
Appendix: www Resource Links 
 
 

www Resource Links 
 
Listed below are links to relevant websites to assist you with AE reporting 
questions and general NIH/ NIAID/ DMID procedures: 
 
US Food and Drug Administration: http://www.fda.gov 
International Clinical Studies Support Center: http://www.icssc.org/index.htm 
NIAID: http://www.niaid.nih.gov 
DMID: http://www.niaid.nih.gov/dmid/ 
DMID Clinical Research Handbook: http://www.niaid.nih.gov/dmid/clinresearch/handbook.pdf 
International Conference of Harmonization: http://www.ich.org/ 
Declaration of Helsinki: http://www.wma.net/e/policy/17c.pdf  
Belmont Report: http://www.fda.gov/oc/ohrt/irbs/belmont.html 
Regsource (AE reporting resource)
 http://www.regsource.com/____Adverse_Event_Reporting/____adverse_event_reporting.html 
Fairview Health Services http://www.fairview.org/prof/research/adveventrep.asp 
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NIAID Clinical Terms of Award 
 
Awardees must comply with the Clinical Terms of Award that will be incorporated in their Notices of 
Grant Award or contracts. Potential applicants are encouraged to contact appropriate National Institute of 
Allergy and Infectious Diseases (NIAID) program staff concerning this policy. 
 
NIAID Clinical Terms of Award are presented below. They delineate awardee responsibilities including 
submission of the required documentation to NIAID. These terms apply to all NIAID-supported clinical 
research involving human subjects, including development of new technologies using human subjects or 
materials derived from patients or volunteers, studies into the mechanisms of human disease using patient 
or volunteer samples, therapeutic interventions, clinical trials, and any studies that require Institutional 
Review Board (IRB) or Independent Ethics Committee (IEC) approval to collect samples from patients or 
volunteers; epidemiologic and behavioral studies; and outcomes and health services research. These 
Clinical Terms of Award define specific timelines for approvals related to the initiation of the trial or 
study and timelines for reporting events related to the progress of the trial or study. It is the responsibility 
of the awardee to submit the required documentation and/or information to the responsible 
Program/Project Officer according to these timelines. 
 
NIAID Clinical Terms of Award 
 
These Clinical Terms of Award are in addition to and not in lieu of other NIH policies, such as written 
assurance of compliance with the Department of Health and Human Services (DHHS) Office of Human 
Research Protection (OHRP) regulations (45 CFR 46), PHS guidelines, DHHS grant administration 
regulations (45 CFR parts 74 and 92), and Office of Management and Budget administrative guidelines. 
 
In accordance with OHRP regulations for the protection of human subjects (45 CFR 46) and ensuring 
objectivity in research (42 CFR 50, Subpart F), Clinical Terms of Award detail the agreement between the 
NIAID and the awardee. 
 
TERMS FOR ALL CLINICAL RESEARCH AWARDS 
 
NIH policy requires certain information regarding all research that involves human subjects, such as 
reporting of demographics in the noncompetitive renewal application or annual report, and annual 
Institutional Review Board/Independent Ethics Committee (IRB/IEC) review. The terms outlined here 
supplement these normal requirements. NIAID Clinical Terms of Award for clinical research apply to all 
grants and contracts that involve human subjects. 
 

A. Reporting 

 
To aid the NIAID in fulfilling reporting requirements, the awardee must complete the Inclusion 
Enrollment Report showing cumulative accrual information for each study or clinical trial protocol. This 
submission should be submitted annually as part of each noncompeting renewal or annual progress report. 
The format for the Inclusion Enrollment Report is located at 
http://grants.nih.gov/grants/funding/phs398/enrollmentreport.pdf 
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B. Safety and Monitoring Issues 
 
Institutional Review Board or Independent Ethics Committee Approval 
The awardee will submit to the NIAID annually documentation of continuing review and approval from 
the local IRB/IEC, including a copy of the current IRB/IEC approved informed consent document and the 
OHRP Federal Wide Assurance (FWA) number for the institution/site. Where there are other institutions 
involved in the research (e.g., a multicenter clinical trial or study), the protocol must be reviewed and 
approved by each institution's IRB/IEC. Initial and annual documentation of continuing review and 
approval, including the current approved informed consent document and FWA number from each 
institution, must also be provided to the NIAID. 
 
For international sites, approval from a National IRB/IEC, if applicable, may be required in addition to or 
in lieu of approval from the local IRB/IEC. 

 
To help ensure the safety of participants enrolled in NIAID-funded studies, the awardee must provide the 
NIAID with copies of documents related to all major changes in the status of ongoing protocols, including 
the following: 

 
• all amendments or changes to the protocol, identified by protocol version number 

and/or date; 

• all changes in informed consent documents, identified by version number and/or date, 

and dates during which they are valid;  

• termination or temporary suspension of patient accrual;  

• termination or temporary suspension  of the protocol; 

• any change in IRB approval; and  

• any other problems or issues that could affect the participants in the studies. 
 
Notification of any of the above changes must be made within 3 working days by email or fax, followed 
by a letter cosigned by the Principal Investigator and the institutional business official, detailing 
notification of the change of status to the local IRB and a copy of any responses from the IRB/IEC. 

 
If a clinical protocol has been reviewed by the an Institution Biosafety Committee (IBC) or the 
Recombinant DNA Advisory Committee (RAC), the awardee must provide information about the initial 
and ongoing review and approval. 

 
Data and Safety Monitoring Requirements  
Independent safety monitoring is strongly recommended for all clinical trials involving investigational 
drugs, devices or biologics   and other clinical research perceived to involve more than a minimal risk.
 
A risk is  where the probability and magnitude of harm or discomfort anticipated in the proposed 
research are not greater, in and of themselves, than those ordinarily encountered in daily life or during the 
performance of routine physical or psychological examinations or tests. For example, the risk of drawing 
a small amount of blood from a healthy individual for research purposes is no greater than the risk of 
doing so as part of a routine physical examination (45CFR46.102I). 

minimal
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Monitoring plans must be included in any application or proposal that proposes research involving more 
than minimal risk. However, final decisions regarding the type of monitoring to be employed will be 
made jointly by the NIAID and the awardee prior to study initiation. Discussions with the responsible 
NIAID Program Officer regarding appropriate safety monitoring and approval of the final monitoring 
plan by NIAID will occur before patient enrollment commences and may include discussions about the 
appointment of one of the following: 

 
1) Independent Safety Monitor - an individual physician, or other appropriate expert, who is independent 
of the study and available in real time to review and recommend appropriate action regarding adverse 
events and other safety issues; 
 
2) Independent Monitoring Committee (IMC) or Safety Monitoring Committee (SMC) - a small group of 
independent investigators and biostatisticians who review data from a particular study. 
 
3) Data and Safety Monitoring Board (DSMB) - an independent committee charged with reviewing safety 
and trial progress and providing advice with respect to study continuation, modification, and/or 
termination. The awardee may be required to use an established NIAID DSMB or to organize an 
independent DSMB. All phase III clinical trials must be reviewed by a DSMB; other trials may require 
DSMB oversight as well. 
 
When a monitor or monitoring board is organized, a description of the monitor/board, its charter and/or 
operating procedures (including proposed meeting schedule and plan for review of adverse events), and 
roster and curriculum vitaes (CVs) from all members must be submitted to and approved by the NIAID 
prior to study initiation. Additionally, the awardee must submit written summaries of all reviews 
conducted by the monitoring group to the NIAID within 30 days of reviews or meetings.   
 
C. NIAID Review Process Prior to Study Initiation 
 
The NIAID has a responsibility to ensure that mechanisms and procedures are in place to protect the 
safety of participants in NIAID-supported clinical trials. Therefore, prior to patient accrual/participant 
enrollment, the awardee will provide the following (as applicable) for review and approval by the NIAID: 

 
• the IRB/IEC approved clinical research protocol identified by version number and/or date, 

including details of study design, proposed interventions, patient eligibility and exclusion criteria; 
• documentation of IRB/IEC approval, including OHRP FWA number, IRB/IEC registration 

number and IRB/IEC name; 
• the IRB/IEC approved informed consent document, identified by version number and/or date and 

dates during which it is valid; 
• plans for the management of side effects; 
• procedures for assessing and reporting adverse events; 
• plans for data and safety monitoring (see B above) and monitoring of the clinical study site, 

pharmacy, and laboratory; and 
• documentation that the awardee and all study staff responsible for the design and/or conduct of 

the research have received training in the protection of human subjects. 
 

NIAID staff comments will be forwarded to the awardee within 3 weeks of receipt of the above 
information. The awardee must address in writing all safety, regulatory, ethical, and conflict of interest 
concerns raised by NIAID staff to the satisfaction of the NIAID before patient accrual or participant 
enrollment can begin. 
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D. Investigational New Drug/Investigational Device Exemption (IND/IDE) Requirements 
 
Consistent with Federal regulations, clinical research projects involving the use of investigational 
therapeutics, vaccines, or other medical interventions (including licensed products/devices for a purpose 
other than the one(s) for which they were licensed) in humans under a research protocol must be 
performed under a Food and Drug Administration (FDA) IND/IDE. Exceptions must be granted in 
writing by the U.S. FDA.  If the proposed clinical trial will be performed under an IND/IDE, the awardee 
must provide NIAID with the name and institution of the IND/IDE sponsor, the date the IND/IDE was 
filed with the FDA, the FDA IND/IDE number, any written comments from the FDA, and the written 
responses to those comments. 
 
Required Time-sensitive Notification 
Under the IND/IDE, the sponsor is required to provide the FDA with safety reports of serious adverse 
events.  Under the Clinical Terms of Award, the awardee must submit copies to the responsible NIAID 
Program/Project Officer as follows: 

 
• Expedited Safety Report of unexpected or life-threatening experience or death: A copy of 

any report of unexpected or life-threatening experience or death associated with the use of an 
IND drug, which must be reported to the FDA by telephone or facsimile as soon as possible 
but no later than 7 days after the IND sponsor’s receipt of the information, must be submitted 
to the NIAID Program/Project Officer within 24 hours of FDA notification;  

• Expedited Safety Reports of serious and unexpected adverse experiences:  A copy of any 
report of unexpected and serious adverse experience associated with use of an IND drug or 
any finding from tests in laboratory animals that suggests a significant risk for human 
subjects, which must be reported in writing to the FDA as soon as possible but no later than 
15 days after the IND sponsor’s receipt of the information, must be submitted to the NIAID 
Program/Project Officer within 24 hours of FDA notification;  

• IDE Reports of Unanticipated Adverse Device Effect: A copy of any reports of unanticipated 
adverse device effect submitted to the FDA must be submitted to the NIAID Program/Project 
Officer within 24 hours of FDA notification; and  

• Other adverse events documented during the course of the trial should be included in the 
annual IND/IDE report and reported to the NIAID annually. 

 
In case of specific problems or issues, the NIAID Program Officer will contact the awardee within 10 
working days (by email or FAX), followed within 30 calendar days by an official letter to the Principal 
Investigator, with a copy to the institution’s office of sponsored programs, enumerating issues and 
appropriate actions to be discussed.   
 

• Safety Reporting for Research not performed under an IND/IDE 
Final decisions regarding ongoing safety reporting requirements for research not performed under 
an IND/IDE will be made jointly by the NIAID and the awardee. 

 

E. Other requirements may be determined on a case-by-case basis
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NIAID Clinical Terms of Award  
Checklist 

 
This checklist serves as a reminder of information that must be submitted to NIAID. This 
checklist may be completed by the investigator and attached to a submission to the responsible 
Program/Project Officer according to the review mechanisms applicable to the awarding 
Division. 
 
Principal Investigator:      Date: 

Phone:   
Fax: 
Email: 

Grant or Contract Number:  
Site Name:  
Address:  
Protocol Title:  
OHRP IRB/IEC Registration Number and Name: 
 
REQUIREMENTS AT TIME OF COMPETITIVE APPLICATION AND PROPOSAL  
 

 The Research Plan, including protocol (if required by the Division) 
 

 Data and Safety Monitoring Plan, if applicable  
 

 Targeted/Planned Enrollment Table  
 
 
REQUIREMENTS PRIOR TO STUDY ENROLLMENT 
 

 IRB/IEC documents and protocol(s), identified by version number and/or date (attach the 
following for each investigative site/IRB): 
• IRB/IEC’s name 
• FWA (Federal Wide Assurance) number for institution/site 
• IRB/IEC OHRP registration number  
• IRB/IEC notification of protocol approval  
• IRB/IEC approved protocol 
• IRB/IEC approved consent forms identified by dates during which they are valid 

 
 Safety Monitoring:  ISM, SMC or DSMB information, if applicable (attach charter, 

operating procedures, proposed roster and CVs) 
 

 Additional Information for Clinical Trials with INDs/IDEs: 
 

 Name, institution, and address of IND/IDE Sponsor: 
 

 FDA IND/IDE number  (attach copy of letter from FDA) 
 

 FDA correspondence (attach copies of all written communication with the FDA) 
 

 Risk Information (e.g., investigator’s brochure, or information obtained through 
published literature review or other venue) 
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 Safety information for clinical trials not performed under INDs/IDEs 
 

 Additional information for Gene Transfer Clinical Trials 
 

 NIH Recombinant DNA Advisory Committee (RAC) Initial Review: 
 Date of Letter from NIH OBA: _______ NA_______ 
 Public RAC Review:  Yes____  No:____ 

Include copy of letter from NIH OBA either  
1) stating the protocol has been exempted from public review or  
2) summarizing the RAC suggestions and PI response to the 

recommendations. 
 

 IBC-related documents (for human gene transfer protocols) 
  Name of institution IBC serves 
  Copy of written IBC approval of protocol 
 

 Copy of protocol approved by the IBC and IRB 
 

 Documentation of training in Human Subjects Protections (for all study staff responsible 
for design/conduct of the research) 

 
ONGOING REPORTING REQUIREMENTS 
 

 Documentation of IRB/IEC continuing reviews (attach the following for each 
investigative site): 
• IRB/IEC OHRP registration number 
• OHRP Federal Wide Assurance (FWA) number for site   
• IRB/IEC continuing review and approval 
• IRB/IEC approved consent form identified by version number and/or date and 

dates during which it is valid 
• IRB/IEC approved protocol identified by version number and/or date, unless 

otherwise directed  
• Documents related to protocol amendments, suspensions, or termination 
 
Please note that for the duration of the award it is the responsibility of the awardee to 
notify the NIAID of subsequent protocol amendments or changes in IRB/IEC approval 
status within 3 working days of IRB/IEC decision.  Documents related to an amended 
protocol must be submitted to the NIAID prior to implementing changes (except in the 
case of imminent danger to participants). 

 
 Data and Safety Monitoring Reviews/Summaries, if applicable (submit within 30 days of 

review or meeting) 
 

 Safety Reports 
 For 7-day IND telephone or fax reports, send copy to NIAID Program/Project 

Officer within 24 hours of FDA notification 
 For 15-day IND written reports, send copy to NIAID Program/Project Officer 

within 24 hours of FDA notification 
 For IDE reports of adverse device effect, send copy to NIAID Program/Project 

Officer within 24 hours of FDA notification 
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  Report adverse events not included in expedited reports in the annual IND/IDE 
report 

  For Safety Reports for drugs and devices that do not require an IND or IDE, send 
report to the NIAID Program Officer within similar time frames.    

 
 Recombinant DNA Advisory Committee (RAC) annual report, including adverse events 

reports, and RAC approval   
 

 Institutional Biosafety Committee (IBC) continuing approval   
 

 Training in Human Subjects Protections for new study staff, if applicable (submitted 
annually to coincide with each noncompeting renewal or annual progress report) 

 
 Inclusion Enrollment Reports (submitted annually to coincide with each noncompeting 

renewal or annual progress report) 
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GUIDANCE FOR COMPLIANCE WITH NIAID 
CLINICAL TERMS OF AWARD 

 
 
I. OVERVIEW 
 
The National Institute of Allergy and Infectious Diseases (NIAID) supports clinical trials and 
studies involving human subjects and must ensure compliance with Federal regulations including 
procedures to protect the safety of all participants.  To assist the NIAID in properly monitoring 
studies, additional information is required beyond what is normally submitted with a competitive 
application or proposal and the annual noncompetitive renewal application or annual progress 
report. These NIAID requirements are consistent with, and complementary to, the requirements 
stated in the instructions for the PHS 398 and 2590 grant applications and in NIAID Requests for 
Proposals (RFPs), Requests for Applications (RFAs), and Program Announcements (PAs). 
 
The NIAID Clinical Terms of Award apply to all NIAID-supported clinical research involving 
human subjects including single site, multicenter, U.S. domestic, multinational, and international 
clinical trials or clinical research*. Human subjects research includes the following: 
 

• development of new technologies using human subjects or materials derived from 
patients or volunteers; 

• studies into the mechanisms of human disease using patient or volunteer samples; 
• therapeutic interventions, clinical trials, and any studies that require IRB/IEC 

approval to collect samples from patients or volunteers; 
• epidemiologic and behavioral studies; and 
• outcomes and health services research. 

 
The NIAID Clinical Terms of Award, as presented in this document, delineate the awardee’s 
responsibilities for submitting the required documentation to NIAID (and other NIH offices, as 
applicable) and will be summarized and attached to the notice of grant award or addressed in the 
terms of the contract.  Once notified of the award, the responsible NIAID Program/Project Officer 
will advise the awardee to begin the submission process.  All submissions required by the NIAID 
Clinical Terms of Award must be forwarded electronically or by mail to the responsible NIAID 
Program/Project Officer, according to the review mechanisms applicable to the awarding 
Division.  The Clinical Terms of Award define specific timelines related to the initiation of the 
human subjects research and reporting events related to the progress of the protocol.  It is the 
awardee’s responsibility to submit the required documentation to NIAID according to these 
timelines. 
 
All clinical research supported by NIAID must comply with U.S. state and local regulations.  All 
clinical research supported by NIAID that is conducted outside of the U.S. must also comply with 
the local regulations of the host country.  Whenever the regulations differ between authorities, the 
more restrictive regulation will apply. 
 
Applicants for clinical research must comply with these policies and guidelines in the preparation 
of their applications and proposals.  At the end of this document is a checklist of submission and 
ongoing reporting requirements. 
 
* Note: These terms apply to each identifiable study supported by the award. 
 
 
II. REQUIREMENTS AT TIME OF PROPOSAL AND COMPETITIVE 
APPLICATION  
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Applicants for clinical research must assure adherence to applicable regulations and guidelines by 
including the following in the proposal/application: 
 
1) Research Plan, including Protocol (if required by the Division) 

 
2) Data and Safety Monitoring Plan for Clinical Trials 

Independent monitoring is essential for all clinical trials involving investigational drugs, 
devices or biologics and other clinical research perceived to involve more than a minimal 
risk.  Data and safety monitoring is intended to provide an independent objective review of 
the conduct of the research, interim safety and efficacy data, and progress towards achieving 
the goals of the study.  
 
NIH policies require that: 
 

• Applications/proposals that propose studies with more than minimal risk to human 
participants include a plan for data and safety monitoring;  

• Protocols for clinical trials include detailed, specific plans for monitoring; and 
• Phase III trials have an independent Data and Safety Monitoring Board. 
 

Monitoring plans must be included in any application or proposal that proposes research 
involving more than minimal risk. 
 
3) Targeted Enrollment 

A “Targeted/Planned Enrollment Table” must be submitted with the PHS 398 grant 
application or contract proposal.  The table includes projected accrual and demographic 
information of the study population.  The format for the “Targeted/Planned Enrollment 
Table” is located at both: 
 
 http://grants.nih.gov/grants/funding/phs398/enrollment.rtf and 
 http://grants.nih.gov/grants/funding/phs398/enrollment.pdf  

Links to all grant application forms are available at 
http://grants.nih.gov/grants/funding/phs398/phs398.html. 

 
III. SUBMISSION REQUIREMENTS OF AWARDEE PRIOR TO STUDY 
ENROLLMENT 
 
Prior to the actual conduct of the study, the awardee will submit the following (as applicable) to 
the responsible NIAID Program/Project Officer for review and approval according to the review 
mechanisms applicable to the awarding Division: 
 
1) Clinical Protocol  

The awardee will submit the Institutional Review Board (IRB) or Independent Ethics 
Committee (IEC) approved protocol identified by version number and/or date, including 
details of study design, proposed interventions, patient eligibility, and exclusion criteria.  
Unless otherwise directed, the clinical protocol will be required by NIAID before enrollment 
of participants begins. 

 
A protocol for a clinical trial must adhere to International Conference on Harmonisation 
(ICH) E6: Good Clinical Practices (GCP), Section 6, and must address the following issues 
related to safety: 

 
 plans for the management of side effects; 
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 procedures for assessing and reporting adverse events; and 
 plans for data and safety monitoring and monitoring of the clinical study site, pharmacy, 

and laboratory. 
 

2) Institutional Review Board (IRB) or Independent Ethics Committee (IEC) Approval 
The awardee is responsible for submitting all IRB/IEC notifications of protocol approval to 
the responsible NIAID Program/Project Officer, including the name of the IRB/IEC and the 
OHRP IRB/IEC registration number and the site OHRP Federal Wide Assurance (FWA) 
number.  Where there are other institutions involved in the research (e.g., a multicenter 
study), the protocol should be reviewed and approved by each institution's IRB/IEC.  Written 
documentation of approval from each institution must be provided to the NIAID and must 
include a copy of the IRB/IEC approved informed consent document, identified by version 
number and/or date, and dates during which it is valid.  
 
Some countries have a National IRB/IEC for which protocol and informed consent approval 
may be required.  This approval process may be in addition to, or in lieu of, local IRB/IEC 
approval.  For countries with multiple levels of IRB review, written documentation of 
protocol approval from each IRB must be provided to the NIAID, along with a copy of the 
IRB/IEC approved informed consent document, identified by version number and/or date, 
and dates during which it is valid. 

