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1. Safety Reporting 
Requirements 
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Safety Reporting Requirements 
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http://www.nih.gov/
http://www.ich.org/
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International Conference on 
Harmonisation (ICH) 

 Categories 
• (Q) Quality 
• (E) Efficacy 
• (S) Safety 
• (M) Multidisciplinary 

 Efficacy 
• E1-E2F (Clinical Safety) 
• E2A (Expedited Safety Reporting) 
• E3 (Clinical Study Reports) 
• E6 (Good Clinical Practice) 
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Department of Health & 
Human Services (DHHS) 

 FDA 
 Office of Human Research 

Protections (OHRP) 
 NIH 
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FDA 

 Studies conducted Title 21 CFR 
• 21 CFR 312: Drugs, biologics 
• 21 CFR 812: Devices 
• 21 CFR 11: Electronic records/signatures 
• 21 CFR 50: Protection of human subjects 
• 21 CFR 56: IRB 

 
 Guidance documents 
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Office of Human Research 
Protections (OHRP) 

 45 CFR 46 (“Common Rule”) 
 

 Unanticipated Problems  (UP) reporting 
• UPs are reported to OHRP per 45 CFR 46 
• At NIH, UPs are reported to OHRP by Office 

of Human Subjects Research Protections 
• UP Guidance on the OHRP website 
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NIH Institute & Center (IC) 
 Office of Biotechnology Activities 

/Institutional Biosafety Committees 
 NIH OHSRP SOPs 
 IC and IRB specific requirements 
 NIH Policy and Guidance for data and 

safety monitoring 1998/2000 
 NIH Clinical Research Guideline (2007), 

Standards (2009) 
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2. NIAID Intramural 
Safety Office 
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NIAID 
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Division of Clinical Research 
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Regulatory Compliance and Human 
Subjects Protection Program 
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3. NIAID Intramural 
Portfolio 
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Diseases 
 Infectious Diseases 

• Influenza 
• Dengue 
• Malaria 
• TB 
• Hepatitis 
• Parainfluenza 
• Lyme disease 

 

 Inflammatory 
• Hypereosinophila 
• Chronic 

granulomatous 
disease 
 

 Immunodeficiency 
• Acquired: HIV 
• Congenital: XSCID 
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Products 
 Biologics 

• Vaccines 
• Immune plasma / immunoglobulin 
• Monoclonal antibodies 

 Drugs 
 Gene therapy 
 Allogeneic transplant 
 Diagnostic tests 
 Abscess ablative device 
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NIAID Active Protocols FY2012 
Protocol Types IDE IND Non-IND Total 

Natural History 0 2 87 89 
PK/PD 0 0 1 1 
Phase 0 0 3 0 3 
Phase I 2 44 13 59 
Phase II 0 15 6 21 
Phase I - II 0 1 1 2 
Phase III 0 0 3 3 
Phase IV 0 2 4 6 
Screening 0 0 3 3 

TBD/Combination 0 1 4 5 
Total 2 68 122 192 
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Regulatory Branch Sponsored 
Research Studies 
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4. Safety Office 
Services and Initiatives 
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 Review of protocol documents pre-IRB 
submission for:  
• Regulatory compliance 
• Subject safety 
• Data integrity 

 Assuring appropriate adverse event 
monitoring language is included in all 
protocols 

 Safety section template for IND protocols 
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Document Review for Safety 
Compliance 



Changes to the NIAID Protocol 
Template over Time 
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Standardized Protocol 
Safety Section Template 

 Standard Safety Office protocol section on 
NIAID web portal 

 Implemented in Sept. 2011, revised at 
least annually 

 Standardized halting rules, safety 
definitions, reporting criteria 

 Compliant with DHSS, NIH, FDA, NIAID 
IRB, OHRP and OHSRP SOP 17 (Data and 
Safety Monitoring) 
 26 
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IRB Stipulations Review Project 
 Since 2010, all NIAID IRB stips for 

protocols reviewed by Regulatory Branch 
are categorized and reviewed 

 Database by protocol section (N=2300+) 
 Monthly team discussion  
 Annual review of protocol safety template 

for changes 
 Reduction in number of safety section 

stips in first year by 58% 
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Summary of 21 CFR 312.32 
Changes 

 Codifies FDA’s expectations for timely review, 
evaluation, and submission of important and useful 
safety information 

 More fully defines responsibilities of sponsors and 
investigators (specifically submission of serious and 
unexpected suspected adverse reactions) 

