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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 

21 CFR Parts 310, 312, 314, 320, 600, 601, and 606 

[Docket No. OON-14841 

RIN 0910-AA97 

Safety Reporting Requirements for Human Drug and Biological 
5 

Products 

AGENCY: Food and Drug Administration, HHS. 

ACTION: Proposed rule. 

SUMMARY : The Food and Drug Administration (FDA) is proposing to 

amend its pre- and postmarketing safety reporting regulations for 

human drug and biological products to implement definitions and 

reporting formats and standards recommended by the International 
I 

Conference on Harmonisation of Technical Requirements for 

Registration of Pharmaceuticals for Human Use (ICH) and by the 

World Health Organization's Council for International 

Organizations of Medical Sciences (CIOMS); codify the agency's 

expectations for timely acquisition, evaluation, and submission 

of relevant safety information for marketed drugs and licensed 

biological products; require that certain information, such as 

domestic reports of medication errors, be submitted to the agency 

in an expedited manner; clarify certain requirements; and make 

other minor revisions. FDA is also proposing to amend its 
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postmarketing annual reporting regulations for human drug and 

licensed biological products by revising the content for these 

reports. FDA is taking this action to strengthen its ability to 

monitor the safety of human drugs and biological products. The 

intended effect of these changes is to further worldwide 

consistency in the collection of safety information and 

submission of safety reports, increase the quality of safety 
1 

reports, expedite FDA's review of critical safety information, 
1* 

and enable the agency to protect and promote public health. These 

proposed changes would be an important step tpward global 

harmonization of safety reporting requirements and additional 

efforts are underway within the Department of Health and Human 

of publication in the .FEDERAL REGISTER]. Submit written comments 

on the collection of information by [insert date 30 days after 

date of nublication in the FEDERAL REGISTER]. 

ADDRESSES: Submit written comments to the Dockets Management 

Branch (HFA-3'05), Food and Drug Administration, 5630 Fishers 

Lane, rm. 1061, Rockville, MD 20852, e-mail: 

FDADockets@oc.fda.gov or to the Internet at 

http://www.accessdata.fda.gov/scripts/oc/dockets/comments/comment 

docket.cfm. Submit written comments on the information 
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collection provisions to the Office of Information and Regulatory 

Affairs, Office of Management and Budget (OMB), New Executive 

Office Bldg., 725 17th St. NW., rm. 10235, Washington, DC 20503, 

Attn: Stuart Shapiro, Desk Officer for FDA, 

FOR FURTHER INFORMATION CONTACT: 

For information concerninq human druq products: 

Audrey A, Thomas, 
1 

Center for Drug Evaluation and Research fHFD-7), 
v 

Food and Drug Administration, 

5600 Fishers Lane, 

Rockville, MD 20857, 

301-594-5626. 

For information concerninq human bioloqical products: 

Miles Braun, 

Center for Biologics Evaluation and Research (HFM-220), 

Food and Drug Administration, 

1401 Rockville Pike, 

Rockville, MD 20852-1448, 

301-827-6079. 

SUPPLEMENTARY INFORMATION: 

Table of Contents 

II. Introduction 

A. Persons Subject to the Safety Reporting Regulations 
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1. Premarketing Expedited Safety Reporting Regulations 

2- Postmarketing Safety Reporting Regulations 

3. Terms Used in This Document 

B. Rationale for This Proposal 

1. International Standards 

2. Quality of Postmarketing Safety Reports 

New Postmarketing Expedited Safety Reports 

8. 

\ 

Bioavailability and Bioequivalence Studies Not Subject 
w 

to an Investigational New Drug Application (IND) 

C. New Safety Reporting Abbreviations 

D. Highlig'hts of Proposed Changes to FDA's Safety Reporting 

Regulations 

Description of the Proposed Rule 

A. Definitions 

1. 

3. 

4. 

5. 

6. 

7. 