 
3) Data and Safety Monitoring 

Monitoring plans must be included in any application or proposal for research involving more 
than minimal risk.  However, final decisions regarding the type of monitoring to be employed 
will be made jointly by the NIAID and the awardee prior to study initiation. Discussions with 
the responsible NIAID Program/Project Officer regarding appropriate safety monitoring and 
approval of the final monitoring plan by NIAID will occur before patient enrollment 
commences and may include discussions about the appointment of one of the following: 
 

a) Independent Safety Monitor - an individual physician, or other appropriate expert, 
who is independent of the study and available in real time to review and recommend 
appropriate action regarding adverse events and other safety issues; 

 
b) Independent Monitoring Committee (IMC) or Safety Monitoring Committee (SMC) - 

a small group of independent investigators and biostatisticians who will review data 
from a particular study; or  

 
c) Data and Safety Monitoring Board (DSMB) - an independent committee charged 

with reviewing interim safety and efficacy data, trial progress and providing advice 
with respect to study continuation, modification, and/or termination. All Phase III 
clinical trials must be reviewed by a DSMB; other trials may require DSMB 
oversight as well. The awardee may be required to use an established NIAID DSMB 
or the awardee or NIAID may organize an independent DSMB. 

 
When a monitor or monitoring board is organized by the awardee, a description of the 
monitor/board, its charter and/or operating procedures (including proposed meeting schedule 
and plan for review of adverse events), and roster and curriculum vitaes (CVs) from all 
members must be submitted to and approved by the NIAID prior to study initiation. 

 
4) Investigational New Drug/ Investigational Device Exemption (IND/IDE) Requirements  
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IND/IDE. Exceptions must be granted in writing by the FDA.  If the proposed clinical trial 
will be performed under an IND/IDE, the awardee must provide NIAID with the name and 
institution of the IND/IDE sponsor, the date the IND/IDE was filed with the FDA, the FDA 
IND/IDE number, any written comments from the FDA, and the written responses to those 
comments.  In addition, risk information (e.g., product development plan, investigator’s 
brochure, or information obtained through published literature review or other venue) should 
be submitted. 
 
The awardee must wait 30 days from FDA receipt of initial IND/IDE application prior to 
initiating the clinical trial.  The awardee must notify NIAID if FDA places the study on 
clinical hold and provide the NIAID with any written comments from the FDA, written 
responses to the comments, and documentation in writing that the hold has been lifted. 
 
For all intervention studies, the awardee must obtain regulatory oversight by either the U.S. 
FDA (under an IND/IDE) or the regulatory body of the country where the research is to be 
conducted. In the case of a foreign regulatory body, the awardee must provide NIAID with 
written documentation from the regulatory body that the awardee is in compliance with local 
regulatory laws. 
 

5) Recombinant DNA Advisory Committee (RAC) 
For clinical trials involving the deliberate transfer of recombinant DNA, or DNA or RNA 
derived from recombinant DNA, into human research participants (human gene transfer), the 
awardee must provide NIAID with written documentation that the NIH Office of 
Biotechnology Activities (OBA) RAC review process has been completed and that 
Institutional Biosafety Committee (IBC) approval (from the clinical trial site) has been 
obtained.  The NIH GUIDELINES FOR RESEARCH INVOLVING RECOMBINANT DNA 
MOLECULES may be found at http://www4.od.nih.gov/oba/rac/guidelines/guidelines.html 
 

6) Requirements for Training in Human Subjects Protections 
The awardee is responsible for submitting written documentation to NIAID that the awardee 
and all study staff responsible for the design and/or conduct of the research have received 
training in the protection of human subjects. 
 

7) Other requirements  
Other requirements may be determined on a case-by-case basis. The NIAID and the awardee 
must document the requests for, and compliance with, these additional requirements. 

 
In accordance with the NIAID review process, NIAID staff comments will be forwarded to the 
awardee within 3 weeks of receipt of the above information.  The awardee must address in 
writing all safety, regulatory, ethical, and conflict of interest concerns raised by NIAID staff to 
the satisfaction of the NIAID before participant enrollment can begin.  Any changes to the 
protocol must be reviewed and approved by the IRB/IEC prior to participant enrollment. 
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IV. ONGOING REPORTING REQUIREMENTS  
 
Awardees must comply with all Clinical Terms of Award throughout the course of the clinical 
research. These requirements include the following: 
 
1) Institutional Review Board or Independent Ethics Committee Actions  

Unless otherwise directed, the awardee is responsible for submitting to NIAID all IRB/IEC 
notifications of protocol renewal, amendments, suspensions, and termination.  Where there 
are other institutions involved in the research (e.g., a multicenter study), the protocol should 
be reviewed and approved by each institution's IRB/IEC.  The IRB for each site shall conduct 
continuing review of research at intervals appropriate to the degree of risk, but not less than 
once per year, as described in 45 CFR 46.109. 
 
a) Continuing review and approval 

The awardee is required to submit to the responsible NIAID Program/Project Officer (and 
Contracting Officer, if applicable) documentation of the continuing IRB/IEC review and 
approval annually, at minimum.  The submission will include the following: 
 

• a copy of the IRB/IEC letter of renewal; 
• a copy of the current IRB/IEC approved protocol, identified by version number 

and/or date (unless otherwise directed); and 
• a copy of the current IRB/IEC approved informed consent document, identified 

by version number and/or date, and dates during which it is valid. 
 
For countries with multiple levels of IRB review, written documentation of protocol review 
and approval from each IRB should be provided to the NIAID, along with a copy of the 
IRB/IEC approved informed consent document, identified by version number and/or date, 
and dates during which it is valid.  

 
b) Amendments, Suspension, Termination. 

The awardee is required to submit to the responsible NIAID Program Officer (and 
Contracting Officer, if applicable) written documentation of any changes in IRB/IEC 
approval status, including the following: 

 
• all amendments or changes to the protocol, identified by version number and/or 

date. (Except in the case of imminent danger to participants, changes to the 
protocol must be approved by the IRB/IEC prior to clinical implementation.); 

• all changes in informed consent documents, identified by version number and/or 
date. (Changes must be approved by the IRB/IEC prior to clinical 
implementation.); 

• termination or temporary suspension of patient accrual; 
• termination or temporary suspension of the protocol; 
• any change in IRB/IEC approval status; and 
• any other problems or issues that could affect the participants of  the study. 

 
Notification of any of the above changes must be made within 3 working days by email or 
fax, followed by a letter cosigned by the Principal Investigator and the institutional business 
official, detailing the change of status notification to the IRB/IEC, and a copy of IRB/IEC 
responses. 
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2) Data and Safety Monitoring Reviews 

When a monitor or monitoring board is organized, the awardee will submit written 
summaries of all reviews conducted by the monitoring group to the responsible NIAID 
Program Officer within 30 days of reviews or meetings.  When reviews are frequent, 
semiannual or quarterly reports are sufficient. 

 
3) Safety Reporting Requirements 
 

a) IND/IDE Reporting 
The awardee must notify the responsible NIAID Program/Project Officer in writing if the 
FDA places the study on clinical hold at any time during the conduct of the clinical trial. 

 
b) IND/IDE Safety Reporting 

Under the IND/IDE, the sponsor is required to provide the FDA with safety reports of 
serious adverse events.  Under the Clinical Terms of Award, the awardee must submit 
copies to the  
responsible NIAID Program Officer as follows: 
 
• Expedited Safety Report of unexpected or life-threatening experience or death: A 

copy of any report of unexpected or life-threatening experience or death associated 
with the use of an IND drug, which must be reported to the FDA by telephone or 
facsimile as soon as possible but no later than 7 days after the IND sponsor’s receipt 
of the information, must be submitted to the NIAID Program/Project Officer within 
24 hours of FDA notification;  

• Expedited Safety Reports of serious and unexpected adverse experiences:  A copy of 
any report of unexpected and serious adverse experience associated with use of an 
IND drug or any finding from tests in laboratory animals that suggests a significant 
risk for human subjects, which must be reported in writing to the FDA as soon as 
possible but no later than 15 days after the IND sponsor’s receipt of the information, 
must be submitted to the NIAID Program/Project Officer within 24 hours of FDA 
notification;  

• IDE Reports of Unanticipated Adverse Device Effect: A copy of any reports of 
unanticipated adverse device effect submitted to the FDA must be submitted to the 
NIAID Program/Project Officer within 24 hours of FDA notification; and  

• Other adverse events documented during the course of the trial should be included in 
the annual IND/IDE report and reported to the NIAID annually. 

 
In case of specific problems or issues, the NIAID Program Officer will contact the awardee 
within 10 working days (by email or FAX), followed within 30 calendar days by an official 
letter to the Principal Investigator, with a copy to the institution’s office of sponsored 
programs, enumerating issues and appropriate actions to be discussed.  
 
• Safety Reporting for Research not performed under an IND/IDE 

Final decisions regarding ongoing safety reporting requirements for research not 
performed under an IND/IDE will be made jointly by the NIAID and the awardee. 

 
4) Recombinant DNA Advisory Committee (RAC) and Institutional Biosafety Committee 

(IBC), if applicable. 
The awardee is responsible for submitting to the NIAID Program Officer copies of the 
adverse event and annual reports required by NIH Office of Biotechnology Activities (OBA) 
and by the site IBC.   
 

5) Requirements for Training in Human Subjects Protections  
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The awardee is required to submit documentation in the annual progress report that newly 
hired study staff responsible for the design and/or conduct of the research have received 
training in the protection of human subjects. 

 
6) Inclusion Enrollment Reports 

The “Inclusion Enrollment Report” includes cumulative accrual and demographic 
information for human subjects enrolled in the clinical research protocol.  This report must be 
submitted annually.  The annual submission of the enrollment report will coincide with each 
noncompeting renewal or annual progress report.  The “Inclusion Enrollment Report” (Form 
PHS 398/2590) is located at both: 
 

 http://grants.nih.gov/grants/funding/phs398/398_forms.pdf and 
 ftp://grants.nih.gov/forms/398_forms.pdf 

 
Click on Inclusion Enrollment Report located in the left-hand column under Bookmarks. 

 
7) Other requirements 

Other requirements may be determined on a case-by-case basis. The NIAID and the awardee 
must document requests for, and compliance with, these additional requirements. 

Section VIII:  Appendices 76 February 6, 2003 
Monitoring and Reporting Adverse Events 

http://grants.nih.gov/grants/funding/phs398/398_forms.pdf
ftp://grants.nih.gov/forms/398_forms.pdf


Appendix: Guidance - NIAID Clinical Terms of Award 

NIAID Clinical Terms of Award  
Checklist 

 
This checklist serves as a reminder of information that must be submitted to NIAID. This 
checklist may be completed by the investigator and attached to a submission to the responsible 
Program/Project Officer according to the review mechanisms applicable to the awarding 
Division. 
 
Principal Investigator:      Date: 

Phone:   
Fax: 
Email: 

Grant or Contract Number:  
Site Name:  
Address:  
Protocol Title:  
OHRP IRB/IEC Registration Number and Name: 
 
REQUIREMENTS AT TIME OF COMPETITIVE APPLICATION AND PROPOSAL  
 

 The Research Plan, including protocol (if required by the Division) 
 

 Data and Safety Monitoring Plan, if applicable  
 

 Targeted/Planned Enrollment Table  
 
 
REQUIREMENTS PRIOR TO STUDY ENROLLMENT 
 

 IRB/IEC documents and protocol(s), identified by version number and/or date (attach the 
following for each investigative site/IRB): 
• IRB/IEC’s name 
• FWA (Federal Wide Assurance) number for institution/site 
• IRB/IEC OHRP registration number  
• IRB/IEC notification of protocol approval  
• IRB/IEC approved protocol 
• IRB/IEC approved consent forms identified by dates during which they are valid 

 
 ISM, SMC or DSMB information, if applicable (attach charter, operating procedures, 

proposed roster and CVs) 
 

 Additional Information for Clinical Trials with INDs/IDEs: 
 

 Name, institution, and address of IND/IDE Sponsor: 
 

 FDA IND/IDE number  (attach copy of letter from FDA) 
 

 FDA correspondence (attach copies of all written communication with the FDA) 
 

 Risk Information (e.g., investigator’s brochure, or information obtained through 
published literature review or other venue) 

 Safety reporting for research not performed under an IND/IDE. 
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 Additional information for Gene Transfer Clinical Trials 
 

 NIH Recombinant DNA Advisory Committee (RAC) Initial Review: 
 Date of Letter from NIH OBA: _______ NA_______ 
 Public RAC Review:  Yes____  No:____ 

Include copy of letter from NIH OBA either  
3) stating the protocol has been exempted from public review or  
4) summarizing the RAC suggestions and PI response to the 

recommendations 
 

 IBC-related documents (for human gene transfer protocols) 
  Name of institution IBC serves 
  Copy of written IBC approval of protocol 
 

 Copy of protocol approved by the IBC and IRB 
 

 Documentation of training in Human Subjects Protections (for all study staff responsible 
for design/conduct of the research) 

 
ONGOING REPORTING REQUIREMENTS 
 

 Documentation of IRB/IEC continuing reviews (attach the following for each 
investigative site): 
• IRB/IEC OHRP registration number 
• OHRP Federal Wide Assurance (FWA) number for site   
• IRB/IEC continuing review and approval 
• IRB/IEC approved consent form identified by version number and/or date and 

dates during which it is valid 
• IRB/IEC approved protocol identified by version number and/or date, unless 

otherwise directed  
• Documents related to protocol amendments, suspensions, or termination 
 
Please note that for the duration of the award it is the responsibility of the awardee to 
notify the NIAID of subsequent protocol amendments or changes in IRB/IEC approval 
status within 3 working days of IRB/IEC decision.  Documents related to an amended 
protocol must be submitted to the NIAID prior to implementing changes (except in the 
case of imminent danger to participants). 

 
 Data and Safety Monitoring Reviews/Summaries, if applicable (submit within 30 days of 

review or meeting) 
 

 IND/IDE Safety Reports 
 For 7-day IND telephone or fax reports, send copy to NIAID Program/Project 

Officer within 24 hours of FDA notification 
 For 15-day IND written reports, send copy to NIAID Program/Project Officer 

within 24 hours of FDA notification 
 For IDE reports of adverse device effect, send copy to NIAID Program/Project 

Officer within 24 hours of FDA notification 
  Report adverse events not included in expedited reports in the annual IND/IDE 

report 
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 Recombinant DNA Advisory Committee (RAC) annual report, including adverse events 

reports, and RAC approval   
 

 Institutional Biosafety Committee (IBC) continuing approval 
 

 Training in Human Subjects Protections for new study staff, if applicable (submitted 
annually to coincide with each noncompeting renewal or annual progress report) 

 
 Inclusion Enrollment Reports (submitted annually to coincide with each noncompeting 

renewal or annual progress report) 
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NIAID POINTS OF CONTACT 
 
 
GENERAL INQUIRIES 
 
General inquiries related to this notice may be directed to: 
 

Office of the Director 
Division of Extramural Activities, NIAID 
Telephone: (301) 496-7291 
FAX: (301) 402-0369 
E-mail: ac20a@nih.gov or jm80c@nih.gov 

 
 
GRANT OR CONTRACT SPECIFIC INQUIRIES AND DOCUMENT SUBMISSION 
 
Inquiries about a specific grant or contract should be directed to the appropriate NIAID Program 
Officer.  All information and documentation required by the NIAID Clinical Terms of Award 
must be forwarded electronically or by mail to the responsible NIAID Program/Project Officer 
according to the review mechanisms applicable to the awarding Division. 
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APPLICABLE REGULATIONS AND GUIDELINES 
 

The NIAID Clinical Terms of Award conforms with NIH policy on human subjects research and 
is consistent with, and complementary to, the requirements stated in the instructions for the PHS 
398 and 2590 grant applications, NIAID Requests for Proposals (RFPs), Requests for 
Applications (RFAs), and Program Announcements (PAs). 
 
NIAID-supported clinical research must adhere to all applicable clinical research and human 
subject protection regulations and guidelines including those set forth by:   
 
1) Office for Human Research Protections (OHRP), DHHS 

All clinical research supported by NIAID must comply with OHRP requirements for human 
subject protection, informed consent, IRB/IEC registration, assurances and responsibilities, 
including ongoing review.  See OHRP Internet site:  

 http://ohrp.osophs.dhhs.gov/polasur.htm  
 

2) Required Education in the Protection of Human Research Participants 
All investigators receiving NIAID funds for research involving human subjects are required 
to receive education on the protection of human subjects. The NIH provides an on-line 
tutorial titled, “Human Participant Protections Education for Research Teams.”  Refer to NIH 
Internet site: 

  http://cme.nci.nih.gov/ 
 
Note: Other non-NIH-supported training programs are also available. 
 

3) Code of Federal Regulation Title 45, Public Welfare  
All clinical research supported by NIAID must comply with applicable Parts of U.S. Code of 
Federal Regulations, Title 45, specifically: 

 Title 45, Part 46, entitled, “Protection of human subjects”  
http://ohrp.osophs.dhhs.gov/humansubjects/guidance/45cfr46.htm 

 
4) International Conference on Harmonisation (ICH) Guidelines for Good Clinical 

Practice  
All clinical trials supported by NIAID shall comply with ICH/GCP Guidelines.  The 
complete listing of ICH/GCP guidelines is available at: 

 http://www.ifpma.org/ich1.html 
 
A direct link to the PDF version of ICH/GCP E6:  Good Clinical Practice is available from 
the FDA Internet site: 

 http://www.fda.gov/cder/guidance/959fnl.pdf 
 

5) FDA Guidance documents 
Guidance documents, which represent the FDA’s current thinking on a particular subject, can 
be found at the Center for Drug Evaluation and Research (CDER) and the Center for 
Biologics Evaluation and Research (CBER) Internet sites:  

 http://www.fda.gov/cder/guidance/index.htm 
 http://www.fda.gov/cber/guidelines.htm 

 
For questions, consult FDA Office for Good Clinical Practice: 

 http://www.fda.gov/oc/gcp/ 
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FDA’s Information Sheet, Guidance for Institutional Review Boards and Clinical 
Investigators (1998), which represents the agency's current guidance on protection of human 
subjects of research, can be found at 
  http://www.fda.gov/oc/ohrt/irbs/default.htm 

 
6) All NIAID-supported clinical trials that are conducted under a Food and Drug 

Administration (FDA) - Investigational New Drug (IND) application must comply with 
relevant Parts of CFR Title 21, specifically:  
 Title 21, Part 50, entitled, “Protection of human subjects”  

http://www.fda.gov/oc/ohrt/irbs/appendixb.html 
 Title 21, Part 54, entitled, “Financial disclosure by clinical investigators” 

http://www.fda.gov/oc/guidance/financialdis.html 
 Title 21, Part 56, entitled, “Institutional review boards”  

http://www.fda.gov/oc/ohrt/irbs/appendixc.html 
 Title 21, Part 312, entitled, “Investigational new drug application” 

http://www.fda.gov/cber/ind/21cfr312.pdf 
 
7) NIAID Clinical Grants Checklist 

A checklist of requirements for clinical grant applicants and Principal Investigators is found 
at 

http://www.niaid.nih.gov/ncn/tools/humansubjects/checklist.htm 
 
8) NIH Office of Biotechnology Activities (OBA) 

 NIH GUIDELINES FOR RESEARCH INVOLVING RECOMBINANT  
DNA MOLECULES (NIH GUIDELINES) 
http://www4.od.nih.gov/oba/rac/guidelines/guidelines.html   

 Optional template for reporting adverse events to OBA 
http://www4.od.nih.gov/oba/rac/AER_template.rtf 
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INTERNATIONAL CONFERENCE ON HARMONISATION OF TECHNICAL 
REQUIREMENTS FOR REGISTRATION OF PHARMACEUTICALS FOR HUMAN 
USE 
 

ICH HARMONISED TRIPARTITE GUIDELINE 

 
CLINICAL SAFETY DATA MANAGEMENT: 

DEFINITIONS AND STANDARDS FOR 

EXPEDITED REPORTING 
 
 
 

Recommended for Adoption 
 

at Step 4 of the ICH Process 
 

on 27 October 1994 
 

by the ICH Steering Committee 
 
 

This Guideline has been developed by the appropriate ICH Expert Working Group 
and has been subject to consultation by the regulatory parties, in accordance with the 
ICH Process. At Step 4 of the Process the final draft is recommended for adoption to 
the regulatory bodies of the European Union, Japan and USA. 
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CLINICAL SAFETY DATA MANAGEMENT: 

DEFINITIONS AND STANDARDS FOR EXPEDITED REPORTING 

ICH Harmonised Tripartite Guideline 

 

Having reached Step 4 of the ICH Process at the ICH Steering Committee meeting 
on 27 October 1994, this guideline is recommended for adoption 

to the three regulatory parties to ICH 
 

I. INTRODUCTION 

It is important to harmonise the way to gather and, if necessary, to take action on 
important clinical safety information arising during clinical development. Thus, 
agreed definitions and terminology, as well as procedures, will ensure uniform 
Good Clinical Practice standards in this area. The initiatives already undertaken 
for marketed medicines through the CIOMS-1 and CIOMS-2 Working Groups on 
expedited (alert) reports and periodic safety update reporting, respectively, are 
important precedents and models. However, there are special circumstances 
involving medicinal products under development, especially in the early stages 
and before any marketing experience is available. Conversely, it must be 
recognised that a medicinal product will be under various stages of development 
and/or marketing in different countries, and safety data from marketing 
experience will ordinarily be of interest to regulators in countries where the 
medicinal product is still under investigational-only (Phase 1, 2, or 3) status. For 
this reason, it is both practical and well-advised to regard premarketing and post-
marketing clinical safety reporting concepts and practices as interdependent, 
while recognising that responsibility for clinical safety within regulatory bodies 
and companies may reside with different departments, depending on the status of 
the product (investigational vs. marketed). 

There are two issues within the broad subject of clinical safety data management 
that are appropriate for harmonisation at this time: 

(1) the development of standard definitions and terminology for key aspects of 
clinical safety reporting, and 

(2) the appropriate mechanism for handling expedited (rapid) reporting, in the 
investigational (i.e., pre-approval) phase. 