 Implements internationally harmonized definitions and 
reporting standards 

 Clarifies confusing terminology in existing regulations 
 Improves the utility of premarket safety reports, 

thereby enhancing human subject protection 
 

(information from FDA DIA presentation Nov. 17, 2010) 
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Safety Review and 
Communications Plan (SRCP) 

30 

 An SRCP plan is drafted for IND protocol where 
the Reg Branch holds the IND 
• A communication tool between Sponsor and PI to 

establish safety review responsibilities 
 SRCP defines all details on safety oversight for a 

study 
• conduct of safety review, frequency of assessments  

 Sponsor Medical Monitor assigned to every 
IND/IDE protocol 

 Verification and documentation – audit ready 
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Safety Review and 
Communications Plan Template 



SRCP Verification Form 
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SRCP-TORO Assessment of 
Risk Plan (STARS Plan) 

 Developed objective risk assessment 
criteria based on FDA risk based 
monitoring guidance 

 Criteria and relative risk to the  
Branch will determine the type of 
safety oversight to be implemented  
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Protocol 
Regulatory 
Review 

DSMB/ 
SMC / 
ISM 
Review 

SAE/UP 
Report 
Review and 
Processing 

Pausing or 
Halting 
Rule 
Triggered 

IND Annual  
Report – 
reconciling 
SAEs only 

Safety Office Role Pre Sept. 2011 
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5 Safety Office opportunities to obtain safety  
related information 

 



Safety Office Role Post Sept 2011 

11 Safety Office opportunities to obtain safety 
related information 

Protocol 
Regulatory 
Review 

DSMB/ 
SMC / 
ISM 
Review 

SAE/UP 
Report 
Review 
and 
Processing 

Pausing 
or 
Halting 
Rule 
Triggered 

IND 
Annual  
Report – 
all Safety 
data 
reviewed 

Sponsor 
Medical 
Monitor 
on all 
INDs 
held by 
RCHSPB  

Review 
or 
submit  
TORO/S
RCP 
Verifica
tion 
Forms 

Review 
updated 
IB or 
Package 
Inserts 

Receive 
CRIMSON 
alert 
when 
first 
subject 
receives 
study 
agent 

Receive 
CRIMSON 
alerts when 
enrollment 
reaches 
predetermin
ed time 
points 

Confer-
ence 
call 
w/PI, 
Study 
Staff 
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Safety Oversight Committees 

 Data and Safety Monitoring Board 
• ~ 25 active protocols monitored 
• In 2012, 47 reviews conducted 

 Safety Monitoring Committees 
• 2 protocols and 5 reviews in 2012 

 Independent Safety Monitors 
• 2 protocols and 14 reviews in 2012 
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Standardized Data Tables 

 CRIMSON – NIAID research database  
 DSMB tables 

• Enrollment 
• Severity 
• Causality 
• AE Line listing 
• SAE 
• Reactogenicity/vaccine studies 

 Repurposed for other safety reviews 
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Expedited Safety Reporting 

 Investigator to Sponsor: 
• Serious adverse event/unanticipated 

problems form 
 Sponsor to FDA: 

• Regulatory Branch customized template 
for IND Safety Reports 
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SAE/UP Report Form 
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Safety Office Review Functions 

 Investigator brochures amendments 
 Package inserts changes 
 FDA IND annual reports 
 Final study reports 
 Monitoring visit reports 
 Case report forms  
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Training 

 Guides 
• UP Guide 
• TORO/SRCP Q&A 
• DSMB Data Tables guidance 

 Presentations – 33 conducted   
 Computer based training 
 DSMB on-line training modules 
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DSMB Training 
URL: https://dsmblearningcenter.niaid.nih.gov 
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SUMMARY 
 Standardized protocol safety language 
 Sponsor medical monitor assigned to all 

IND/IDE protocols 
 SRCP - delineates all safety responsibilities 
 Pre-IRB protocol regulatory review 
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SUMMARY (con’t) 
 Management of DSMB, SMC, and ISMs 
 Standardized CRIMSON data tables 
 Standardized SAE/UP report form 
 Multifaceted review process 
 Comprehensive training program 
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Clinical Safety Office  
Contact Information 

 Kelly Cahill, RN, MS, CCRC, RAC (US)  
CROM, RCHSPB 
301-451-2438  
cahillke@niaid.nih.gov 

 
 Barry Eagel, MD, CPI 

Director Clinical Safety Office, RCHSPP  
301-846-7322  
eagelb@mail.nih.gov  

 
• SAIC-Frederick, Inc. - RCHSPP - CSO 

5705 Industry Lane, Suite J 
Frederick MD  21702 
Phone: 301-846-5301 
Fax: 301-846-6224 
E-mail:  rchspsafety@mail.nih.gov 
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