 
 
Site Physician  (Name Printed):        
 

 