The provisions of this guideline should be used in conjunction with other ICH 
Good Clinical Practice guidelines. 

 

II. DEFINITIONS AND TERMINOLOGY ASSOCIATED WITH CLINICAL 
SAFETY EXPERIENCE 

A. Basic Terms 

Definitions for the terms adverse event (or experience), adverse reaction, and 
unexpected adverse reaction have previously been agreed to by consensus of the 
more than 30 Collaborating Centres of the WHO International Drug Monitoring 
Centre (Uppsala, Sweden). [Edwards, I.R., et al, Harmonisation in 
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Pharmacovigilance. Drug Safety 10(2): 93-102, 1994.] Although those definitions 
can pertain to situations involving clinical investigations, some minor 
modifications are necessary, especially to accommodate the pre-approval, 
development environment. 

The following definitions, with input from the WHO Collaborative Centre, have 
been agreed: 

 

1. Adverse Event (or Adverse Experience) 

Any untoward medical occurrence in a patient or clinical investigation subject 
administered a pharmaceutical product and which does not necessarily have to 
have a causal relationship with this treatment. 

An adverse event (AE) can therefore be any unfavourable and unintended sign 
(including an abnormal laboratory finding, for example), symptom, or disease 
temporally associated with the use of a medicinal product, whether or not 
considered related to the medicinal product. 

 

2. Adverse Drug Reaction (ADR) 

In the pre-approval clinical experience with a new medicinal product or its new 
usages, particularly as the therapeutic dose(s) may not be established: 

all noxious and unintended responses to a medicinal product related to any 
dose should be considered adverse drug reactions. 

The phrase "responses to a medicinal products" means that a causal relationship 
between a medicinal product and an adverse event is at least a reasonable 
possibility, i.e., the relationship cannot be ruled out.  

Regarding marketed medicinal products, a well-accepted definition of an adverse 
drug reaction in the post-marketing setting is found in WHO Technical Report 498 
[1972] and reads as follows: 

A response to a drug which is noxious and unintended and which occurs at 
doses normally used in man for prophylaxis, diagnosis, or therapy of disease or 
for modification of physiological function. 

The old term "side effect" has been used in various ways in the past, usually to 
describe negative (unfavourable) effects, but also positive (favourable) effects. It is 
recommended that this term no longer be used and particularly should not be 
regarded as synonymous with adverse event or adverse reaction. 

 

3. Unexpected Adverse Drug Reaction 

An adverse reaction, the nature or severity of which is not consistent with the 
applicable product information (e.g., Investigator's Brochure for an unapproved 
investigational medicinal product). (See section III.C.) 
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B. Serious Adverse Event or Adverse Drug Reaction 

During clinical investigations, adverse events may occur which, if suspected to be 
medicinal product-related (adverse drug reactions), might be significant enough to 
lead to important changes in the way the medicinal product is developed (e.g., 
change in dose, population, needed monitoring, consent forms). This is particularly 
true for reactions which, in their most severe forms, threaten life or function. Such 
reactions should be reported promptly to regulators. 

Therefore, special medical or administrative criteria are needed to define reactions 
that, either due to their nature ("serious") or due to the significant, unexpected 
information they provide, justify expedited reporting.  

To ensure no confusion or misunderstanding of the difference between the terms 
"serious" and "severe," which are not synonymous, the following note of 
clarification is provided:  

The term "severe" is often used to describe the intensity (severity) of a specific 
event (as in mild, moderate, or severe myocardial infarction); the event itself, 
however, may be of relatively minor medical significance (such as severe 
headache). This is not the same as "serious," which is based on patient/event 
outcome or action criteria usually associated with events that pose a threat to 
a patient's life or functioning. Seriousness (not severity) serves as a guide for 
defining regulatory reporting obligations.  

After reviewing the various regulatory and other definitions in use or under 
discussion elsewhere, the following definition is believed to encompass the spirit 
and meaning of them all: 

A serious adverse event (experience) or reaction is any untoward medical 
occurrence that at any dose: 

* results in death, 

* is life-threatening, 

NOTE: The term "life-threatening" in the definition of "serious" refers to an 
event in which the patient was at risk of death at the time of the event; it does 
not refer to an event which hypothetically might have caused death if it were 
more severe. 

 

* requires inpatient hospitalisation or prolongation of existing 
hospitalisation, 

* results in persistent or significant disability/incapacity, or 

* is a congenital anomaly/birth defect. 

Medical and scientific judgment should be exercised in deciding whether expedited 
reporting is appropriate in other situations, such as important medical events that 
may not be immediately life-threatening or result in death or hospitalisation but 
may jeopardise the patient or may require intervention to prevent one of the other 
outcomes listed in the definition above. These should also usually be considered 
serious. 
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Examples of such events are intensive treatment in an emergency room or at 
home for allergic bronchospasm; blood dyscrasias or convulsions that do not result 
in hospitalisation; or development of drug dependency or drug abuse. 

 

C. Expectedness of an Adverse Drug Reaction 

The purpose of expedited reporting is to make regulators, investigators, and other 
appropriate people aware of new, important information on serious reactions. 
Therefore, such reporting will generally involve events previously unobserved or 
undocumented, and a guideline is needed on how to define an event as 
"unexpected" or "expected" (expected/unexpected from the perspective of 
previously observed, not on the basis of what might be anticipated from the 
pharmacological properties of a medicinal product). 

As stated in the definition (II.A.3.), an "unexpected" adverse reaction is one, the 
nature or severity of which is not consistent with information in the relevant 
source document(s). Until source documents are amended, expedited reporting is 
required for additional occurrences of the reaction. 

The following documents or circumstances will be used to determine whether an 
adverse event/reaction is expected: 

1. For a medicinal product not yet approved for marketing in a country, a 
company's Investigator's Brochure will serve as the source document in that 
country. (See section III.F. and ICH Guideline for the Investigator's Brochure.) 

2. Reports which add significant information on specificity or severity of a known, 
already documented serious ADR constitute unexpected events. For example, 
an event more specific or more severe than described in the Investigator's 
Brochure would be considered "unexpected". Specific examples would be (a) 
acute renal failure as a labeled ADR with a subsequent new report of 
interstitial nephritis and (b) hepatitis with a first report of fulminant hepatitis. 

 

III. STANDARDS FOR EXPEDITED REPORTING 

A. What Should be Reported? 

1.  Single Cases of Serious, Unexpected ADRs 

All adverse drug reactions (ADRs) that are both serious and unexpected are 
subject to expedited reporting. This applies to reports from spontaneous sources 
and from any type of clinical or epidemiological investigation, independent of 
design or purpose. It also applies to cases not reported directly to a sponsor or 
manufacturer (for example, those found in regulatory authority-generated ADR 
registries or in publications). The source of a report (investigation, spontaneous, 
other) should always be specified. 

Expedited reporting of reactions which are serious but expected will ordinarily be 
inappropriate. Expedited reporting is also inappropriate for serious events from 
clinical investigations that are considered not related to study product, whether 
the event is expected or not. Similarly, non-serious adverse reactions, whether 
expected or not, will ordinarily not be subject to expedited reporting.  

Section VIII:  Appendices 87 February 6, 2003 
Monitoring and Reporting Adverse Events 



Appendix: Guidance - NIAID Clinical Terms of Award 
 ICH Expedited Reporting 

Information obtained by a sponsor or manufacturer on serious, unexpected reports 
from any source should be submitted on an expedited basis to appropriate 
regulatory authorities if the minimum criteria for expedited reporting can be met. 
See section III.B. 

Causality assessment is required for clinical investigation cases. All cases judged 
by either the reporting health care professional or the sponsor as having a 
reasonable suspected causal relationship to the medicinal product qualify as 
ADRs. For purposes of reporting, adverse event reports associated with marketed 
drugs (spontaneous reports) usually imply causality. 

Many terms and scales are in use to describe the degree of causality 
(attributability) between a medicinal product and an event, such as certainly, 
definitely, probably, possibly or likely related or not related. Phrases such as 
"plausible relationship," "suspected causality," or "causal relationship cannot be 
ruled out" are also invoked to describe cause and effect. However, there is 
currently no standard international nomenclature. The expression "reasonable 
causal relationship" is meant to convey in general that there are facts (evidence) 
or arguments to suggest a causal relationship. 

2. Other Observations 

There are situations in addition to single case reports of "serious" adverse events 
or reactions that may necessitate rapid communication to regulatory authorities; 
appropriate medical and scientific judgment should be applied for each situation. 
In general, information that might materially influence the benefit-risk 
assessment of a medicinal product or that would be sufficient to consider changes 
in medicinal product administration or in the overall conduct of a clinical 
investigation represents such situations. Examples include: 

a. For an "expected," serious ADR, an increase in the rate of occurrence which is 
judged to be clinically important. 

b. A significant hazard to the patient population, such as lack of efficacy with a 
medicinal product used in treating life-threatening disease. 

c. A major safety finding from a newly completed animal study (such as 
carcinogenicity). 

 

B. Reporting Time Frames 

1. Fatal or Life-Threatening Unexpected ADRs 

Certain ADRs may be sufficiently alarming so as to require very rapid notification 
to regulators in countries where the medicinal product or indication, formulation, 
or population for the medicinal product are still not approved for marketing, 
because such reports may lead to consideration of suspension of, or other 
limitations to, a clinical investigations program. Fatal or life-threatening, 
unexpected ADRs occurring in clinical investigations qualify for very rapid 
reporting. Regulatory agencies should be notified (e.g., by telephone, facsimile 
transmission, or in writing) as soon as possible but no later than 7 calendar days 
after first knowledge by the sponsor that a case qualifies, followed by as complete 
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a report as possible within 8 additional calendar days. This report must include an 
assessment of the importance and implication of the findings, including relevant 
previous experience with the same or similar medicinal products. 

2. All Other Serious, Unexpected ADRs 

Serious, unexpected reactions (ADRs) that are not fatal or life-threatening must 
be filed as soon as possible but no later than 15 calendar days after first 
knowledge by the sponsor that the case meets the minimum criteria for expedited 
reporting. 

3. Minimum criteria for reporting 

Information for final description and evaluation of a case report may not be 
available within the required time frames for reporting outlined above.  

Nevertheless, for regulatory purposes, initial reports should be submitted within 
the prescribed time as long as the following minimum criteria are met: an 
identifiable patient; a suspect medicinal product; an identifiable reporting source; 
and an event or outcome that can be identified as serious and unexpected, and for 
which, in clinical investigation cases, there is a reasonable suspected causal 
relationship. Follow-up information should be actively sought and submitted as it 
becomes available. 

 

C. How to Report 

The CIOMS-I form has been a widely accepted standard for expedited adverse 
event reporting. However, no matter what the form or format used, it is important 
that certain basic information/data elements, when available, be included with 
any expedited report, whether in a tabular or narrative presentation. The listing 
in Attachment 1 addresses those data elements regarded as desirable; if all are 
not available at the time of expedited reporting, efforts should be made to obtain 
them. (See section III.B.)  

All reports must be sent to those regulators or other official parties requiring them 
(as appropriate for the local situation) in countries where the drug is under 
development. 

 

D. Managing Blinded Therapy Cases 

When the sponsor and investigator are blinded to individual patient treatment (as 
in a double-blind study), the occurrence of a serious event requires a decision on 
whether to open (break) the code for the specific patient. If the investigator breaks 
the blind, then it is assumed the sponsor will also know the assigned treatment for 
that patient. Although it is advantageous to retain the blind for all patients prior 
to final study analysis, when a serious adverse reaction is judged reportable on an 
expedited basis, it is recommended that the blind be broken only for that specific 
patient by the sponsor even if the investigator has not broken the blind. It is also 
recommended that, when possible and appropriate, the blind be maintained for 
those persons, such as biometrics personnel, responsible for analysis and 
interpretation of results at the study's conclusion. 
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There are several disadvantages to maintaining the blind under the circumstances 
described which outweigh the advantages. By retaining the blind, placebo and 
comparator (usually a marketed product) cases are filed unnecessarily. When the 
blind is eventually opened, which may be many weeks or months after reporting to 
regulators, it must be ensured that company and regulatory databases are revised. 
If the event is serious, new, and possibly related to the medicinal product, then if 
the Investigator's Brochure is updated, notifying relevant parties of the new 
information in a blinded fashion is inappropriate and possibly misleading. 
Moreover, breaking the blind for a single patient usually has little or no 
significant implications for the conduct of the clinical investigation or on the 
analysis of the final clinical investigation data. 

However, when a fatal or other "serious" outcome is the primary efficacy endpoint 
in a clinical investigation, the integrity of the clinical investigation may be 
compromised if the blind is broken. Under these and similar circumstances, it may 
be appropriate to reach agreement with regulatory authorities in advance 
concerning serious events that would be treated as disease-related and not subject 
to routine expedited reporting. 

 

E. Miscellaneous Issues 

1. Reactions Associated with Active Comparator or Placebo Treatment 

It is the sponsor's responsibility to decide whether active comparator drug 
reactions should be reported to the other manufacturer and/or directly to 
appropriate regulatory agencies. Sponsors must report such events to either the 
manufacturer of the active control or to appropriate regulatory agencies. Events 
associated with placebo will usually not satisfy the criteria for an ADR and, 
therefore, for expedited reporting. 

2. Products with More than one Presentation or Use 

To avoid ambiguities and uncertainties, an ADR that qualifies for expedited 
reporting with one presentation of a product (e.g., a dosage form, formulation, 
delivery system) or product use (e.g., for an indication or population), should be 
reported or referenced to regulatory filings across other product presentations and 
uses.  

It is not uncommon that more than one dosage form, formulation, or delivery 
system (oral, IM, IV, topical, etc.) of the pharmacologically active compound(s) is 
under study or marketed; for these different presentations there may be some 
marked differences in the clinical safety profile. The same may apply for a given 
product used in different indications or populations (single dose vs. chronic 
administration, for example). Thus, "expectedness" may be product or product-use 
specific, and separate Investigator's Brochures may be used accordingly. However, 
such documents are expected to cover ADR information that applies to all affected 
product presentations and uses. When relevant, separate discussions of pertinent 
product-specific or use-specific safety information will also be included. 

It is recommended that any adverse drug reactions that qualify for expedited 
reporting observed with one product dosage form or use be cross referenced to 
regulatory records for all other dosage forms and uses for that product. This may 
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result in a certain amount of over reporting or unnecessary reporting in obvious 
situations (for example, a report of phlebitis on IV injection sent to authorities in a 
country where only an oral dosage form is studied or marketed). However, 
underreporting is completely avoided. 

3. Post-study Events 

Although such information is not routinely sought or collected by the sponsor, 
serious adverse events that occurred after the patient had completed a clinical 
study (including any protocol-required post-treatment follow-up) will possibly be 
reported by an investigator to the sponsor. Such cases should be regarded for 
expedited reporting purposes as though they were study reports. Therefore, a 
causality assessment and determination of expectedness are needed for a decision 
on whether or not expedited reporting is required. 

 

F.  INFORMING INVESTIGATORS AND ETHICS COMMITTEES/ 
INSTITUTIONAL REVIEW BOARDS OF NEW SAFETY INFORMATION 

International standards regarding such communication are discussed within the 
ICH GCP Guidelines, including the addendum on "Guideline for the Investigator's 
Brochure." In general, the sponsor of a study should amend the Investigator's 
Brochure as needed, and in accord with any local regulatory requirements, so as to 
keep the description of safety information updated. 
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Attachment 1 

KEY DATA ELEMENTS FOR INCLUSION IN EXPEDITED  
REPORTS OF SERIOUS ADVERSE DRUG REACTIONS 

 

The following list of items has its foundation in several established precedents, 
including those of CIOMS-I, the WHO International Drug Monitoring Centre, and 
various regulatory authority forms and guidelines. Some items may not be relevant 
depending on the circumstances. The minimum information required for expedited 
reporting purposes is: an identifiable patient, the name of a suspect medicinal 
product, an identifiable reporting source, and an event or outcome that can be 
identified as serious and unexpected and for which, in clinical investigation cases, 
there is a reasonable suspected causal relationship. Attempts should be made to 
obtain follow-up information on as many other listed items pertinent to the case. 

1. Patient Details 

Initials 

Other relevant identifier (clinical investigation number, for example) 

Gender 

Age and/or date of birth 

Weight 

Height 

 

2. Suspected Medicinal Product(s) 

Brand name as reported 

International Non-Proprietary Name (INN) 

Batch number 

Indication(s) for which suspect medicinal product was prescribed or tested 

Dosage form and strength 

Daily dose and regimen (specify units - e.g., mg, ml, mg/kg) 

Route of administration 

Starting date and time of day 

Stopping date and time, or duration of treatment 

 

3. Other Treatment(s) 

For concomitant medicinal products (including non-prescription/OTC medicinal 
products) and non-medicinal product therapies, provide the same information as 
for the suspected product. 
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4. Details of Suspected Adverse Drug Reaction(s) 

Full description of reaction(s) including body site and severity, as well as the 
criterion (or criteria) for regarding the report as serious should be given. In 
addition to a description of the reported signs and symptoms, whenever possible, 
attempts should be made to establish a specific diagnosis for the reaction. 

Start date (and time) of onset of reaction 

Stop date (and time) or duration of reaction 

Dechallenge and rechallenge information 

Setting (e.g., hospital, out-patient clinic, home, nursing home) 

Outcome: information on recovery and any sequelae; what specific tests and/or 
treatment may have been required and their results; for a fatal outcome, cause of 
death and a comment on its possible relationship to the suspected reaction should 
be provided. Any autopsy or other post-mortem findings (including a coroner's 
report) should also be provided when available. Other information: anything 
relevant to facilitate assessment of the case, such as medical history including 
allergy, drug or alcohol abuse; family history; findings from special investigations. 

 

5. Details on Reporter of Event (Suspected ADR) 

Name 

Address 

Telephone number 

Profession (specialty) 

 

6. Administrative and Sponsor/Company Details 

Source of report: was it spontaneous, from a clinical investigation (provide details), 
from the literature (provide copy), other? 

Date event report was first received by sponsor/manufacturer 

Country in which event occurred 

Type of report filed to authorities: initial or follow-up (first, second, etc.) 

Name and address of sponsor/manufacturer/company 

Name, address, telephone number, and FAX number of contact person in reporting 
company or institution 

Identifying regulatory code or number for marketing authorisation dossier or 
clinical investigation process for the suspected product (for example IND or CTX 
number, NDA number) 

Sponsor/manufacturer's identification number for the case (this number must be 
the same for the initial and follow-up reports on the same case). 
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Topic Source Documentation 
Methods/Procedures 

Adequacy Criteria 

Addenda, to source 
documentation (SD) 
 
See also 
Documentation 
Standards, Inadequate 
Source Documentation, 
and Error Corrections 

Recommended, when applicable: 
When SD is found to be incomplete (whether 
by site staff during internal QA, or a monitor 
during a site visit), the circumstances of the 
deficiency may be documented in a Chart 
Note dated and situated in real-time in the 
study subject's SD. The entry should be made 
by a clinician presently responsible for the 
study subject. If "missing" SD is obtained at a 
later date, its incorporation in the research 
record may be acknowledged in a Chart Note 
dated and situated in real-time in the study 
subject's SD. The entry should likewise be 
made by the clinician presently responsible for 
the study subject. 

Sites should not modify past-dated research 
records in an attempt to resolve SD 
deficiencies noted during internal QA or a 
site-monitoring visit. Altering past-dated 
records without appropriately dating the new 
entry in real-time is strongly discouraged 
because such entries may be considered 
unverifiable and potentially fraudulent. 

Refer to proper procedures for making 
addenda to SD, at left. See also Error 
Corrections. 

Case Report Forms, 
used as Source 
Documentation 

Required: 
Per ICH Guidelines for Good Clinical Practice 6.4.9, trial design must identify any data to be 
recorded directly on the CRFs (i.e., no prior written or electronic record of data), and considered 
to be source data. 
 
DMID Allowable Methods: 
• Use an original completed CRF (or photocopy/NCR copy of a completed CRF) as the SD. 

The original CRF must be signed, credentialed, and dated. The CRF must be designed to 
capture raw data. NOTE: Any changes/error corrections subsequently made to the 
original CRF must be carried over to the copy and vice-versa. NCR copies sent to 
another location, e.g., a lab, should also be copied to the study subject's source 
documentation record. 

• Sites may opt to design their own Study Subject Encounter Forms or flowsheets that 
correspond to data items on CRFs. Such forms should allow for free-form entries (akin to 
Chart Notes) to allow clinicians to record any observations pertinent to the study subject's 
clinical status. Completed Study Subject Encounter Forms or flowsheets that will be used as 
SD must be signed, credentialed, and dated by the clinician responsible for their completion. 
See also Flowsheets. 

• Additional SD may still be required to maintain "adequate and accurate case histories" that 
reflect all pertinent aspects of study subjects' clinical status during given time periods. The 
decision to allow a particular type of completed CRF to be used in establishing source 
documentation (and the particulars of how such forms may be used) rests with the Research 
Sponsor, DMID. 

Chart Note, clinician 
("Progress Note" or 
"Clinic Note") 
 
 

Required: 
All original Chart Notes must be signed, credentialed, and dated by the clinician responsible for 
their creation. 
 
Recommended: 
It is strongly recommended that all Chart Notes and other source documentation be kept in either 
forward or reverse order by date, to support the chronology of study subject events. 

Chemistries See Lab tests, routine, specimen collection and results 
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Topic Source Documentation 
Methods/Procedures 

Adequacy Criteria 

Communications, 
verbal 

Required (one of the following): 
• Chart Note 
• Contact report (i.e., written 

documentation of conversation that is 
signed, credentialed, and dated, then 
maintained in a study subject's SD) 

Verification of (or attempts to verify) study 
subject diagnoses or events via telephone call 
to outside clinicians should be documented in 
a study subject's SD by means of contact 
reports. 