Suspected Adverse Drug Reaction (SADR) 

A Life-Threatening SADR 

Serious SADR, Nonserious SADR, and SADR With 

Unknown Outcome 

Contractor 

Minimum Data Set and Full Data Set for an 
* 

Individual Case Safety Report 

Active Query 

Spontaneous Report 

Medication Error 



P- Company Core Data Sheet, Company Core Safety 

Information (CCSI), Listed SADR, Unlisted SADR, and 

Unexpected SADR 

10. Data Lock Point and International Birth Date 

B. IND Safety Reports 

1. Review of Safety Information 

2. Written IND Safety Reports 

v a. Minimum data set 

b. Serious and unexpected SADR's 

C. Information sufficient to consider product 

administration changes 

d. Reporting format 

3: Telephone Safety Reports 

4. IND Safety Reporting for Drugs Marketed in the United 

States 

5. Investigator Reporting 

C. Postmarketing Safety Reporting 

1. Prescription Drugs Marketed for Human Use Without 

an Approved Application 

2. Review of Safety Information 

3. Reporting Requirements 

4. Request for Alternative Reporting Frequency 

5. Determination of Outcome; Minimum Data Set, and 

Full Data Set 



6. Spontaneous Reports and Reports From Clinical Trials 

7. Lack of Efficacy Reports 

D. Postmarketing Expedited Reports 

1. 

2. 

3. 

4=. 

5. 

6. 

7. 

8. 

9.- 

10. 

11. 

12. 

Serious and Unexpected SADR's 

Information Sufficient to Consider Product 

Administration Changes 

Unexpected SADR's With Unknown Outcome 

Always Expedited Reports 

Medication Errors 

Followup Reports 

Supporting Documentation 

Scientific Literature 

Contractors and Shared Manufacturers 

Prescription Drugs Marketed for Human Use Without 

an Approved Application 

Class Action Lawsuits 

Blood and Blood Component Safety Reports 

E. Postmarketing Periodic Safety Reporting 

1. Traditional Periodic Safety Reports (TPSR'S) 

a. Narrative summary and analysis of individual 

case safety reports 

b. Individual case safety reports 

C. Increased frequency reports 

d. Safety-related actions to be taken 
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e. Summary tabulations 

f. History of safety-related actions taken 

9- Location of safety records 

h, Contact person 

2. Periodic Safety Update Reports (PSUR's) 

a. 

b. 

1 C. 

d. 

e. 

f. 

9. 

h. 

I. 

j- 

k. 

Title page, table of contents, and introduction 

Worldwide marketing status 

Actions taken for safety reasons 

Changes to CCSI 

Worldwide patient exposure 

Individual case safety reports 

i, Line listings 

ii. Summary tabulations 

Safety studies 

Other information 

Overall safety evaluation 

Conclusion 

Appendices 

i. Company core data sheet 

ii. U-S- labeling 

iii, Spontaneous reports submitted by 

individuals other than a health care 

professional 

iv. SADR's with unknown outcome 
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V. Class action ‘lawsuits 

vi. Lack of efficacy reports 

vii. Information on resistance to antimicrobial 

drug products 

viii. Medication errors 

ix. U.S. patient exposure 

' x. Location of safety records 

I xi. Contact person 

3. Interim Periodic Safety Reports (IPSR's) 

'4. Semiannual Submission of Individual Case Safety 

Reports 

5. Reporting Requirements 

a. Reporting intervals 

b. Submission date 

C. Cover letter 

d. International birth date for combination 

products 

F. Reporting Format 

l- 

2. 

3. 

4. 

Forms Versus Narrative Format 

Medical.Dictionary for Regulatory Activities 

(MedDRA) 

Single Form for Each Identifiable Patient 

Contact Person 



5. Computer-Generated Facsimile of FDA Form 3500A or 

Vaccine Adverse Event Reporting System JVAERS) Form 

6- Other Revisions 

G. Patient Privacy 

H. Recordkeeping 

I. Abbreviated New Drug Application (ANDA) Products 

J. Postmarketing Approved New Drug Application (NDA) and 

'Biologics License Application (BLA) Annual Reports 

K. Safety Reporting for In Vivo Bioavailability and 

Bioequivalence Studies 

L. Proposed Implementation Scheme 

IV. Environmental Impact 

V. Analysis of Impacts 

A. Background and Summary 

B. Market Failure 

c. Benefits 

1. 

2. 

3. 