Communications, 
written 

Required (one of the following): 
• Original letters/documents, or copies of 

same 

Correspondence must include appropriate 
study subject identifier(s) so monitor can 
verify documents correspond to particular 
study subjects. 

Compliance, study 
medication (if required 
by protocol) 

Required (one of the following): 
• Chart Note,  
• Study Subject Encounter Form, 
• Study Subject Diary, or 
• CRF used as SD 

For CRFs requiring specific information on 
study subject medication compliance, a 
corresponding Chart Note, entry in a Study 
Subject Encounter Form, entry in study 
subject diary, or CRF used as SD should 
reflect the percentages or numbers of missed 
doses and/or other relevant information. If no 
drug is returned for a protocol-required pill 
count, the SD must so indicate. 

Confidentiality, study 
subject 

Required: 
All source documents must be consistently labeled with appropriate study subject identifiers 
(such as name and PID number; name and date of birth; name and hospital ID number; or, 
initials, date of birth, and hospital ID number) so that monitors can verify that documents 
correspond to particular study subjects. 
 
Training Point 
The Code of Federal Regulations (21 CFR 50.25) requires that study subjects be informed of the 
extent, if any, to which confidentiality of records identifying the study subject will be 
maintained. In DMID-sponsored trials, through the informed consent process, study subjects are 
assured that their records will be maintained confidentially to the extent permitted by law; that 
they will be identified by code (PID); that personal information will not be released without 
study subjects' written permission; and that they will not be personally identified in any 
publication about the study. They are also informed that their records may be reviewed, under 
guidelines of the Federal Privacy Act, by the FDA, the National Institute of Allergy and 
Infectious Diseases/DMID, the study monitors, and the pharmaceutical company(ies) which 
supply the study treatment(s). 

Contact Reports See Communications, verbal 
Consent, study subject 
informed 

See Informed Consent and Informed Consent requirements prior to study enrollment. 

Consult Notes Required: 
Consult note (Chart Note, or other 
typed/written summary inserted into study 
subject's SD file), signed, credentialed, and 
dated by responsible clinician. 

Consult notes must include appropriate study 
subject identifier(s) so monitor can verify 
documents correspond to particular study 
subjects. 
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Topic Source Documentation 
Methods/Procedures 

Adequacy Criteria 

Contraception, current 
method of birth control, 
protocol-required 
counseling 

Required (one of the following): 
• Pre-randomization/Screening Chart Note,  
• Completed Eligibility Checklist 
• CRF used as SD 

Protocol-specific and/or IRB-required study 
subject counseling on requirements for use of 
appropriate contraception and current method 
of birth control should be documented in a 
Pre-randomization/Screening Chart Note, in 
addition to the signed informed consent form 
which acknowledges any such requirements. 
See criteria for Chart Note, clinician. 

In lieu of a Chart Note, the site may 
include an item on a signed, credentialed, and 
dated Eligibility Checklist or CRF to 
document that such counseling has occurred 
and to document current method of birth 
control. The checklist should correspond to the 
protocol version approved by the local IRB at 
the time of the study subject's enrollment. See 
criteria for Entry Criteria. 

Copies: Certified  Required: 

Certified Copy means a copy of original information that has been verified, as indicated by dated signature, as an exact 
copy, having all of the same attributes and information as the original. 

 

A copy used as a source document should be certified that it was verified to be an exact copy of the original.  

• This provides an audit trail in the event that the copy appears to have been altered. 
• If the original document is retained elsewhere on-site/within the institution, the copy does 

NOT need to be certified (e.g., original lab results are filed in the laboratory).  
• Monitors and FDA auditors may request to see the original documents or certified copies to 

verify validity of data for trial-related monitoring.  
• Documentation received via fax is NOT considered to be originals, and must be certified.  
• Printouts retrieved from an institution's computer system ARE copies if the electronic file is 

the original source document, and must be certified.  
 
DMID Allowable Methods: 

Certification of a copy may be indicated by any of the following methods:  
• A signed or initialed and dated statement on the copy that indicates it is an exact copy of the 

original information. This is to be done by the person making the copy, or, the person 
verifying that the copy is the same as the original. The statement may be in the form of a 
stamp, as long as it is accompanied by an original signature, or initials and date. 

• Certification for copies received from an outside institution indicates it is an unaltered copy 
as received. (This is to be used in cases where sending institution does not certify copies 
prior to sending.)  The receiving institution verifies the copy is unaltered as received; a 
signed or initialed and dated statement on the copy indicates it is unaltered as received. This 
is to be done by the person receiving the copy. The statement may be in the form of a stamp, 
as long as it is accompanied by an original signature or initials (of receiver) and date. 

• Documents consisting of more than one page may be verified in a package as being one (1) 
copy, if the package of copies is to remain intact in the file.  For verification, the first page 
of the copy must have on it a signed or initialed and dated statement/stamp that indicates the 
package consisting of X (specify) number of pages is an exact copy of the original 
information or verification that it is unaltered as received. Each page must then be initialed 
and dated to verify that it is part of the package.  
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Topic Source Documentation 
Methods/Procedures 

Adequacy Criteria 

Copies: Certified, 
cont’d 

Training Point 
These procedures are designed to maintain a continuous audit trail for clinical data from their source to their inclusion in 
the research record. 

 
All copies of outside records must contain adequate study subject identifiers for the monitor to 
verify that they correspond to a particular study subject.  

 
Monitors may occasionally request to see the original documents during routine monitoring to 
verify their existence-it does not mean that alterations or fraud are suspected.  
 

21 CFR 11  
FDA Guidance: E6 GCP, Section 1.51  
FDA Guidance: Computerized Systems used in Clinical Trials (CSCT) 

Correspondence, study 
subject-specific 

See Communications, written 

Death Required (one of the following): 
• Autopsy report,  
• Obituary, 
• Death certificate, or 
• Contact Report, documenting verbal 

communication with physician or study 
subject family member or friend 

• Hospital discharge summary 

An autopsy report, obituary, and/or death 
certificate may be included in a study subject's 
SD file for verification of the date and cause 
of death. 

It is also acceptable to document verbal 
communication with a physician or study 
subject family member/friend to substantiate 
the date and reported cause of death if official 
documents are not available. 
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Topic Source Documentation 
Methods/Procedures 

Adequacy Criteria 

Deviations 
(departures), from 
protocol 
 
See also Violations, 
protocol  

Required: 
All violations and deviations (departures) from a protocol must be addressed in study subject 
SD. The documentation should include the reasons for the violation or deviation, and all 
attempts to prevent or correct them. For example, documentation of a missed visit would 
properly consist of a note explaining the missed visit and the site's attempts to locate the study 
subject to request that he/she come in to make up that visit. 
 
The site must complete a DMID Violation/Deviation Form documenting each protocol violation 
or deviation. The completed form must be sent to DMID Regulatory, and for studies being 
conducted under an IND, this form must also be sent to IND sponsor, if other than DMID.   
 
Protocol deviations that in the opinion of the investigator and sponsor have no material impact 
on the integrity of the study may be reported to the IRB annually, as part of the annual IRB 
review and re-approval process, and more frequently as specified by the IRB’s internal 
procedures. Protocol deviations that occur persistently and/or could impact the ability to properly 
analyze and interpret the data should be reported on at least a 90-day interval. 
 
Protocol violations that result in increased risk to the study subject or affect subject eligibility to 
enroll in the study or continue in the study should be reported promptly to the IRB. Protocol 
violations affecting subject rights (e.g., informed consent issues) should be reported within 30 
days of knowledge by the investigator. Protocol violations affecting the timing of reporting of 
safety information to the sponsor or IRB should be reported within 30 days of knowledge by the 
investigator. Protocol violations involving non-adherence to GCP or study procedures or 
schedules that have a material impact on the primary endpoints of the study should be reported 
within 60 days of knowledge, or sooner, if required by IRB. 
  
Training Point 
Protocol deviations occur when: there is non-adherence to study procedures or 

schedules, as specified by the protocol, which do not involve inclusion/exclusion 

or primary endpoint criteria. 

The significance of the deviation is based on the frequency of the deviation and/or impact on 
study objectives. Deviations from protocol include: 
• events that are outside the control of the investigator (e.g. study subject missed visit 

window)   
• study parameters that are not part of primary endpoint (e.g. respiratory rate) not performed 

at a visit. 
 
Protocol violations occur when: there is non-adherence to the protocol that 

results in a significant added risk to the study subject; or, the study subject or 

investigator has failed to adhere to significant protocol requirements; however, 

the study subject is enrolled and/or continuing in the study without prior sponsor 
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Methods/Procedures 

Adequacy Criteria 

approval; or there is non-adherence to GCP. 

Examples include: 
• IV solution to be dosed on a mg/kg basis is incorrectly mixed and subject receives 10X 

protocol-defined dose that could result in chronic hepatic disease. 
• Protocol inclusion criteria require that a subject have no history of drug or alcohol abuse 

prior to entry into study. A subject is randomized to study and during monitoring visit, the 
CRA discovers a reference to excessive drinking in the medical record. In this case, the fact 
that the subject has already been enrolled in the study would make this subject a protocol 
violation. 

• Failure to obtain proper informed consent prior to performing study-specific tests. 
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Topic Source Documentation 
Methods/Procedures 

Adequacy Criteria 

Discharge Summaries See Communications, written 
Documentation 
Standards 

Training Point 
All research personnel should be aware of, and comply with, applicable standards for medical 
documentation as determined by their institutional policy, professional Code of Ethics, and 
licensing authority. General standards include: (1) maintain clinical records chronologically; (2) 
keep handwritten notes and signatures legible (if necessary, print one's name underneath the 
signature); (3) sign, credential, and date all entries; (4) make error corrections using accepted, 
obvious procedures; (5) never obliterate entries that require correction; (6) never destroy original 
documents if they require error correction; (7) keep study subject records secure, yet accessible; 
and (8) do not alter past-dated notes (e.g., by writing alongside or adding to prior entries). 
 
Research personnel include study-related staff. Inadequate source documentation by non-
research personnel may be noted by the monitor but is not generally noted in site visit report 
unless:  
• it is a trend (i.e. numerous instances of incorrect error corrections); or,  
• if a clinic/chart note is not signed by the clinician, then the monitor cannot verify if it was 

research or non-research personnel who neglected to sign their note. 
Electronic Signatures The use of electronic signatures is acceptable in institutions that have adopted electronic medical 

records systems. If the institution has deemed the practice acceptable, then DMID will accept its 
usage in supporting source documentation. 

Eligibility Criteria See Entry Criteria 
Endpoints, clinical or 
laboratory (if required 
by protocol) 

Required (one of following, per protocol or 
endpoint-specific CRF): 
• Chart Note, 
• Consult Note, 
• CRF as SD, 
• Documentation of Death, 
• Radiology diagnostic interpretation, 
• Hard copy lab report with appropriate 

study subject identifier(s) and date of 
specimen collection, or 

• "Print Screen" copy of electronic lab 
report with appropriate study subject 
identifier(s) and date of specimen 
collection 

• Hard copy lab report from research/ 
commercial (send-out) lab with 
appropriate study subject identifier(s) and 
date of specimen collection, or 

• Hard copy of correspondence (e.g., e-mail 
from Data Manager) that study subject 
has reached a study-defined lab-based 
endpoint. 

For study-defined clinical or laboratory 
endpoints, the study subject's SD must 
document the specifics of the event(s)/test(s) 
as required by the protocol, and/or an 
endpoint-specific CRF. Results of all 
diagnostic evaluations needed to substantiate 
the diagnosis must be included in the study 
subject's SD records. Lab or diagnostic reports 
should have an official header or letterhead 
identifying where the test was performed. 
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Topic Source Documentation 
Methods/Procedures 

Adequacy Criteria 

Entry Criteria 
 
See also: 
Contraception, current 
method of birth control, 
protocol-required 
counseling; 
Exemptions, from entry 
criteria; Medical 
History/PE, general;  
Urinalysis, Urine 
pregnancy testing 

Required (one of the following): 
• Chart Note, or 
• Eligibility Checklist (the checklist used 

for study subject randomization) 
corresponding to correct protocol version 

For protocol-specific entry criteria, a Chart 
Note or completed Eligibility Checklist that 
addresses each specific criterion must be 
present in the SD. The note or checklist must 
be signed, credentialed, and dated by the 
clinician responsible for enrolling the study 
subject. 

Pertinent negatives: Exclusion criteria 
may require that the study subject not be using 
any of a long list of concomitant medications, 
or not have any of a list of diseases. For each 
group of exclusion criteria, it is sufficient to 
include a note in the study subject's chart such 
as "None of the concomitant medications 
excluded by the protocol are being used by the 
study subject." As an alternative, sites may 
address the excluded groups of medications 
and/or diseases in their Eligibility Checklist. 
However, a blanket statement regarding all 
such exclusion criteria, such as "The study 
subject does not meet any of the exclusion 
criteria outlined in the protocol," will be 
considered inadequate. 

Error Corrections Required: 
Error corrections to SD must be made by 
crossing out the incorrect entry with a single 
line, without obliterating the original entry. 
The correction is then inserted, and the change 
is initialed and dated by the person making the 
change. The use of "white-out" is never 
acceptable. 

Error corrections that obliterate original 
entries, that are not initialed and dated, or that 
make use of "white-out," are unacceptable, 
and may be deemed inadequate source 
documentation. 

Exemptions, from entry 
criteria 
 
See also Entry Criteria 

DMID does not allow exemptions from entry 
criteria. 
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Topic Source Documentation 
Methods/Procedures 

Adequacy Criteria 

Flowsheets Optional: 
• Pharmacokinetics flowsheets 
• Vital signs flowsheets 
• Weight/anthropometric measurements 

Required, if used as SD: 
Flowsheets intended to be used as SD must be 
initialed (preferably signed) and dated by the 
clinician responsible for flowsheet entries. If a 
flowsheet is used only to record observations 
that are summarized elsewhere in the SD (e.g., 
in a Chart Note), no initialing is required. 

If the use of a flowsheet extends from one 
care provider to another, or over multiple time 
periods (e.g., shifts or days), the flowsheet 
must be initialed and dated at each sequential 
time point when an entry is made by a 
different care provider, or at the beginning of 
the next time period, whichever occurs first. 

Flowsheet entries made for timed serial 
evaluations (e.g., vital signs, 
pharmacokinetics) that occur over an extended 
period, yet are recorded by the same care 
provider, do not require separate initialing. 
However, individual entries must be timed and 
dated. 

Forms, study subject 
completed 

See Questionnaires, study subject completed 

Hematology See Lab tests, routine, specimen collection and results 
Inadequate Source 
Documentation 
 
 

Required: 
All available source documentation for protocol-required data must be provided to the monitor at 
the time a study subject's CRF notebook is reviewed. It is neither the monitor's responsibility to 
search for source documents, or to travel to another site to obtain access to SD. When an 
occasional source document is not in the research record (such as a missing lab slip or a 
document that is temporarily in another department of the hospital), the monitor will ask the site 
staff to produce the document as soon as possible, during the course of the site visit. The record 
will not be cited for Inadequate Source Documentation if the missing document is provided to 
the monitor for review before the completion of the site visit, and it is found to be adequate. 

As per standard FDA auditing practices, research records (consent forms, source 
documents, CRFs, etc.) must be inspected on-site by the monitor. It is unacceptable for study 
personnel to submit missing SD to a monitor BETWEEN site visits, unless they have been 
specifically instructed to do so by DMID. 
 
Training Point 
The DMID monitor is responsible for evaluating the adequacy of SD according to Good Clinical 
Practice (GCP) standards. The overall principle concerning completeness is that, if SD is 
comprehensive and complete, one should be able to use the SD to reproduce all of a study 
subject's study data in the event that the CRFs are lost or destroyed. The overall principle 
concerning accuracy is that, if SD is factual, it should be internally consistent as well as 
verifiable against external medical documentation. Legal and ethical principles that pertain to 
medical documentation also apply to SD. See also Documentation Standards. 

If a CRF used in a particular study requires information that is neither explicitly nor 
implicitly required by the protocol, and SD to support such information is inadequate or missing, 
it will not be counted as Inadequate Source Documentation. However, the monitor will report the 
finding to their Clinical Project Manager, who will determine the need to obtain further 
clarification from DMID. 

Section VIII:  Appendices 104 February 6, 2003 
Monitoring and Reporting Adverse Events 



Appendix: Division of Microbiology and Infectious Diseases (DMID) 
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Topic Source Documentation 
Methods/Procedures 

Adequacy Criteria 

Informed Consent 
 
See also Informed 
Consent requirements 
prior to study enrollment 

Required: 
Informed consents must be signed and dated in 
ink by the study subject or parent/guardian. The 
consent must be signed/dated before protocol 
screening commences. The initial consent should 
be the IRB-approved version corresponding to 
the protocol version approved by the IRB when 
the screening was initiated. 
 
If a study subject is unable to read (illiterate), or 
if a legally acceptable representative is unable to 
read, an impartial witness should be present 
during the entire informed consent discussion. 
After the written informed consent form and any 
other written information to be provided to the 
subjects is read and explained to the subject or 
the subject’s legally acceptable representative, 
and after the subject or the subject’s legally 
acceptable representative has orally consented to 
the subject’s participation in the trial, the witness 
should sign and personally date the consent 
form. By signing the consent form, the witness 
attests that the information in the consent form 
and any other written information was accurately 
explained to, and apparently understood by, the 
subject or the subject’s legally acceptable 
representative, and that the informed consent 
was freely given by the subject or the subject’s 
legally acceptable representative.  
 

Training Point 
The Code of Federal Regulations, 45 CFR 46, 
requires study subjects or their guardians to sign 
an informed consent document before 
participating in an investigational study. Study 
subjects participating in DMID clinical trials (or 
their parents/ guardians) must sign and date an 
informed consent for all DMID clinical studies 
in which the study subject is enrolled. (Local 
IRBs may have additional requirements, e.g., for 
the signature of a witness, translator, or Principal 
Investigator.)  
It is acceptable for sites to maintain consents in 
a file separate from a study subject's SD file, 
provided the site does this consistently for all 
study subjects enrolled in the study, and 
maintains any updated versions of the signed 
consents in the same manner. 

The following criteria from DMID will be 
applied  to evaluate consent forms for reportable 
violations: 
• Study subject's (or parent/guardian's) 

signature is not on the consent; 
• Study subject's (or parent/guardian's) 

signature is not dated; 
• Study subject's (or parent/guardian's) 

signature is dated after the initiation of 
protocol screening;1 

• An incorrect version of the consent form is 
used, compared to the protocol/consent 
approved by the IRB at a given time; 

• Initials of subject are used instead of a 
signature; 

• Signature and date are not in permanent ink; 
• Study subject's (or parent/guardian's) 

signature is fabricated or falsified; 
• Informed consent form cannot be found 

during a monitoring visit. 
• No Documentation on CRF or SD stating 

that consent was obtained prior to initiation 
of screening/study procedures. 

 
The following criteria from DMID will be 
applied for reportable violations to evaluate 
consent forms for subject or the subject’s legally 
acceptable representatives who are unable to 
read (illiterate): 
• Impartial witness signature is not on the 

consent; 
• Impartial witness signature is not dated; 
• Impartial witness signature is dated after the 

initiation of protocol screening; 
• An incorrect version of the consent form is 

used, compared to the protocol/consent 
approved by the IRB at a given time; 

• Initials are used instead of a signature; 
• Signature and date are not in permanent ink; 
• Impartial witness signature is fabricated or 

falsified; 
• Informed consent form cannot be found 

during a monitoring visit; 
• No Documentation on CRF or SD stating 

that consent was obtained prior to initiation 
of screening/study procedures. 

                                                 
1    If a site customarily uses IRB-approved screening consents for all study subjects, or for all study subjects screened for 
certain protocols, the screening consent must be signed/dated before protocol screening AND the protocol consent must be 
signed/dated before randomization. 
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Topic Source Documentation 
Methods/Procedures 

Adequacy Criteria 

Informed Consent 
requirements prior to 
study enrollment 

Training Point 
The FDA IRB and Clinical Investigation Information Sheets2 issued in October 1995 provide 
guidance concerning informed consent requirements in relation to the timing of research-specific 
screening tests: 

"...While an investigator may discuss availability of studies and the possibility of entry into 
a study with a prospective study subject without first obtaining consent, informed consent must 
be obtained prior to initiation of any screening procedures that are performed solely for the 
purpose of determining eligibility for research." 

"Procedures that are to be performed as part of the practice of medicine and which would be 
done whether or not study entry was contemplated, such as for diagnosis or treatment of a 
disease or medical condition, may be performed, and the results subsequently used for 
determining eligibility, without first obtaining consent. On the other hand, informed consent 
must be obtained prior to initiation of any screening procedures that are performed solely for the 
purpose of determining eligibility for research." 

Initials, use of Optional: 
• Signature sheet, maintained in protocol-

specific regulatory file 

Initials can be used in place of research 
clinicians' or other personnel's signatures, 
provided that a signature key, inclusive of the 
following, is maintained in the protocol-
specific regulatory file: signature, credentials 
(if applicable), and corresponding handwritten 
initials. 

Lab tests, Research, 
specimen collection 
and results 
 
See Case Report 
Forms, used as Source 
Documentation  
 
See Endpoints, 
laboratory based 
regarding 
documentation of 
research laboratory-
based endpoints. 

Recommended for Specimen Collection 
(one of the following): 
• Chart Note, or 
• Flowsheet entry 
• CRF used as SD 
 
Required for Results, if available (one of 
the following): 
• Hard-copy lab report with appropriate 

study subject identifier(s) and date of 
specimen collection, or 

• "Print Screen" copy of electronic lab 
report with appropriate study subject 
identifiers and date of specimen 
collection 

 
NOTE: For batched and/or blinded research 
lab analyses, no documentation of results is 
required in the study subject's SD unless the 
unblinded results were disclosed to the site for 
the purposes of study subject management, 
study termination, or re-randomization/step 
assignment. 

Regarding Documenting Specimen 
Collection: 
Maintaining documentation that protocol 
specimens were drawn and dispatched 
appropriately is consistent with GCP. Chart 
notes/flowsheet entries should be signed and 
dated to document that particular specimens 
were drawn and dispatched per protocol 
requirements. However, if only a hard-copy or 
"print screen" lab report is available for 
review, the monitor will not cite Inadequate 
Source Documentation as long as the report 
contains appropriate study subject identifiers 
and the date of specimen collection. 
 
Lab reports must have an official header or 
letterhead identifying where the test was 
performed and lab reports must contain a 
study subject identifier. 

                                                 
2    FDA Information Sheet, "Screening Tests Prior to Study Enrollment," Food and Drug Administration, October 1995. 
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Topic Source Documentation 
Methods/Procedures 

Adequacy Criteria 

Lab tests, Routine, 
specimen collection 
and results 

Recommended for Specimen Collection 
(one of the following): 
• Chart Note,  
• Flowsheet entry, or 
• CRF used as SD 
 
Required for Results (one of the following): 
• Hard-copy lab report with appropriate 

study subject identifier(s) and date of 
specimen collection, or 

• "Print Screen" copy of electronic lab 
report with appropriate study subject 
identifiers and date of specimen 
collection 

Regarding Documenting Specimen 
Collection:  
Maintaining documentation that protocol 
specimens were drawn and dispatched 
appropriately is consistent with GCP. Chart 
notes/flowsheet entries should be signed and 
dated to document that particular specimens 
were drawn and dispatched per protocol 
requirements. However, if only a hard copy or 
"print screen" lab report is available for 
review, the monitor will not cite Inadequate 
Source Documentation as long as the report 
contains appropriate study subject identifiers 
and the date of specimen collection. 
 
Lab reports must have an official header or 
letterhead identifying where the test was 
performed and lab reports must contain a 
study subject identifier. 

Medical History and/or 
Physical Exam, general 

Required per Protocol (one or more of the 
following): 
• Chart Note, 
• History and Physical Exam form, 
• CRF used as SD, 
• Consult Notes, 
• Hard-copy lab report with appropriate 

study subject identifier(s) and date of 
specimen collection, and/or 

• "Print Screen" copy of electronic lab 
report with appropriate study subject 
identifier(s) and date of specimen 
collection 

Medical History and/or Physical Examination 
Documentation if protocol-required: 
• A verbal history is acceptable. 
• If medical history is documented by study 

subject, it must be reviewed and signed, 
dated, and credentialed by clinician. 

• Physical exam must be completed and 
signed, dated, and credentialed by 
clinician. 

 
Other requirements will depend on specific 
history required per protocol. 

Microbiology See requirements under Lab tests, routine or 
Lab tests, research 

 

Neurological Exams Examples: 
• EEG, interpretative consult note 
• EMG, interpretative consult note 
• Peripheral neuropathy, detailed CRF-

directed assessment 

See criteria for Chart Note, clinician, Consult 
Notes, or Case Report Forms, use as Source 
Documentation 

Neuropsychological 
Exams 

Required (one of the following): 
• Chart Note, or 
• Detailed CRF-directed assessment 

See criteria for Chart Note, clinician, Consult 
Notes, or Case Report Forms, use as Source 
Documentation 

Study subject 
Identifiers 

See Confidentiality, study subject 

Progress Notes, 
clinician 

See Chart Note, clinician 

Quality of Life (QOL), 
study subject reported 

See Questionnaires, study subject completed 
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Topic Source Documentation 
Methods/Procedures 

Adequacy Criteria 

Questionnaires, study 
subject completed 

Required per Protocol (one of the following): 
Document that study subject completed the form per protocol evaluation schedule. This can be 
accomplished by: 
• Entering a note into the study subject's chart or CRF used as SD indicating the specific form 

which was completed on a specified date; or, 
• Indicating on a checklist the study subject-completed form which was completed on a 

specified date; or, 
• Including in the SD a copy of the study subject-completed form that is signed/dated in the 

margin by study personnel. 
 
Training Point 
Data on study subject-completed CRFs (Health Status or QOL questionnaire) are considered 
study subjective and do not require SD. 

Radiology, diagnostic Required (one of the following): 
• X-ray, CT scan, MRI interpretative 

consult note or computer printout, signed, 
credentialed,  and dated by responsible 
radiologist 

• Non-radiologist clinician's interpretation 
note (e.g., for a routine chest X-ray), 
signed, credentialed, and dated by 
responsible clinician 

Consult notes must include appropriate study 
subject identifier(s) and be signed and dated 
by the clinician responsible for the note. See 
also Consult Notes. 

Research Record Training Point 
All documents corresponding to a given study subject's participation in a clinical investigation 
constitute a research record. These consist of the study subject's signed informed consent, source 
documentation (case history), study prescriptions, investigational pharmacy records, and case 
report forms (CRF). A Clinical Site Monitor conducting "record review" may request to inspect 
any or all of the above types of documents. Investigators are responsible for maintaining 
accurate and complete research records (referred to as "case histories" in FDA regulations). Sites 
must be able to produce any research record in its entirety in the event of an FDA inspection. 

Serology See requirements under Lab tests, routine or Lab tests, research 
Signs/Symptoms, 
clinician observed 

See Chart Note, clinician, Flowsheets, and Toxicities 

Signs/Symptoms, study 
subject reported 

See Questionnaires, study subject completed and Toxicities 

Storage, of source 
documents 

Training Point 
Source documents must be maintained at the site.  If SD are archived, it is the site's 
responsibility to retrieve and organize all source documents for the clinical site-monitoring visit. 

Toxicities, reviewing of 
(adverse events, signs 
and symptoms, or lab 
results) 

Required (one of the following): 
• Chart Note, 
• Flowsheet,  
• Adverse Event/Symptom Checklist,  
• CRF used as SD, or 
• Annotated lab slip, signed and dated by 

responsible clinician 

All reviewed adverse events and/or symptoms 
must be documented in the CRF or in 
additional SD. For protocol-reportable and 
serious adverse events, sites must note in the 
CRF/SD the clinician's opinion regarding 
relationship of the event to study 
medication(s). 
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Topic Source Documentation 
Methods/Procedures 

Adequacy Criteria 

Urinalysis, Urine 
Pregnancy Testing 
 
Also see Lab tests, 
routine, specimen 
collection and results 

Required for CLIA Waived urine 
dipsticks and urine pregnancy tests 
performed by site: 
Document test results including when the test 
was done, the test results, and who performed 
or interpreted the results in: 
• log format,  
• CRF used as SD, or 
• Chart Note 
 
Recommended for CLIA Waived  urine 
pregnancy tests performed by site: 
• Document in SD, the date of the last 

menses. 

Requirements and recommendations for CLIA 
Waived tests were discussed in a letter to the 
sites from DMID dated 12/16/97.  
 
Documentation of CLIA Waived urine 
dipstick and urine pregnancy tests performed 
by the site must contain the following 
information: when the test was done; the test 
results; and who performed or interpreted the 
results. 
 
A urine pregnancy log can serve as your 
source documentation.  
 
For urinalysis and pregnancy tests sent to 
CLIA certified labs, SD methods/procedures 
and adequacy criteria for lab tests, routine are 
to be followed. 

Violations, protocol 
See Deviations 
(departures) from 
protocol  

See Deviations (departures) from protocol. 

Virology See requirements under Lab tests, routine or Lab tests, research 
Vital Signs Required per Protocol (one of the 

following): 
• Chart Note, 
• Flowsheet, or 
• CRF used as SD 

See criteria for Chart Note, clinician notes, 
Flowsheets, and CRF used as SD. 

Weight/Height Required per Protocol (one of the 
following): 
• Chart Note, or 
• Flowsheet 
• CRF used as SD 

See criteria for Chart Note, clinician notes, 
Flowsheets, and CRF used as SD. 
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Appendix: DIVISION OF MICROBIOLOGY AND INFECTIOUS 
DISEASES (DMID) ADULT TOXICITY TABLE 

MAY 2001 
 
ABBREVIATIONS:  Abbreviations utilized in the Table: 

ULN = Upper Limit of Normal             LLN = Lower Limit of Normal 
Rx  = Therapy                                         Req = Required 
Mod = Moderate                                     IV  = Intravenous 
ADL = Activities of Daily Living          Dec = Decreased 

 
ESTIMATING SEVERITY GRADE 
For abnormalities NOT found elsewhere in the Toxicity Tables use the scale below to 
estimate grade of severity: 
GRADE 1 Mild   Transient or mild discomfort  
 (< 48 hours); no medical intervention/therapy required 
GRADE 2 Moderate  Mild to moderate limitation in 

activity - some assistance may be needed; no or minimal 
medical intervention/therapy required 

GRADE 3 Severe   Marked limitation in activity, some 
assistance usually required; medical intervention/therapy 
required, hospitalizations possible 

GRADE 4 Life-threatening Extreme limitation in activity, 
significant assistance required; significant medical 
intervention/therapy required, hospitalization or hospice 
care probable 

 
SERIOUS OR LIFE-THREATENING AEs 
 
ANY clinical event deemed by the clinician to be serious or life-threatening should be 
considered a grade 4 event.  Clinical events considered to be serious or life-threatening 
include, but are not limited to:  seizures, coma, tetany, diabetic ketoacidosis, 
disseminated intravascular coagulation, diffuse petechiae, paralysis, acute psychosis, 
severe depression. 
 

COMMENTS REGARDING THE USE OF THESE TABLES 
 
• Standardized and commonly used toxicity tables (Division of AIDS, NCI’s 

Common Toxicity Criteria (CTC), and World Health Organization (WHO)) have 
been adapted for use by the Division of Microbiology and Infectious Diseases 
(DAIDS) and modified to better meet the needs of participants in DMID trials. 

 
•  For parameters not included in the following Toxicity Tables, sites should refer to 

the “Guide For Estimating Severity Grade”  located above. 
 
• Criteria are generally grouped by body system. 
 
• Some protocols may have additional protocol specific grading criteria, which will 

supercede the use of these tables for specified criteria. 
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MAY 2001 
 

 

HEMATOLOGY 
 

 
 

 
Grade 1  

 
Grade 2  

 
Grade 3  

 
Grade 4  

 
Hemoglobin 

 
9.5 - 10.5 gm/dL 

 
8.0  - 9.4gm/dL 

 
 6.5 - 7.9 gm/dL 

 
< 6.5 gm/dL 

 
Absolute Neutrophil Count 

 
1000-1500/mm3 

 
750-999/mm3 

 
500-749/mm3 

 
<500/mm3 

 
Platelets 

 
75,000-
99,999/mm3 

 
50,000-
74,999/mm3 

 
20,000-49,999/mm3 

 
<20,000/mm3 

WBCs > 13,000/ mm3 13,000- 
15,000 /mm3 

15,000- 
30,000/mm3 

>30,000 or 
<1,000 /mm3 

% Polymorphonuclear 
Leucocytes + Band Cells 

 > 80% 90 – 95% >95% ---------- 
 

 
Abnormal 
Fibrinogen 

Low: 
100-200 mg/dL  
 
High: 
400-600 mg/dL 

Low: 
<100 mg/dL  
 
High: 
>600 mg/dL 

Low: 
< 50 mg/dL 
 
 
    ---------- 

Fibrinogen 
associated with 
gross bleeding or 
with 
disseminated 
coagulation 

 
Fibrin Split Product 

 
20-40 mcg/ml 

 
41-50 mcg/ml 

 
51-60 mcg/ml 

 
> 60 mcg/ml 

 
Prothrombin  
Time (PT) 

 
1.01 - 1.25 x ULN 

 
1.26-1.5 x ULN 

 
1.51 -3.0 x ULN 

 
>3 x ULN 

 
Activated Partial 
Thromboplastin (APPT) 

 
1.01 -1.66 x ULN 

 
1.67 - 2.33 x 
ULN 

 
2.34 - 3 x ULN 

 
> 3 x ULN 

 
Methemoglobin 

 
5.0 - 9.9 % 

 
10.0 - 14.9 % 

 
15.0 - 19.9% 

 
> 20.0 % 
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CHEMISTRIES 
    

Grade 1  
 

Grade 2  
 

Grade 3  
 

Grade 4  

 
Hyponatremia 

 
130-135 mEq/L 

 
 123-129 
mEq/L 

 
116-122 mEq/L 

 
< 116 mEq/L or 
abnormal sodium 
with mental 
status changes or 
seizures 

 
Hypernatremia 

 
146-150 mEq/L 

 
151-157 mEq/L 

 
158-165 mEq/L 

 
> 165 mEq/L or 
abnormal sodium 
with mental 
status changes or 
seizures 

 
Hypokalemia 

 
3.0 - 3.4 mEq/L 

 
2.5 - 2.9 mEq/L 

 
2.0 - 2.4 mEq/L  
or intensive 
replacement 
therapy or 
hospitalization 
required 

 
< 2.0 mEq/L or 
abnormal 
potassium with 
 paresis, ileus or 
life-threatening 
arrhythmia 

 
Hyperkalemia 

 
5.6 - 6.0 mEq/L 

 
6.1 - 6.5 mEq/L 

 
6.6 - 7.0 mEq/l 

 
> 7.0 mEq/L 
or abnormal 
potassium  with 
life-threatening 
arrhythmia 

 
Hypoglycemia 

 
55-64 mg/dL 

 
40-54 mg/dL 

 
30-39 mg/dL 

 
<30 mg/dL or 
abnormal glucose 
with mental 
status changes or 
coma 

 
Hyperglycemia 
(nonfasting and no prior 
diabetes) 

 
116 - 160 mg/dL 

 
161- 250 
mg/dL 

 
251 - 500 mg/dL 

 
> 500 mg/dL or 
abnormal glucose 
with ketoacidosis 
 or seizures 

 
Hypocalcemia 
(corrected for albumin) 

 
8.4 - 7.8 mg/dL 

 
7.7 - 7.0 mg/dL 

 
6.9 - 6.1 mg/dL 

 
< 6.1 mg/dL 
or abnormal 
calcium with life 
threatening 
arrhythmia or 
tetany 
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CHEMISTRIES (continued) 
 

  
Grade 1  

 
Grade 2  

 
Grade 3  

 
Grade 4  

 
Hypercalcemia 
(correct for albumin) 

 
10.6 - 11.5 mg/dL 

 
11.6 - 12.5 
mg/dL 

 
12.6 - 13.5 mg/dL 

 
> 13.5 mg/dL or 
abnormal calcium 
with life 
threatening 
arrhythmia 

 
Hypomagnesemia 

 
1.4 - 1.2 mEq/L 

 
1.1 - 0.9 mEq/L 

 
0.8 - 0.6 mEq/L 

 
< 0.6 mEq/L or 
abnormal 
magnesium with 
life-threatening 
arrhythmia 

 
Hypophosphatemia 

 
2.0 - 2.4 mg/dL 

 
1.5 -1.9 mg/dL 
or 
replacement Rx 
required 

 
1.0 -1.4 mg/dL  
intensive therapy  
or 
hospitalization 
required 

 
< 1.0 mg/dL or 
abnormal 
phosphate with 
life-threatening 
arrhythmia 

 
Hyperbilirubinemia 

 
1.1 - 1.5 x ULN 

 
1.6 - 2.5 x ULN 

 
2.6 - 5 x ULN 

 
> 5 x ULN 

 
BUN 

 
1.25 - 2.5 x ULN 

 
2.6 - 5 x ULN 

 
5.1 - 10 x ULN 

 
> 10 x ULN 

Hyperuricemia (uric acid) 7.5 – 10.0 mg/dL 10.1 – 12.0 
mg/dL 

12.1 – 15.0 mg/dL >15.0 mg/dL 
 
 

 
Creatinine 

 
1.1 - 1.5 x ULN  

 
1.6 - 3.0 x ULN 

 
3.1 - 6 x ULN 

 
> 6 x ULN or 
dialysis required 
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ENZYMES 
 

 

 
Grade 1  

 
Grade 2  

 
Grade 3  

 
Grade 4  

 
AST (SGOT) 

 
1.25 - 2.5 x ULN 

 
2.6 - 5 x ULN 

 
5.1 - 10 x ULN 

 
> 10 x ULN 

 
ALT (SGPT) 

 
1.25 - 2.5 x ULN 

 
2.6 - 5 x ULN 

 
5.1 - 10 x ULN 

 
> 10 x ULN 

 
GGT 

 
1.25 -2.5 x ULN 

 
2.6 - 5 x ULN 

 
5.1 - 10 x ULN 

 
> 10 x ULN 

 
Alkaline Phosphatase 

 
1.25 - 2. 5 x ULN 

 
1.6 - 5 x ULN 

 
5.1 - 10 x ULN 

 
> 10 x ULN 

 
Amylase 

 
1.1 - 1.5 x ULN 

 
1.6 - 2.0 x ULN 

 
2.1 - 5.0 x ULN 

 
> 5.1 x ULN 

Lipase   
1.1 - 1.5 x ULN 

 
1.6 - 2.0 x ULN 

 
2.1 - 5.0 x ULN 

 
> 5.1 x ULN 

 
 

URINALYSIS 
 

 

 
Grade 1  

 
Grade 2  

 
Grade 3  

 
Grade 4  

Proteinuria  
1+ 
 or  
200 mg - 1 gm 
loss/day 

 
2-3+  
or  
1- 2 gm 
loss/day 

 
4+ 
 or  
2-3.5 gm loss/day 

 
nephrotic 
syndrome  
or 
> 3.5 gm loss/day 

Hematuria  
microscopic only 
<10 rbc/hpf 

 
gross, no clots 
>10 rbc/hpf 

 
gross, with or 
without clots, OR 
red blood cell casts 

 
obstructive or 
required 
transfusion 
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CARDIOVASCULAR 
 

 

 
Grade 1  

 
Grade 2  

 
Grade 3  

 
Grade 4  

 
Cardiac Rhythm 

 
 

 
asymptomatic, 
transient signs, 
no 
Rx required 

 
recurrent/persistent; 
symptomatic Rx 
required 

 
unstable 
dysrythmia; 
hospitalization 
and treatment 
required 

 
Hypertension 

 
transient increase 
> 20 mm/Hg; no 
treatment 

 
recurrent, 
chronic 
increase 
 > 20mm/Hg. 
/treatment 
required 

 
acute treatment 
required; outpatient 
treatment or 
hospitalization 
possible 

 
end organ 
damage or 
hospitalization 
required 

 
Hypotension 

 
transient 
orthostatic 
hypotension with 
heart rate increased 
by <20 beat/min or 
decreased by <10 
mm Hg systolic 
BP, No treatment 
required 

 
symptoms due 
to orthostatic 
hypotension or 
BP decreased 
by <20 mm Hg 
systolic; 
correctable 
with oral fluid 
treatment 

 
requires IV fluids; 
no hospitalization 
required 

 
mean arterial 
pressure  
<60mm/ Hg or 
end organ 
damage or shock;   
requires 
hospitalization 
and vasopressor 
treatment 

 
Pericarditis 

 
minimal effusion 

 
mild/moderate 
asymptomatic 
effusion, no 
treatment 

 
symptomatic 
effusion; pain; 
EKG changes 

 
tamponade; 
pericardiocentesis 
or surgery 
required 

 
Hemorrhage, Blood Loss 

 
microscopic/occult 

 
mild, no 
transfusion 

 
gross blood loss; 
1-2 units transfused 

 
massive blood 
loss; > 3 units 
transfused 
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RESPIRATORY 
  

 

 
Grade 1  

 
Grade 2  

 
Grade 3  

 
Grade 4  

 
Cough  

 
transient- no 
treatment 

 
persistent 
cough; 
treatment 
responsive 

 
Paroxysmal cough; 
uncontrolled with 
treatment 

-------------------- 

 
Bronchospasm, Acute 

 
transient; no 
treatment; 
70% - 80% FEV1 
of peak flow 

 
requires 
treatment; 
normalizes with 
bronchodilator; 
FEV1 50% - 
70% 
(of peak flow) 

 
no normalization 
with 
bronchodilator; 
FEV1 25% - 50% 
of peak flow; or  
retractions present 

 
cyanosis: FEV1 
< 25% 
of peak flow or 
intubation 
necessary 

Dyspnea 
 

dyspnea on 
exertion 

dyspnea with 
normal activity 

dyspnea at rest dyspnea requiring 
Oxygen therapy 
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GASTROINTESTINAL 
 

 

 
Grade 1  

 
Grade 2  

 
Grade 3  

 
Grade 4  

 
Nausea 

 
mild or transient; 
maintains 
reasonable intake 

 
moderate 
discomfort; 
intake 
decreased 
significantly; 
some activity 
limited 

 
no significant 
intake; requires IV 
fluids 

hospitalization 
required; 

 
Vomiting 

 
1 episode in 24 
hours 

2-5 episodes in 
24 hours 

>6 episodes in 24 
hours or needing 
IV fluids 
 
 

 
physiologic 
consequences 
requiring 
hospitalization or 
requiring 
parenteral 
nutrition 

 
Constipation 

 
requiring stool 
softener or dietary 
modification 

requiring 
laxatives 

obstipation 
requiring manual 
evacuation or 
enema 
 

obstruction or 
toxic megacolon 

 
Diarrhea 

 
mild or transient; 
3-4 loose 
stools/day or mild 
diarrhea last < 1 
week 

 
moderate or 
persistent; 5-7 
loose stools/day 
or diarrhea 
lasting >1 week 

>7 loose stools/day 
or bloody diarrhea; 
or orthostatic 
hypotension or 
electrolyte 
imbalance or >2L 
IV fluids required  
 

 
hypotensive 
shock or 
physiologic 
consequences 
requiring 
hospitalization   

 
Oral Discomfort/Dysphagia 

 
mild discomfort; 
no difficulty 
swallowing 

 
some limits on 
eating/drinking 

 
eating/talking very 
limited; unable to 
swallow solid 
foods 

 
unable to drink 
fluids; requires 
IV fluids 
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NEUROLOGICAL 
  

 

 
Grade 1  

 
Grade 2  

 
Grade 3  

 
Grade 4  

 
Neuro-Cerebellar 

 
slight 
incoordination 
dysdiadochokinesis 

 
intention 
tremor, 
dysmetria, 
slurred speech; 
nystagmus 

 
locomotor ataxia 

 
incapacitated 

 
Psychiatric 

 
mild anxiety or 
depression 

 
moderate 
anxiety or 
depression; 
therapy 
required; 
change in 
normal routine 

 
severe mood 
changes requiring  
therapy; or suicidal 
ideation;  or 
aggressive ideation 

 
acute psychosis 
requiring 
hospitalization;  
or suicidal 
gesture/attempt 
or hallucinations 

 
Muscle Strength 

 
subjective 
weakness 
no objective 
symptoms/ signs 

 
mild objective  
signs/symptoms 
no decrease in 
function 

 
objective weakness 
function limited 

 
paralysis 

Paresthesia (burning, tingling, 
etc.) 

mild discomfort; 
no treatment  
required 

moderate 
discomfort; 
non-narcotic 
analgesia 
required 

severe discomfort; 
or narcotic 
analgesia required 
with symptomatic 
improvement 

incapacitating; or 
not responsive to 
narcotic analgesia 

Neuro-sensory mild impairment in 
sensation 
(decreased 
sensation, e.g., 
vibratory, pinprick, 
hot/cold in great 
toes) in focal area 
or symmetrical 
distribution; or 
change in taste, 
smell, vision 
and/or hearing 

moderate 
impairment 
(mod decreased 
sensation, e.g., 
vibratory, 
pinprick, 
hot/cold to 
ankles) and/or 
joint position or 
mild 
impairment that 
is not 
symmetrical 

severe impairment 
(decreased or loss 
of sensation to 
knees or wrists) or 
loss of sensation of 
at least mod degree 
in multiple 
different body 
areas (i.e., upper 
and lower 
extremities) 

sensory loss 
involves limbs 
and trunk; 
paralysis;  or 
seizures 
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MUSCULOSKELETAL 
 

 

 
Grade 1  

 
Grade 2  

 
Grade 3  

 
Grade 4  

Arthralgia 
(joint pain) 

mild pain not 
interfering with 
function 

moderate pain, 
analgesics 
and/or pain 
interfering with 
function but not 
with activities 
of daily living 

severe pain; pain 
and/or analgesics 
interfering with 
activities of daily 
living 

disabling pain 

Arthritis mild pain with 
inflammation, 
erythema or joint 
swelling – but not 
interfering with 
function 

moderate pain 
with 
inflammation, 
erythema or 
joint swelling – 
interfering with 
function, but 
not with 
activities of 
daily living 

severe pain with 
inflammation, 
erythema or joint 
swelling –and 
interfering with 
activities of daily 
living 

permanent and/or 
disabling joint 
distruction 

Myalgia myalgia with no 
limitation of  
activity 

muscle 
tenderness (at 
other than 
injection site) 
or with 
moderate 
impairment of 
activity 

severe muscle 
tenderness with 
marked impairment 
of activity 

frank 
myonecrosis 
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SKIN 

 

 

 
Grade 1  

 
Grade 2  

 
Grade 3  

 
Grade 4  

Mucocutaneous erythema; pruritus diffuse, maculo 
papular rash, 
dry 
desquamation 

vesiculation or 
moist 
desquamation or 
ulceration 

exfoliative 
dermatitis, 
mucous 
membrane 
involvement or 
erythema, 
multiforme or 
suspected 
Stevens-Johnson 
or  necrosis 
requiring surgery 

Induration < 15mm  15-30 mm >30mm  
Erythema < 15mm  15-30 mm >30mm  
Edema < 15mm  15-30 mm >30mm  
Rash at Injection Site < 15mm  15-30 mm >30mm  
Pruritus slight itching at 

injection site 
moderate 
itching at 
injection 
extremity 

itching over entire 
body 

 

 
 
 
SYSTEMIC 

 

 
Grade 1  

 
Grade 2  

 
Grade 3  

 
Grade 4  

 
Allergic Reaction 

 
pruritus without 
rash 

 
localized 
urticaria 

 
generalized 
urticaria; 
angioedema 

 
anaphylaxis 

Headache mild, no treatment 
required 

transient, 
moderate; 
treatment 
required 

severe; responds to 
initial narcotic 
therapy 

intractable; 
requires repeated 
narcotic therapy 

 
Fever: oral 

 
37.7 - 38.5 C or  
100.0 - 101.5 F 

 
38.6 - 39.5 C or 
101.6 - 102.9 F 

 
39.6 - 40.5 C or 
103 - 105 F 

 
> 40 C or 
> 105 F 

 
Fatigue 

 
normal activity 
reduced < 48 hours 

 
 normal activity 
decreased 25- 
50% > 48 hours 

 
normal activity 
decreased > 50% 
can’t work 

 
unable to care for 
self 
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ABBREVIATIONS:  Abbreviations utilized in the Table: 

ULN = Upper Limit of Normal             LLN = Lower Limit of Normal 
Rx  = Therapy                                         Req = Required 
Mod = Moderate                                     IV  = Intravenous 
ADL = Activities of Daily Living          Dec = Decreased 

 
ESTIMATING SEVERITY GRADE 
For abnormalities NOT found elsewhere in the Toxicity Tables use the scale below to estimate grade of 
severity: 
GRADE 1 Mild   Transient or mild discomfort  
 (< 48 hours); no medical intervention/therapy required 
GRADE 2 Moderate  Mild to moderate limitation in activity - some 

assistance may be needed; no or minimal medical intervention/therapy 
required 

GRADE 3 Severe   Marked limitation in activity, some assistance 
usually required; medical intervention/therapy required, hospitalizations 
possible 

GRADE 4 Life-threatening Extreme limitation in activity, significant 
assistance required; significant medical intervention/therapy required, 
hospitalization or hospice care probable 

 
SERIOUS OR LIFE-THREATENING AEs 
 
ANY clinical event deemed by the clinician to be serious or life-threatening should be considered a 
grade 4 event.  Clinical events considered to be serious or life-threatening include, but are not limited 
to:  seizures, coma, tetany, diabetic ketoacidosis, disseminated intravascular coagulation, diffuse 
petechiae, paralysis, acute psychosis, severe depression. 
 

COMMENTS REGARDING THE USE OF THESE TABLES 
 
• Standardized and commonly used toxicity tables (Division of AIDS, NCI’s Common Toxicity 

Criteria (CTC), and World Health Organization (WHO)) have been adapted for use by the 
Division of Microbiology and Infectious Diseases (DMID) and modified to better meet the 
needs of participants in DMID trials. 

 
•  For parameters not included in the following Toxicity Tables, sites should refer to the “Guide 

For Estimating Severity Grade”  located above. 
 
• Criteria are generally grouped by body system. 
 
• Some protocols may have additional protocol specific grading criteria, which will supercede the 

use of these tables for specified criteria. 
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to 3 months of age)  
 

 
For all parameters not listed on this table, please refer 

 to the DMID Toxicity Table for children > 3 months of age. 

HEMATOLOGY  

 GRADE 1 GRADE 2 GRADE 3 

Hemoglobin 

1-7 days old 13.0-14.0 gm/dL 12.0-12.9 gm/dL <12 gm/dL Cardiac Failure  
secondary to Anemia 

8-21 days old 10.0-11.9 gm/dL <10.0 gm/dL Cardiac Failure  
secondary to Anemia 

22-35 days old 9.5-10.5 gm/dL 8.0-9.4 gm/dL <8.0 gm/dL Cardiac Failure  
secondary to Anemia 

8.5-9.4 gm/dL 7.0-8.4 gm/dL <7.0 gm/dL Cardiac Failure  
secondary to Anemia 

61-90 days old 9.0-9.9 gm/dL 7.0-8.9 gm/dL <7.0 gm/dL Cardiac Failure  
secondary to Anemia 

(Selected Values for children less than or equal  

GRADE 4 

12.0-13.0 gm/dL 

36-60 days old 

Abs Neutrophil Ct 

1 day old 5000-7000/mm3 3000-4999/mm3 1500-2999/mm3 <1500/mm3 

2-6 days old 1750-2500/mm3 1250-1749/mm3 750-1249/mm3 <750/mm3 

7-60 days old 1200-1800/mm3 900-1199/mm3 500-899/mm3 <500/mm3 

61-90 days old 750-1200/mm3 400-749/mm3 250-399/mm3 <250/mm3 

Bilirubin 

<7 days old . 20-25mg/dL 26-30 mg/dL >30 mg/dL 

7-60 days old 1.1-1.9xN 2.0-2.9Xn 3.0-7.5xN >7.5xN 

61-90 days old 1.1-1.9xN 2.0-2.9xN 3.0-7.5xN >7.5xN 
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(Selected Values for children less than or equal  

to 3 months of age)  
 

 
HEMATOLOGY (continued) 

 GRADE 1 GRADE 2 GRADE 3 GRADE 4 

Creatinine 

<7 days old 1.0-1.7 mg/dL 1.8-2.4 mg/dL 2.5-3.0 mg/dL >3.0 mg/dL 

7-60 days old 0.5-0.9 mg/dL 1.0-1.4 mg/dL 1.5-2.0 mg/dL >2.0 mg/dL 

61-90 days old 0.6-0.8 mg/dL 0.9-1.1 mg/dL 1.2-1.5 mg/dL >1.5 mg/dL 

Cr Clearance 

<7 days old 35-40 ml/min 30-34 ml/min 25-29 ml/min <25 ml/min 

7-60 days old 45-50 ml/min 40-44 ml/min 35-39 ml/min <35 ml/min 

61-90 days old 60-75 ml/min 50-59 ml/min 35-49 ml/min <35 ml/min 

Hypocalcemia 

<7 days old 6.5–6.9 mEq/L 6.0-6.4 mEq/L 5.5-5.9 mEq/L <5.5 mEq/L 

7-60 days old 7.6-8.0 mEq/L 7.0-7.5 mEq/L 6.0-6.9 mEq/L <6.0 mEq/L 

61-90 days old 7.8-8.4 mEq/L 7.0-7.7 mEq/L 6.0-6.9 mEq/L <6.0 mEq/L 

Hypercalcemia 

<7 days old 12.0-12.4 mEq/L 12.5-12.9 mEq/L 13.0-13.5 mEq/L >13.5 mEq/L 

7-60 days old 10.5-11.2 mEq/L 11.3-11.9 mEq/L 12.0-13.0 mEq/L >13.0 mEq/L 

61-90 days old 10.5-11.2 mEq/L 11.3-11.9 mEq/L 12.0-13.0 mEq/L >13.0 mEq/L 
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(Greater than 3 months of age) 
 

LOCAL REACTIONS 

 GRADE 1 GRADE 2 GRADE 3 GRADE 4 

Induration < 10mm 10-25 mm 26-50mm >50mm 

Erythema < 10mm 10-25 mm 26-50mm >50mm 

Edema < 10mm 10-25 mm 26-50mm >50mm 

Rash at Injection Site < 10mm 10-25 mm 26-50mm >50mm 

Pruritus Slight itching at 
injection site 

Moderate itching at 
injection extremity 

Itching at injection 
extremity and other 
sites 

Itching over entire body 

 

HEMATOLOGY  

 GRADE 1 GRADE 2 GRADE 3 GRADE 4 

Hemoglobin for 
children greater than 
months and less than 2 
years of age 

9.0-9.9 gm/dL 7.0-8.9 gm/dL <7.0 gm/dL Cardiac Failure  
secondary to anemia 

Hemoglobin for 
children greater that 2 
years of age 

10-10.9 gm/dL 7.0-9.9 gm/dL <7.0 gm/dL Cardiac Failure  
secondary to anemia 

Absolute Neutrophil 
Count 

750-1200/mm3 400-749/mm3 250-399/mm3 <250/mm3 

Platelets ------- 50,000-75,000/mm3 25,000-49,999/mm3 <25,000/mm3 

Prothrombin Time (PT) 1.1-1.2 x ULN 1.3 -1.5 x ULN 1.6 -3.0 x ULN >3.0 x ULN 

Partial Thromboplastin 
Time (PTT) 

1.1-1.6 x ULN 1.7-2.3 x ULN 2.4 -3.0 x ULN >3.0 x ULN 
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 (Greater than 3 months of age) 
  

 
GASTROINTESTINAL  

 GRADE 1 GRADE 2 GRADE 3 GRADE 4 

Bilirubin 1.1-1.9 x ULN 2.0-2.9 x ULN 3.0-7.5 x ULN >7.5 x ULN 

AST (SGOT) 1.1-4.9 x ULN 5.0-9.9 x ULN 10.0-15.0 x ULN >15.0 x ULN 

ALT (SGPT) 1.1-4.9 x ULN 5.0-9.9 x ULN 10.0-15.0 x ULN >15.0 x ULN 

GGT 1.1-4.9 x ULN 5.0-9.9 x ULN 10.0-15.0 x ULN >15.0 x ULN 

Pancreatic Amylase 1.1-1.4 x ULN 1.5-1.9 x ULN 2.0-3.0 x ULN >3.0 x ULN 

Uric Acid 7.5-9.9mg/dL 10-12.4 mg/dL 12.5-15.0 mg/dL >15.0 mg/dL 

CPK See Neuromuscular Toxicity 

Appetite ----------------- Decreased appetite Appetite very decreased, 
no solid food taken 

No solid or liquid taken  

Abdominal Pain Mild Moderate-  
No Treatment Needed 

Moderate-  
Treatment Needed 

Severe-  
Hospitalized for treatment 

Diarrhea Slight change in 
consistency and/or 
frequency of stools 

Liquid stools Liquid stools greater that 
4x the amount or number 
normal for this child 

Liquid stools greater than 
8x the amount or number 
normal for this child  
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(Greater than 3 months of age) 
 

GASTROINTESTINAL (continued) 

 GRADE 1 GRADE 2 GRADE 3 GRADE 4 

Constipation Slight change in the 
consistency/frequency 
of stool 

Hard, dry stools with a 
change in frequency 

Abdominal pain Distention and Vomiting 

Nausea Mild Moderate-  
Decreased oral intake 

Severe-Little  
oral intake 

Unable to ingest food  
or fluid for more than 24 
hours 

Vomiting 1 episode/day 2-3 episodes  
per day 

4-6 episodes per day  Greater than 6 episodes 
per day or Intractable 
Vomiting 
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 (Greater than 3 months of age)  
 
ELECTROLYTES 

 GRADE 1 GRADE 2 GRADE 3 GRADE 4 

CREATININE  

3 Months -2 Years of 
age  

0.6-0.8 mg/dL  0.9-1.1 mg/dL  1.2-1.5 mg/dL >1.5 mg/dL  

2 Years- 12 Years of 
age 

0.7-1.0 mg/dL 
 

1.1-1.6 mg/dL 
 

1.7-2.0 mg/dL  
 

>2.0 mg/dL 
 

Greater than  
12 Years of age 

1.0-1.7 mg/dL  1.8-2.4 mg/dL  2.5-3.5 mg/dL  
 

>3.5 mg/dL 
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 (Greater than 3 months of age)  
 
ELECTROLYTES  

 GRADE 1 GRADE 2 GRADE 3 GRADE 4 

Hypernatremia  <145-149 mEq/L 150-155 mEq/L >155 mEq/L or 
abnormal sodium AND 
mental status changes 

Hyponatremia  130-135 mEq/L 129-124 mEq/L <124 mEq/L or 
abnormal sodium AND 
mental status changes 

Hyperkalemia 5.0-5.9 mEq/L 6.0-6.4 mEq/L 6.5-7.0 mEq/L >7.0 mEq/L or 
abnormal potassium 
AND cardiac 
arrhythmia 

Hypokalemia 3.0-3-5 mEq/L 2.5-2.9 mEq/L 2.0-2.4 mEq/L <2.0 mEq/L or 
abnormal potassium 
AND cardiac 
arrhythmia 

Hypercalcemia 10.5-11.2mg/dL 11.3-11.9 mg/dL 12.0-12.9 mg/dL >13.0 mg/dL 

Hypocalcemia 7.8-8.4 mg/dL 7.0-7.7 mg/dL 6.0-6.9 mg/dL <6.0 mg/dL 

Hypomagnesemia 1.2-1.4 mEq/L 0.9-1.1 mEq/L 0.6-0.8 mEq/L <0.6 mEq/L or 
abnormal magnesium 
AND cardiac 
arrhythmia 

Hypoglycemia 55-65 mg/dL 40-54 mg/dL 30-39 mg/dL <30 mg/dL or abnormal 
glucose AND mental 
status changes 

Hyperglycemia 116-159 mg/dL 160-249 mg/dL 250-400 mg/dL >400 mg/dL or 
ketoacidosis 

Proteinuria Tr-1+  
or 

 <150 mg/day 

2+  
or 

150-499 mg/day 

3+  
or  

500-1000 mg/day 

4+ 
 or 
 Nephrotic syndrome 
>1000 mg/day 

Hematuria Microscopic <25 
cells/hpf 

Microscopic >25 
cells/hpf 

 Gross hematuria 
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 (Greater than 3 months of age) 
 

CENTRAL NERVOUS SYSTEM (CNS) 

 
GRADE 1 GRADE 2 GRADE 3 GRADE 4 

Generalized CNS 
Symptoms 

  Dizziness Hypotonic, 
hyporesponsive 
episodes;   
Seizures; 
Apnea/Bradycardia; 
Inconsolable crying > 3 
hrs; 

Headache  Mild Moderate, Responds 
to non-narcotic 
analgesia 

Moderate to Severe,  
Responds to narcotic 
analgesia 

Intractable 

Level of Activity  Slightly irritable OR 
slightly subdued 

Very irritable OR 
Lethargic 

Inconsolable OR 
Obtunded 

Visual  Blurriness, diplopia, 
or horizontal 
nystagmus of < 1 hour 
duration, with 
spontaneous 
resolution 

More than 1 episode 
of Grade 2 symptoms 
per week, or an 
episode of Grade 2 
symptoms lasting 
more than  
1 hour with 
spontaneous 
resolution by 4 hours 
or vertical nystagmus 

Decrease in visual 
acuity, visual field 
deficit, or oculogyric 
crisis  

Myelopathy  None None Myelopathic/spinal 
cord symptoms, such 
as: pyramidal tract 
weakness and 
disinhibition, sensory 
level, loss of 
proprioception, 
bladder/bowel 
dysfunction 
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Appendix: DIVISION OF MICROBIOLOGY AND INFECTIOUS 
DISEASES (DMID) PEDIATRIC TOXICITY TABLES 

February 2003 

(Greater than 3 months of age) 
 

PERIPHERAL NERVOUS SYSTEM  

PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4 

Neuropathy/  

Lower Motor Neuropathy 

 Mild transient  

Paresthesia only 

Persistent or 
progressive 
paresthesias, 
burning sensation 
in feet, or mild 
dysesthesia; no 
weakness; mild to 
moderate deep 
tendon reflex 
changes; no sensory 
loss 

Onset of significant 
weakness, decrease 
or loss of DTRs, 
sensory loss in 
"stocking glove" 
distribution, 
radicular sensory 
loss, multiple cranial 
nerve involvement; 
bladder or bowel 
dysfunction, 
fasciculations, 
respiratory 
embarrassment from 
chest wall weakness. 

Myopathy or Neuromuscular 
Junction Impairment 

Normal or mild 
 (<2 x ULN) CPK 
elevation 

Mild proximal 
weakness and/or 
atrophy not 
affecting gross 
motor function. 
Mild myalgias, +/- 
mild CPK elevation 
(<2 x ULN)  

Proximal muscle 
weakness and/or 
atrophy affecting 
motor function +/- 
CPK elevation; or 
severe myalgias 
with CPK >2 x 
ULN;  

Onset of myasthenia-
like symptoms 
(fatigable weakness 
with external, 
variable 
ophthalmoplegia 
and/or ptosis), or 
neuromuscular 
junction blockade 
(acute paralysis) 
symptoms 
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February 2003 

 (Greater than 3 months of age)  
 

OTHER  

 GRADE 1 GRADE 2 GRADE 3 GRADE 4 

Allergy Pruritus without Rash Pruritic Rash Mild Urticaria Severe Urticaria  
Anaphylaxis, 
Angioedema 

Drug Fever (Rectal) . 38.5-40C 
101.3 – 104.0F 

Greater than 40.0C 
Greater than 104.0F 

Sustained Fever:  
Equal or greater than 
40C (104.0F) for longer 
than 5 days 

Cutaneous Localized rash Diffuse maculopapular 
Rash 

Generalized urticaria Stevens-Johnson 
Syndrome or Erythema 
multiforme 

Stomatitis Mild discomfort Painful, difficulty 
swallowing, but able to 
eat and drink  

Painful: unable to 
swallow solids 

Painful:  unable to 
swallow liquids; requires 
IV fluids 

Clinical symptoms not 
otherwise specified in 
this table 

No therapy; monitor 
condition 

May require minimal 
intervention and 
monitoring 

Requires medical care 
and possible 
hospitalization 

Requires active medical 
intervention, 
hospitalization, or 
hospice care 

Laboratory values not 
otherwise specified in 
this table 

Abnormal, but 
requiring no immediate 
intervention; follow 

Sufficiently abnormal 
to require evaluation as 
to causality and 
perhaps mild 
therapeutic 
intervention, but not of 
sufficient severity to 
warrant immediate 
changes in study drug 

Sufficiently severe to 
require evaluation and 
treatment, including at 
least temporary 
suspension of study 
drug 

Life-threatening 
severity; Requires 
immediate evaluation, 
treatment, and usually 
hospitalization; Study 
drug must be stopped 
immediately and should 
not be restarted until the 
abnormality is clearly 
felt to be caused by 
some other mechanism 
that study drug 
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WHO Toxicity Grading Scale for Determining The Severity of Adverse Events 
 

 
 HEMATOLOGY 
 
 ITEM 

 
Grade 1 Toxicity 

 
Grade 2 Toxicity 

 
Grade 3 Toxicity 

 
Grade 4 Toxicity 

 
Hemoglobin 

 
9.5 - 10.5 gm/Dl 

 
8.0  - 9.4 gm/Dl 

 
 6.5 - 7.9 gm/Dl 

 
< 6.5 gm/Dl 

 
Absolute Neutrophil 
Count 

 
1000-1500/mm3 

 
750-999/mm3 

 
500-749/mm3 

 
<500/mm3 

 
Platelets 

 
75000-99000/mm3 

 
50000-74999/mm3 

 
20000-49000/mm3 

 
<20000/mm3 

 
Prothrombin  
Time (PT) 

 
1.01 - 1.25 x ULN 

 
1.26-1.5 x ULN 

 
1.51 -3.0 x ULN 

 
>3 x ULN 

 
Activated Partial 
Thromboplastin 
(APPT) 

 
1.01 -1.66 x ULN 

 
1.67 - 2.33 x ULN 

 
2.34 - 3 x ULN 

 
> 3 x ULN 

 
Fibrinogen 

 
0.75 - 0.99 X LLN 

 
0.50 - 0.74 x LLN 

 
0.25 - 0.49 x LLN 

 
< 0.25 x LLN 

 
Fibrin Split Product 

 
20-40 mcg/ml 

 
41-50 mcg/ml 

 
51-60 mcg/ml 

 
> 60 mcg/ml 

 
Methemoglobin 

 
5 - 9.9 % 

 
10.0 - 14.9 % 

 
15.0 - 19.9% 

 
> 20 % 

 
 LIVER ENZYMES 
 
AST (SGOT) 

 
1.25 - 2.5 x ULN 

 
2.6 - 5 x ULN 

 
5.1 - 10 x ULN 

 
> 10 x ULN 

 
ALT (SGPT) 

 
1.25 - 2.5 x ULN 

 
2.6 - 5 x ULN 

 
5.1 - 10 x ULN 

 
> 10 x ULN 

 
GGT 

 
1.25 -2.5 x ULN 

 
1.6 - 5 x ULN 

 
5.1 - 10 x ULN 

 
> 10 x ULN 

 
Alkaline Phosphatase 

 
1.25 - 2. 5 x ULN 

 
1.6 - 5 x ULN 

 
5.1 - 10 x ULN 

 
> 10 x ULN 

 
Amylase 

 
1.1 - 1.5 x ULN 

 
1.6 - 2.0 x ULN 

 
2.1 - 5.0 x ULN 

 
> 5.1 x ULN 

 
 CHEMISTRIES 
 
Hyponatremia 

 
130-135 mEq/L 

 
 123-129 mEq/L 

 
116-122 mEq/L 

 
< 116 or mental 
status changes or 
seizures 

 
Hypernatremia 

 
146-150 mEq/L 

 
151-157 mEq/L 

 
158-165 mEq/L 

 
> 165 mEq/L or 
mental status 
changes or seizures 

 
Hypokalemia 

 
3.0 - 3.4 mEq/L 

 
2.5 - 2.9 mEq/L 

 
2.0 - 2.4 mEq/L  
or intensive 
replacement Rx 
required or 
hospitalization 
required.  

 
< 2.0 mEq/L 
 or paresis or ileus 
or life-threatening 
arrhythmia 

 
Hyperkalemia 

 
5.6 - 6.0 mEq/L 

 
6.1 - 6.5 mEq/L 

 
6.6 - 7.0 mEq/l 

 
> 7.0 mEq/L 
or life-threatening 
arrhythmia 

 
Hypoglycemia 

 
55-64 mg/dL 

 
40-54 mg/dL 

 
30-39 mg/dL 

 
<30 mg/dL or 
mental status 
changes or coma 
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CHEMISTRIES (continued) 
 
Hyperglycemia 
(note if fasting) 

 
116 - 160 mg/dL 

 
161- 250 mg/dL 

 
251 - 500 mg/dL 

 
> 500 mg/dL 
or ketoacidosis 
 or seizures 

 
Hypocalcemia 
(corrected for albumin) 

 
8.4 - 7.8 mg/dL 

 
7.7 - 7.0 mg/dL 

 
6.9 - 6.1 mg/dL 

 
< 6.1 mg/dL 
or life threatening 
arrhythmia or tetany 

 
Hypercalcemia 
(correct for albumin) 

 
10.6 - 11.5 mg/dL 

 
11.6 - 12.5 mg/dL 

 
12.6 - 13.5 mg/dL 

 
> 13.5 mg/dL 
life-threatening 
arrhythmia 

 
Hypomagnesemia 

 
1.4 - 1.2 mEq/L 

 
1.1 - 0.9 mEq/L 

 
0.8 - 0.6 mEq/L 

 
< 0.6 mEq/L or life-
threatening 
arrhythmia 

 
Hypophosphatemia 

 
2.0 - 2.4 mg/dL 

 
1.5 -1.9 mg/dL or 
replacement Rx 
required 

 
1.0 -1.4 mg/dL  
intensive Rx or 
hospitalization 
required 

 
< 1.0 mg/dL or life-
threatening 
arrhythmia 

 
Hyperbilirubinemia 

 
1.1 - 1.5 x ULN 

 
1.6 - 2.5 x ULN 

 
2.6 - 5 x ULN 

 
> 5 x ULN 

 
BUN 

 
1.25 - 2.5 x ULN 

 
2.6 - 5 x ULN 

 
5.1 - 10 x ULN 

 
> 10 x ULN 

 
Creatinine 

 
1.1 x 1.5 x ULN  

 
1.6 - 3.0 x ULN 

 
3.1 - 6 x ULN 

 
> 6 x ULN or 
required dialysis 

 
 URINALYSIS 
 
Proteinuria 

 
1+ or < 0.3% or <3g/L 
or 200 mg - 1 gm 
loss/day 

 
2 -3 + or 0.3 - 1.0% or 
3-10 g/L 
1- 2 gm loss/day 

 
4+ or > 1.0% or > 10 
g/L  
2-3.5 gm loss/day 

 
nephrotic syndrome 
or > 3.5 gm loss/day 

 
Hematuria 

 
microscopic only 

 
gross, no clots 

 
gross+ clots 

 
obstructive or 
required transfusion 

 
CARDIAC DYSFUNCTION 
 
Cardiac Rhythm 

 
 

 
asymptomatic, 
transient signs, no 
Rx required 

 
recurrent/persistent; 
No Rx required 

 
requires treatment 

 
Hypertension 

 
transient inc. > 20 mm; 
no Rx 

 
recurrent, chronic, > 
20 mm, Rx required 

 
requires acute Rx; No 
hospitalization 

 
requires 
hospitalization 

 
Hypotension 

 
transient orthostatic 
hypotension, No Rx 

 
symptoms correctable 
with oral fluids Rx 

 
requires IV fluids; no 
hospitalization 
required 

 
requires 
hospitalization 

 
Pericarditis 

 
minimal effusion 

 
mild/moderate 
asymptomatic 
effusion, no Rx 

 
symptomatic effusion; 
pain; EKG changes 

 
tamponade; 
pericardiocentesis 
or surgery required 

 
Hemorrhage, Blood 
Loss 

 
microscopic/occult 

 
mild, no transfusion 

 
gross blood loss; 
1-2 units transfused 

 
massive blood loss; 
> 3 units transfused 
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 RESPIRATORY  
 
Cough  

 
transient- no Rx 

 
treatment associated 
cough 
local Rx 

 
uncontrolled 

 
 

 
Bronchospasm, Acute 

 
transient; no Rx 
< 80% - 70% FEV1 

(or peak flow) 

 
requires Rx 
normalizes with 
bronchodilator; 
FEV1 50% - 70% 
(or peak Flow) 

 
no normalization with 
bronchodilator; 
FEV1 25% - 50% 
(or peak flow 
retractions) 

 
cyanosis: FEV1 
< 25% 
(or peak flow) or 
intubated 

 
GASTROINTESTINAL 
 
Stomatitis 

 
mild discomfort; no 
limits on activity 

 
some limits on 
eating/drinking 

 
eating/talking very 
limited 

 
requires IV fluids 

 
Nausea 

 
mild discomfort; 
maintains reasonable 
intake 

 
moderate discomfort; 
intake decreased 
significantly; some 
activity limited 

 
severe discomfort; no 
significant intake; 
activities limited 

 
minimal fluid intake 

 
Vomiting 

 
transient emesis 

 
occasional/moderate 
vomiting 

 
orthostatic 
hypotension or IV 
fluids required 

 
hypotensive shock 
or hospitalization 
required for IV fluid 
therapy 

 
Constipation 

 
mild 

 
moderate 

 
severe 

 
distensions 
w/vomiting 

 
Diarrhea 

 
transient 3-4 loose 
stools/day 

 
5-7 loose stools/day 

 
orthostatic 
hypotension or 
> 7 loose stools/day or 
required IV fluids 

 
hypotensive shock 
or hospitalization 
for IV fluid therapy 
required 

 
NEURO & NEUROMUSCULAR 
 
Neuro-Cerebellar 

 
slight incoordination 
dysdiadochokinesis 

 
intention tremor, 
dysmetria, slurred 
speech; nystagmus 

 
locomotor ataxia 

 
incapacitated 

 
Mood 

 
mild anxiety or 
depression 

 
moderate anxiety or 
depression and 
therapy required 

 
severe anxiety or 
depression or mania; 
needs assistance 

 
acute psychosis; 
incapacitated, 
requires 
hospitalization 

 
Neuro Control 
(ADL = activities of 
daily living) 

 
mild difficulty 
concentrating; no Rx; 
mild 
confusion/agitation; 
ADL unaffected 

 
moderate 
confusion/agitation 
some limitation of 
ADL; minimal Rx 

 
severe 
confusion/agitation 
needs assistance for 
ADL; therapy 
required 

 
toxic psychosis; 
hospitalization 

 
Muscle Strength 

 
subjective weakness 
no objective symptoms/ 
signs 

 
mild objective  
signs/symptoms 
no decrease in 
function 

 
objective weakness 
function limited 

 
paralysis 
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OTHER PARAMETERS 
 
Fever: oral, > 12 hours 

 
37.7 - 38.5 C or  
100.0 - 101.5 F 

 
38.6 - 39.5 C or 
101.6 - 102.9 F 

 
39.6 - 40.5 C or 
103 - 105 F 

 
> 40 C or 
> 105 F 

 
Headache 

 
mild, no Rx therapy 

 
transient, moderate; 
Rx required 

 
severe; responds to 
initial narcotic therapy 

 
intractable; required 
repeated narcotic 
therapy 

 
Fatigue 

 
no decrease in ADL 

 
 normal activity 
decreased 25- 50% 

 
normal activity 
decreased > 50% can’t 
work 

 
unable to care for 
self 

 
Allergic Reaction 

 
pruritus without rash 

 
localized urticaria 

 
generalized urticaria; 
angioedema 

 
anaphylaxis 

 
Local Reaction 

 
tenderness or erythema 

 
induration < 10 cm or 
phlebitis or 
inflammation  

 
induration > 10 cm or 
ulceration 

 
necrosis 

 
Mucocutaneous 

 
erythema; pruritus 

 
diffuse, maculo 
papular rash, dry 
desquamation 

 
vesiculation, moist 
desquamation, or 
ulceration 

 
exfoliative 
dermatitis, mucous 
membrane 
involvement or 
erythema, 
multiforme or 
suspected Stevens-
Johnson or necrosis 
requiring surgery 
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for Serious Adverse Events 

ATTACHMENT 
 
 

Division of Microbiology and Infectious Diseases 
 

NIAID 
 

 

REQUIRED REPORTING AND GUIDELINES FOR SERIOUS ADVERSE 
EVENTS 
 
 
Regardless of whether a clinical study is filed under and IND or not, the DMID 
requires notification of the occurrence of Serious Adverse Events (SAE) within 
specific timeframes.  The following sets forth DMID’s expectations and provides 
guidance to meet the expectations. 
 
 

Required Reporting to DMID 
 
 
A written report or case report form (CRF) must be faxed in the stated 
timeframes to the DMID Program Officer or assigned contact for the following 
events:  
 

• Unexpected Fatal or Life Threatening events with any possible 
association with use of test article or participation in the study 
must be reported within 24 hours of site awareness. 

• Events that are both Serious and Unexpected with any possible 
association with the use of the test article or study participation 
must be reported within 3 calendar days of site awareness. 
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Guidelines for Reporting  

 
Standard Reporting Information 

 
The following information should be included in the report/CRF (additional 
information may be requested). The use of DMID forms is encouraged. 
 

Description of the event  
 Date, time of onset 
 Clinical history 
 Associated signs and symptoms 
 Temporal association with study agent 
 Medical management, including rationale 
 Pertinent laboratory tests 
 Severity – see definitions or toxicity score 
 Causal relationship to the study agent 

 

Other information 
 Relevant past medical history 
 Concomitant medications 
 Autopsy report or expectation of an autopsy in the case of death 

 

Outcome of event 
 Date, time of resolution, if resolved 

 

Plans for study subject 
 Follow-up 
 Treatment of event 
 Return to treatment/Contraindicate 

 

Location/Study Center 
 

Reporting Physician 
 

Verification of notification to IRB and Safety Monitor or DSMB 
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Definitions 
 
• Adverse Event [Experience] (AE): 

Any untoward medical occurrence, including dosing errors, that may arise 
during administration of study agent, and which may or may not have a 
causal relationship with the study agent. 

 
• Unexpected Adverse Event [Experience]: 

Any adverse experience that has not been previously observed (i.e., 
included in the labeling), whether or not the event is anticipated because 
of the pharmacologic properties of the study agent.  

 
• Serious Adverse Experience (SAE): 

Any adverse experience occurring at any dose that results in any of the 
following outcomes: 
a. Death 
b. Life threatening – defined as an experience that places the patient or 

subject, in the view of the Investigator, at immediate risk of death from 
the reaction as it occurred.  (Note; this does not include a reaction that, 
had it occurred in a more severe form, might have caused death.) 

c. Requires inpatient hospitalization or prolongation of existing 
hospitalization 

d. Results in a congenital anomaly or birth defect 
e. Results in a persistent or significant disability or incapacity 
f. Important medical events that may not result in death, be life-

threatening, or require hospitalization may be considered a serious 
adverse experience when, based upon appropriate medical judgment, 
they may jeopardize the patient or subject and may require medical or 
surgical intervention to prevent one of the outcomes listed in this 
definition.  (the event might be defined as serious based on 
progression of grade if Toxicity Tables are being used.) 

 
• Severity  

Adverse experience/events should be assessed by the on-site investigator 
as to their severity and/or intensity. 
a. Life threatening 
b. Severe: incapacitating with inability to work or do usual activity 
c. Moderate: enough discomfort to cause interference with usual activity 
d. Mild: awareness of sign or symptom, but easily tolerated 
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• Relationship or Association with Use of Study Agent or Participation in the 

Study 
Causal relationship with the investigational study treatment must be 
assessed by the on-site investigator using the following or similar terms: 

• Definite – clear-cut temporal association, with a positive re-
challenge test or laboratory confirmation. 

• Probable – clear-cut temporal association, with improvement upon 
drug withdrawal, and not reasonably explained by the subject’s 
known clinical state. 

• Possible – less clear temporal association; other etiologies are 
possible. 

• None – no temporal association with the study drug; related to 
other etiologies such as concomitant medications or conditions, or 
subject’s known clinical state. 

 
• Other Reporting 

Investigators are reminded that they may have other reporting obligations: 

• For all studies, there must be compliance with the clinical site IRB’s 
policy for reporting adverse events.  

• For all IND studies, there must be compliance with FDA regulations 
found in 21 CFR 312.32. 

• For serious associated events with licensed drugs, a MedWatch 
form should be filed and for licensed vaccines, a VAERS form 
should be filed with the FDA.  
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SERIOUS ADVERSE EVENT REPORT 
DMID  

Protocol Name  __________________________________________________ 
Protocol number __________________________________________________ 

 
       Site Name ___________________________ 
 
 

 Subject Initials Subject
b

❏  Initial Report    
❏    Follow-up Report 

 Center Number Report Date (DD/MMM/YYYY) 
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/ / 

 
Subject’s Birth Date: (DD/MMM/YYYY) ___/___/_____    Subject’s Gender:  ❏   Male  ❏   Female   

Subject’s Weight: ___ ___ ___  ❏  lbs./ ❏  kgs. 
 

Study Product Name 

(List 1 Study Product 
Per Line)   

Note: 

If blinded, indicate as 
such 

Dose, Route, 
Schedule of 

Study 
Product(s) at 
SAE Onset 

Date Study 
Product First 

Started  

(DD/MMM/YYY
Y) 

Date Study 
Product Last 

Taken  

(DD/MMM/YYY
Y) 

    

    

    

  
Event 

(Keyword or Cause of 
Death) 

Date of Onset 
(DD/MMM/YYYY) 

Severity 
(Complete only one column. Mark 

only one box in that column.) 

Relationship 
(to Study Product) 

If NOT RELATED 
Or 

PROBABLY NOT  
(complete below) 

 

_________________ 

 
 
___/___/_____ 

 
❏  Mild 
❏  Moderate 
❏  Severe 
❏  Life-Threatening 
❏  Grade 5  
    (Death) 

 
❏  Grade 1 
❏  Grade 2 
❏  Grade 3 
❏  Grade 4 
❏  Grade 5  
    (Death) 

❏  Unrelated 
❏  Probably Not/ 
    Remote 
❏  Possibly 
❏  Probably 
❏  Definitely 
 

Is event related to: 
   study procedure? 

specify_______ 
   other 

condition/illness? 
specify___________ 

   other drug? 
specify___________ 

 
Study Product Status 

 (as a result of the event described above) 
Subject Status/Outcome 

❏  Study Treatment Administration Complete 
 
❏  Study Treatment Administration Continuing 
 
❏  Study Treatment Administration Deferred 
 
❏  Dose Adjust, specify: ________________ 
    _________________________________ 
 
❏  Participation terminated by Investigator 
 
❏  Other, specify: _____________________ 
 

❏  Ongoing 
 
❏  Resolved without sequelae Date ____/______/_____     
                                                     (DD/MMM/YYYY)                                    

 
❏ Resolved with sequelae      Date_____/_____/_____                                   
                                                      (DD/MMM/YYYY) 
    State sequelae: __________________________ 
 
❏  Death          Autopsy:  ❏  Not Done,  
                  ❏  Done (Provide Report),  
                  ❏  Planned 
                   ❏  Status Unknown 

STUDY PRODUCT DATA 
Complete the Table below.  
 Please indicate SAE category from the following 

choices: 

❏  Death 
❏  Immediately Life-Threatening  
❏  Persistent/Significant  
 Disability/Incapacity 
❏  Hospitalization/ 
 Prolonged Hospitalization 
❏  Result in Congenital Anomaly 
❏  Serious as assessed by the 
 Investigator 
❏  Laboratory Toxicity 



SERIOUS ADVERSE EVENT REPORT 
DMID  

Protocol Name  __________________________________________________ 
Protocol number __________________________________________________ 

 
       Site Name ___________________________ 
 
 

 Subject Initials Subject
b

❏  Initial Report    
❏    Follow-up Report 

 Center Number Report Date (DD/MMM/YYYY) 
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/ / 

Laboratory Tests 

List Relevant Abnormal Lab Results in the Table below. 

 
EVENT SUMMARY 

Include clinical history of event, associated signs and symptoms, alternative etiologies being considered, medical 
management and relevant past medical history below, or attach summary, (additional pages if necessary.) 
 
_____________________________________________________________________________________________________ 
 
_____________________________________________________________________________________________________ 
 
_____________________________________________________________________________________________________ 
 
_____________________________________________________________________________________________________ 
 
_____________________________________________________________________________________________________ 
 
_____________________________________________________________________________________________________ 
 
_____________________________________________________________________________________________________ 
 
_____________________________________________________________________________________________________ 
 
_____________________________________________________________________________________________________ 
_____________________________________________________________________________________________________ 
 
_____________________________________________________________________________________________________ 

Test Collection Date 
(DD/MMM/YYYY) 

Abnormal 
Result 

Site Normal 
Range 

Lab Value 
Previous to this 

SAE 

Collection 
Date 

 
 

     

 
 

     

 
 

     

 
 

     

 
 
 
 
 
 
 
 
 
 



SERIOUS ADVERSE EVENT REPORT 
DMID  

Protocol Name  __________________________________________________ 
Protocol number __________________________________________________ 

 
       Site Name ___________________________ 
 
 

 Subject Initials Subject
b

❏  Initial Report    
❏    Follow-up Report 

 Center Number Report Date (DD/MMM/YYYY) 
 

    
/ / 

DIAGNOSTIC TESTS (EX: MRI, CT Scan, Ultrasound)  
List Abnormal Diagnostic Tests in the Table below OR attach copies of the Diagnostic Tests. 

Test Date Performed 
(DD/MMM/YYYY) 

Results/Comments 

 
 

  

 
 

  

 
❏  No relevant concomitant medications 
List relevant concomitant medications the subject was taking up to 1 month prior to SAE onset. 
 

Medication Start Date Stop Date Dose Indication Suspect 
1.   

 
 

 
 

DD/MMM/YYYY 

 
 

DD/MMM/YYYY ❏  Unknown  

❏  Yes 
❏   No 

2.   
 
 

 
 

DD/MMM/YYYY 

 
 

DD/MMM/YYYY ❏  Unknown  

❏  Yes 
❏   No 

3. 
 
 

 
 

DD/MMM/YYYY 

 
 

DD/MMM/YYYY ❏  Unknown  

❏  Yes 
❏   No 

4.  
 

DD/MMM/YYYY 

 
 

DD/MMM/YYYY ❏  Unknown  

❏  Yes 
❏   No 

5.  
 

DD/MMM/YYYY 

 
 

DD/MMM/YYYY      ❏  Unknown  

❏  Yes 
❏   No 

6.  
 

DD/MMM/YYYY 
 

 
 

DD/MMM/YYYY 
     ❏  Unknown  

❏  Yes 
❏   No 

 

 

 

 

 

Completed by (signature): _________________   Completed by (print): ________________   Date: __/__/____ 
 
Investigator(signature):   __________________    Investigator (print): _________________   Date: __/__/____ 

 
 
 
 

Date Submitted/Faxed To:    (DD/MMM/YYYY) 
 
❏  DMID     ____ / ____ / ______  ❏  Not Applicable
❏  IRB      ____ / ____ / ______  ❏  Not Applicable
❏  Data Center     ____ / ____ / ______  ❏  Not Applicable
❏  Other, specify:_________________  ____ / ____ / ______  ❏  Not Applicable
Section VIII:  Appendices 142 February 6, 2003 
Monitoring and Reporting Adverse Events 



Appendix: SAMPLE Adverse Event Form 

Section VIII:  Appendices 143 February 6, 2003 
Monitoring and Reporting Adverse Events 

Study Name:___________________________________________________ 
ADVERSE EVENT FORM 

 

1. Study Number................................................................................................................................. |___|___|___|___| 
2. Center Number ............................................................................................................................... |___|___|___|___| 
3. Participant Number......................................................................................................................... |___|___|___|___| 
4. Date of Contact................................................................................................|___|___|/|___|___|/|___|___|___|___| 
                                                                                                                                                   month         day                   year 

         

5. Diagnosis:  ________________________________________________________________________ 

 

6. Date of AE onset: ............................................................................................|___|___|/|___|___|/|___|___|___|___| 
                                            month         day                  year 
 
7. Related to study product?....................................................................................................................................|___| 

 1=probably yes 
 2=possibly yes 
 3=probably no 
 4=no 
 

8. Was the AE serious? (0=no; 1=yes) ...................................................................................................................|___|  
         If yes, complete the Serious Adverse Event Form and notify FHI  immediately. 

 
9. Highest severity of AE during the study...............................................................................................................|___|  

 1=mild 
 2=moderate 
 3=severe 
 

10. Was the AE treated? (0=no; 1=yes) ...................................................................................................................|___|  
         If yes, complete Concomitant Therapy Form. 
 

11. Outcome of AE ....................................................................................................................................................|___|  
 1=resolved without sequelae 
 2=resolved with sequelae → specify sequelae  _________________________________________ 
 3=AE still present at study completion/discontinuation  
 4=participant died as a result of this AE 
 5=unknown because participant could not be located 
 

12. Date of resolution or death ..............................................................................|___|___|/|___|___|/|___|___|___|___| 
                                            month          day                  year 
 
*Serious means: 

• life threatening or fatal  
• resulted in significant/persistent disability or incapacity 
• resulted in hospitalization or prolongation of hospitalization 
• congenital anomaly in an infant 
• jeopardized participant and required medical/surgical 

intervention to prevent serious outcome 
• any other event that the investigator considered serious 

 
 

 
  
 
FOR FHI USE ONLY 

  Was the AE anticipated? ...........|___| 
 0=no 
 1=yes 
  
 
 
 

 _________________      _________________ 
 Initials of person completing form     Date of form completion  
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NIH POLICY FOR DATA AND SAFETY MONITORING 
(Notice 98-084) 
Release Date:  June 10, 1998 
 
P.T. 
 
National Institutes of Health 
 
Policy 
 
It is the policy of the NIH that each Institute and Center (IC) should have a system for 
the appropriate oversight and monitoring of the conduct of clinical trials to ensure the 
safety of participants and the validity and integrity of the data for all NIH-supported or 
conducted clinical trials.  The establishment of the data safety monitoring boards 
(DSMBs) is required for multi-site clinical trials involving interventions that entail 
potential risk to the participants. 
 
The data and safety monitoring functions and oversight of such activities are distinct 
from the requirement for study review and approval by an Institutional Review Board 
(IRB). 
 
Background 
 
A clinical trial entails a relationship between participants and investigators, both of 
whom must fulfill certain obligations for the effort to succeed. Participants must be fully 
informed of the study requirements throughout the conduct of the trial and should 
comply with the rigors of the research protocol or be allowed the opportunity to withdraw 
from participation.  The investigators must protect the health and safety of participants, 
inform participants of information relevant to their continued participation, and pursue 
the research objectives with scientific diligence. 
 
Although there are potential benefits to be derived from participation in clinical research, 
the IRBs and the NIH must ensure, to the extent possible, the safety of study 
participants and that they do not incur undue risk and that the risks versus benefits are 
continually reassessed throughout the study period. 
 
With this issuance, the NIH reaffirms the 1979 policy (NIH GUIDE, Volume 8, No,8, 
June 5, 1979) developed by the NIH Clinical Trials Committee.  Among its 
recommendations was the concept that "every clinical trial should have provision for 
data and safety monitoring."  The Committee further acknowledged that "a variety of 
types of monitoring may be anticipated depending on the nature, size, and complexity of 
the clinical trial.  In many cases, the principal investigator 
would be expected to perform the monitoring function." 
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In 1994, the Office of Extramural Research established the Committee on Clinical Trial 
Monitoring to review the oversight and management practices of the ICs for phase III 
clinical trials.  One of the outcomes of this Committee's review was a strong 
recommendation that "all trials, even those that pose little likelihood of harm, should 
consider an external monitoring body."  This policy affirms the Committee's 
recommendations concerning DSMBs. 
 
Principles of monitoring data and safety 
 
All clinical trials require monitoring -- Data and safety monitoring is required for all types 
of clinical trials, including physiologic, toxicity, and dose-finding studies (phase I); 
efficacy studies (phase II); efficacy, effectiveness and comparative trials (phase III); etc. 
 
Monitoring should be commensurate with risks -- The method and degree of monitoring 
needed is related to the degree of risk involved.  A monitoring committee is usually 
required to determine safe and effective conduct and to recommend conclusion of the 
trial when significant benefits or risks have developed or the trial is unlikely to be 
concluded successfully.  Risk associated with participation in research must be 
minimized to the extent practical. 
 
Monitoring should be commensurate with size and complexity þ Monitoring may be 
conducted in various ways or by various individuals or groups, depending on the size 
and scope of the research effort. These exist on a continuum from monitoring by the 
principal investigator or NIH program staff in a small phase I study to the establishment 
of an independent data and safety monitoring board for a large phase III clinical trial. 
 
Practical and Implementation Issues: 
 
Oversight of Monitoring 
 
This policy provides each IC with the flexibility to implement the requirement for data 
and safety monitoring as appropriate for its clinical research activities.  Thus, IC staff 
may either conduct or sponsor the monitoring of data and safety of ongoing studies or 
delegate such responsibilities to a grantee or contractor.  Oversight of monitoring 
activities is distinct from the monitoring itself and should be the responsibility of the IC 
regardless of whether the monitoring is performed by NIH staff or is delegated.   
 
Oversight of monitoring must be done to ensure that data and safety monitoring plans 
are in place for all interventional trials, that the quality of these monitoring activities is 
appropriate to the trial(s), and that the IC has been informed of recommendations that 
emanate from monitoring activities. 
 
Institutes and Centers Responsibilities 
 
Though ICs may perform a variety of roles in data and safety monitoring and its 
oversight, the following are the minimum responsibilities of sponsoring ICs. Prepare or 
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ensure the establishment of a plan for data and safety monitoring for all interventional 
trials. 
 
Conduct or delegate ongoing monitoring of interventional trials 
 

 Ensure that monitoring is timely and effective and that those responsible for 
monitoring have the appropriate expertise to accomplish its mission.  

 Oversee monitoring activities. 
 Respond to recommendations that emanate from monitoring activities. 

 
Performance of Data and Safety Monitoring 
 
The ICs will ensure the integrity of systems for monitoring trial data and participant 
safety, although they may delegate the actual performance to the grantee or contractor.  
Monitoring must be performed on a regular basis, and conclusions of the monitoring 
reported to the IC.  Recommendations that emanate from monitoring activities should 
be reviewed by the responsible official in the IC and addressed.  The ICs also have the 
responsibility of informing trial investigators concerning the data and safety monitoring 
policy and procedures. Considerations such as who shall perform the monitoring 
activities, the composition of the monitoring group (if a group is to be used), the 
frequency and character of monitoring meetings (e.g., open or closed, public or private), 
and he frequency and content of meeting reports should be a part of the monitoring 
plans.  IRBs should be provided feedback on a regular basis, including findings 
from adverse-event reports, and recommendations derived from data and safety 
monitoring. 
 
Monitoring activities should be conducted by experts in all scientific disciplines needed 
to interpret the data and ensure patient safety. Clinical trial experts, biostatisticians, 
bioethicists, and clinicians knowledgeable about the disease and treatment under study 
should be part of the monitoring group or be available if warranted. 
 
Ideally, participants in monitoring outcomes of a trial are in no way associated with the 
trial.  For trials that are conducted as part of a cooperative group, a majority of the 
individuals monitoring outcome data should be external to the group.  ICs should require 
policies that evaluate whether the participants have conflicts of interests with or financial 
stakes in the research outcome; and when these conflicts exist, policies must exist to 
manage these in a reasonable 
manner. 
 
Generally, data and safety monitoring boards meet first in open session, attended  
by selected trial investigators as well as NIH program staff or project officers and 
perhaps industry representatives, and then in closed session where they review 
emerging trial data.  When "masked" data are presented or discussed, no one with a 
proprietary interest in the outcome should be allowed.  Participants in the review of 
"masked" or confidential data and discussions regarding continuance or stoppage of the 
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study should have no conflict of interest with or financial stake in the research outcome.  
However, if there is an open session, they could be present. 
 
Confidentiality must be maintained during all phases of the trial including monitoring, 
preparation of interim results, review, and response to monitoring recommendations.  
Besides selected NIH program staff, other key NIH staff, and trial biostatisticians, 
usually only voting members of the DSMB should see interim analyses of outcome data.   
Exceptions may be made under circumstances here there are serious adverse events, 
or whenever the DSMB deems it appropriate. 
 
Individuals or groups monitoring data and safety of interventional trials will perform the 
following activities:  

 Review the research protocol and plans for data and safety monitoring. 
 Evaluate the progress of interventional trial(s), including periodic assessments f 

data quality and timeliness, participant recruitment, accrual and retention, 
participant risk versus benefit, performance of trial sites, and other factors that 
can affect study outcome.   

 Monitoring should also consider factors external to the study when interpreting 
the data, such as scientific or therapeutic developments that may have an impact 
on the safety of the participants or the ethics of the study. 

 Make recommendations to the IC, IRB, and investigators concerning continuation 
or conclusion of the trial(s). 

 Protect the confidentiality of the trial data and the results of monitoring.  
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Examples of Monitoring Operations 
 
The following provides examples of appropriate types of monitoring and oversight for 
different types of studies. These are illustrative only.  The ICs must develop and 
implement monitoring activities and oversight of those activities appropriate to the study, 
population, research environment, and the degree of risk involved. 
 
Phase I: A typical phase I trial of a new drug or agent frequently involves relatively high 
risk to a small number of participants.  The investigator and occasionally others may 
have the only relevant knowledge regarding the treatment because these are the first 
human uses.  An IC may require the study investigator to perform continuous monitoring 
of participant safety with frequent reporting to IC staff with oversight responsibility. 
 
Phase II: A typical phase II trial follows phase I studies and there is more information 
regarding risks, benefits and monitoring procedures.  However, more participants are 
involved and the toxicity and outcomes are confounded by disease process.  An IC may 
require monitoring similar to that of a phase I trial or supplement that level of monitoring 
with individuals with expertise relevant to the study who might assist in interpreting the 
data to ensure patient safety. 
 
Phase III: A phase III trial frequently compares a new treatment to a standard treatment 
or to no treatment, and treatment allocation may be randomly assigned and the data 
masked.  These studies usually involve a large number of participants followed for 
longer periods of treatment exposure. While short-term risk is usually slight, one must 
consider the long term effects of a study agent or achievement of significant safety or 
efficacy differences between the control 
and study groups for a masked study.  An IC may require a DSMB to perform 
monitoring functions.  This DSMB would be composed of experts relevant to the study 
and would regularly assess the trial and offer recommendations to the IC concerning its 
continuation. 
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FURTHER GUIDANCE ON A DATA AND SAFETY MONITORING FOR  
PHASE I AND PHASE II TRIALS 
(NIH Notice 00-0D-038) 
Release Date:  June 5, 2000 
NOTICE:  OD-00-038 
National Institutes of Health 
 
Policy:  
 
Beginning with the October 2000 receipt date, investigators  
must submit a monitoring plan for phase I and II clinical trials to the  
funding Institute and Center (IC) before the trial begins. 
 
Background   
 
In June 1998, the National Institutes of Health (NIH) issued a policy on data and 
safety monitoring (http://grants.nih.gov/grants/guide/notice-files/not98-084.html) 
that requires oversight and monitoring of all intervention studies to ensure the 
safety of participants and the validity and integrity of the data.  The policy further 
elaborates that monitoring should be commensurate with risks and with the size 
and complexity of the trials.  The NIH already requires data and safety 
monitoring, generally, in the form of Data and Safety Monitoring Boards (DSMBs) 
for phase III clinical trials.  For earlier trials (phase I and II), a DSMB may be 
appropriate if the studies have multiple clinical sites, are blinded (masked), or 
employ particularly high-risk interventions or vulnerable populations.   
 
This document provides further guidance for monitoring of phase I and II trials.  
This guidance does not take the place of Institutional Review Board (IRB) 
guidelines, Food and Drug Administration (FDA) requirements, or special NIH 
guidelines e.g., NIH Guidelines for Research Involving Recombinant DNA 
Molecules.  Specifically, phase I and II gene transfer trials must comply with 
additional requirements imposed by the latter NIH Guidelines, e.g., reporting of 
adverse events to the Office of Biotechnology Activities.     
 
Monitoring plan 
 
For phase I and II clinical trials, investigators must submit a general description 
of the data and safety monitoring plan as part of the research application.  This 
plan will be reviewed by the scientific review group and any comments and 
concerns will be included in an administrative note in the summary statement.   A 
detailed monitoring plan, however, must be included as part of the protocol and 
submitted to the local IRB and reviewed and approved by the funding Institute 
and Center (IC) before the trial begins.  We strongly encourage the IRB to review 
the plan.  Each IC should have a system for appropriate oversight and monitoring 
of the conduct of clinical trials to ensure the safety of participants and the validity 
and integrity of the data.  IC oversight of the monitoring activities is distinct from 
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the monitoring itself.  Oversight of monitoring must be done to ensure that 
monitoring plans are in place for all phase I or II trials and that the IC is informed 
of recommendations and any necessary actions that emanate from the 
monitoring activities.  
 
At a minimum, all monitoring plans must include a description of the reporting 
mechanisms of adverse events to the IRB, the FDA and the NIH.  Investigators 
must ensure that the NIH is informed of actions, if any, taken by the IRB as a 
result of its continuing review.  ICs have the flexibility to determine the reporting 
requirements of adverse events.  The reporting requirement to the NIH may 
range from individual adverse event reports to summary reports from the 
monitoring group. In specific cases where the funding IC is the sponsor of the 
test agent, i.e., holder of the Investigational New Drug (IND) application, 
investigators must submit individual adverse event reports to the IC (as sponsor) 
in accordance with FDA regulations.  Occasionally, there are phase I or II trials 
that have established safety monitoring committees.  In these cases, summary 
reports of the committees’ discussions of adverse events must be submitted to 
the IC and IRB.  The reporting requirements for adverse events, as approved by 
the ICs, are in addition to the annual progress reports to the NIH for type 5 
awards (non-competing awards).    
 
The overall elements of the monitoring plan may vary depending on the potential 
risks, complexity, and nature of the trial.  In phase I and II trials, a number of 
factors influence risk. A phase I trial of a new drug or agent may involve 
increasing risk, to a small number of participants, as the drug is escalated in 
dosage.  For phase II trials, there is sometimes information about risks in normal 
subjects, but risk may be increased as more participants are involved and the 
toxicity and outcomes may be confounded by the disease process. In situations 
involving potentially high risks or special populations, investigators must consider 
additional monitoring safeguards.  
 
For many phase I and phase II trials, independent DSMBs may not be necessary 
or appropriate when the intervention is low risk.  Continuous, close monitoring by 
the study investigator may be an adequate and appropriate format for monitoring, 
with prompt reporting of toxicity to the IRB, FDA and/or NIH.  In some instances, 
the study investigator or the IRB may determine that an independent individual 
may be needed for monitoring.  In studies of small numbers of subjects,  
toxicity may more readily become apparent through close monitoring of individual 
patients, while in larger studies risk may better be assessed through statistical 
comparisons of treatment groups.   
 
For multisite phase I and II trials, study investigators should organize a central 
reporting entity that will be responsible for preparing timely summary reports of 
adverse events for distribution among sites and the IRBs.  The frequency of the 
summary reports will depend on the nature of the trials.   Additional NIH guidance 
for reporting adverse events for multisite clinical trials with a DSMB has been 
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published in 1999.  (See http://grants.nih.gov/grants/guide/notice-files/not99-
107.html) 
 
Grantee institutions with a large number of clinical trials may develop standard 
monitoring plans for phase I and II trials.  Thus, individual study investigators will 
be able to include the IRB-approved monitoring plan in their submission to the 
NIH.   However, such plans should always be evaluated for appropriateness to 
the particular investigation. 
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Excerpt from: ICTDR/DMID 
Data and Safety Monitoring Report Template 

3.2  Summary of adverse events 
 
Although particular safety events may be of interest, summary tables of all adverse 
events are usually included because the intervention may cause some unexpected 
problems. These tables should be limited to “treatment emergent signs and symptoms 
(TESS)” (i.e., those not seen at baseline and those that worsened even if present at 
baseline). It may be reasonable to exclude events likely to be related to the underlying 
disease being treated or concomitant illness, but the rationale for such exclusions 
should be presented in the study protocol, analysis plan or data and safety monitoring 
plan. 
 
In drug intervention studies, safety and tolerability data should be collected as 
comprehensively as possible, including type of adverse event, severity, onset and 
duration.  All adverse events are typically reported on an “adverse event (AE) form” 
designed for a study. “Relatedness” of adverse events is usually classified by the site 
investigator according to criteria defined by the Principal Investigator (usually in the AE 
section of the protocol and corresponding to the categories in the CRFs).  Some specific 
changes in vital signs or laboratory test results may be considered adverse events, and 
if so, the protocol or study operations manual should clarify that an AE form should be 
completed for such events. 
 
Adverse event dictionaries (e.g., MedDRA) are typically used to code verbatim 
descriptions of events to preferred terms, which are then grouped within system organ 
class (SOC). It is common to provide adverse event tables with counts of the number of 
participants with an event within each SOC as well as the number of participants with 
each type of event ever reported as identified by its preferred term.  
 
Typically, the following tables should be included: 

• all adverse events by treatment group (see Table 3.2) 
• all serious adverse events by treatment group 
• all serious and (possibly or probably) related adverse events by treatment group. 
 
Include statistical test results if such tests were described in the data and safety 
monitoring plan or requested by the DSMB. 
 

3.3  Discontinuations due to adverse events 
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Include listings of participants discontinued due to adverse events by treatment group. 
 

3.4  Vital signs and laboratory parameters 
 
The distributions of key vital signs of interest and/or laboratory parameters at various 
measurement times during the follow-up phase should be summarized by treatment 
group.  Similarly, changes from baseline in these safety outcomes should be presented 
by treatment group.  The number of participants with a measurement beyond a 
particular value of interest may also be of interest.   Graphs may be particularly helpful 
for this objective and tables may not be necessary.  Selected listings may also be 
included (for example, see Listing 3.1 next page ). 
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Table 3.2 Adverse Experiences Reported During Follow-Up, Safety Population 
 

 Study Group 
 A B 
 (N = ) (N = ) 
System Organ Class/Preferred 
Term 

n % n % 

Body as a Whole     
Preferred term 1     
Preferred term 2     
Preferred term 3     
Etc.     
     

Cardiovascular System     
Preferred term 1     
Preferred term 2     
Preferred term 3     
Etc.     
     

Digestive System     
Preferred term 1     
Preferred term 2     
Preferred term 3     
Etc.     
     

Endocrine System     
Preferred term 1     
Preferred term 2     
Preferred term 3     
Etc.     
     

Hemic and Lymphatic System     
Preferred term 1     
Preferred term 2     
Preferred term 3     
Etc.     
     

Metabolic and Nutritional Disorders     
Preferred term 1     
Preferred term 2     
Preferred term 3     
Etc.     
     

Musculo-Skeletal System     
Preferred term 1     
Preferred term 2     
Preferred term 3     
Etc.     
     

Nervous System     
Preferred term 1     
Preferred term 2     
Preferred term 3     
Etc.     
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Table 3.2 Adverse Experiences Reported During Follow-Up, Safety Population (continued) 
 

 Study Group 
 A B 
 (N = ) (N = ) 
System Organ Class/Preferred 
Term 

n % n % 

Respiratory System     
Preferred term 1     
Preferred term 2     
Preferred term 3     
Etc.     
     

Skin and Appendages     
Preferred term 1     
Preferred term 2     
Preferred term 3     
Etc.     
     

Special Senses     
Preferred term 1     
Preferred term 2     
Preferred term 3     
Etc.     
     

Urogenital System     
Preferred term 1     
Preferred term 2     
Preferred term 3     
Etc.     
     

 

Monitoring and Reporting Adverse Events 



Appendix: Excerpt from ICTDR/DMID Data and Safety Monitoring Report Template 
 

 
Listing 3.1 Serious Adverse Events  

 

Center 
Partic. 

Number 
Enrollment 

Date 
Study 
Group Event(s) 

Date of 
Onset 

Date of 
Resolution 

Highest 
Level of 
Severity 

Outcome 
of Adverse 

Event 

Date of Last 
Treatment Use 

Before AE 
Onset 
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