Expanded Safety Information 

Improved Uniformity and Quality of Safety 

Information 

Potential Savings from Reduced SADR-Related 

Hospitalizations 

a. Reduced rate of SADR-related hospitalizations 

b. Reduced rate of in-hospital SADR's 



c. Indirect benefits of reducing the hospital 

costs of SADR's 

d. Sum of SADR-related costs 

4. Cost Savings and More Efficient Use of Resources 

a. Savings related to maintaining and building data 

bases of SADR's and intercompany transfers of 

drug safety data 

f b. Savings related to greater ease in entering into 

intercompany agreements 

C. Savings related to eventual international 

harmonization to the PSUR format 

d. Potential savings in clinical trial management 

e. Leveraging specialized knowledge 

f. Total benefits 

D. Costs of Compliance 

1. Costs of New Recordkeeping- and Reporting Requirements 

a. Number of reports 

b, New time burden 

i. Expedited reports 

ii. Followup reports 

iii. Blood products 

iv. IND and bioavailability/bioequivalence 

safety reports 



V, Semiannual submissions of postmarketing 

individual case safety reports 

vi. Postmarketing period safety reports 

(TPSR, PSUR, and IPSR) 

vii. Other reports 

C. Annual cost of the reporting and recordkeeping 

provisions 

2. Costs of MedDRA 

a. One-time costs 

i. Planning and coordination 

ii. Development of information technology 

support structure 

iii. Purchase or development of an autoencoder 

iv. Conversion of legacy safety data 

V. Training of personnel 

vi. Revision of standard operating procedures 

(SOP'S) 

b. Recurring costs 

i. MedDRA core subscription 

ii. MedDRA versions and quarterly updates 

iii. Maintenance of existing dictionaries 

E. Small Business Analysis 

1. Need for and Objectives of the Rule 

2. Description and Estimate of Small Entities 



VI. 

VII. 

3. Projected Reporting, Recordkeeping, and Other 

Compliance Requirements 

a. Reporting and recordkeeping requirements 

b. Implementing MedDRA 

4. Alternatives and Steps to Minimize the Impact on 

Small Entities 

a. Do nothing 

% b. Waivers for economic hardship 

C. Small business outreach, training, and assistance 

F. Unfunded Mandates Reform Act of 1995 

G. References 

Paperwork Reduction Act of 1995 

A. Expedited Safety Reporting 

B. Periodic Safety Reports 

c. Other Reports 

D. Recordkeeping 

Executive Order 13132: Federalism . 

I. e 
a@+ 

In the FEDERAL REGISTER of October 27, 1994 (59 FR 54046), 

FDA published a proposed rule to amend its expedited and periodic 

pre- and postmarketing safety reporting regulations for human 

drug and biological products (the October 1994 proposal). In the 

FEDERAL REGISTER of October 7, 1997 (62 FR 52237), FDA published 

a final rule amending its expedited pre- and postmarketing safety 
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“I: %ekg&&dPrevious Sgfetv Re,vortinz Rulemaking and Current Guidances 
FDA has undertaken a maior effort to clarifi and revise its remlations regarding pre- 

and postmarketiug safety reporting for human dTzm and biological products. Since i990, 
se serai rules aud guidances have beet1 issued reparding these remlations. Some of these 
yuidauces have beeu issued by i~ltemational orpanizatiotls (i.e., ICH and ClOiWS), while 
o/hers have been issued bv FDA. In F&m-e I, FDA ilhlsfrafes how these rules and guidances 
relate to the current proposed rule. 
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reporting regulations for human drug and biological products (the 

October 1997 final rule) - The October 1997 final rule 

implemented certain international standards recommended in an ICH 

guidance entitled "Clinical Safety Data Management: Definitions 

and Standards for Expedited Reporting" (60 FR 11284, March 1, 

1995)(the ICH E2A guidance). FDA is now proposing additional 

amendments to its expedited pre- and postmarketing safety 

reportin*g regulations based on recommendations in the ICH EZA 

guidance that were not included in the October 1994 proposal. 

Although the ICH E2A guidance pertains to expedited safety 

reporting during the premarketing phase of drug development, the . 

agency has determined that many of the definitions and standards 

also should apply to FDA's expedited postmarketing safety 

As explained in the October 1997 final. 

rule, the agency decided not to finalize the%roposed amendments 

(62 FR 52237 at 52238) until FDA consideredA 

. FDA W 
A 

periodic safety reporting amendments-based on recommendations in 
4 
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The QrOQOSed amendments to the postmarketina periodic safetv reporting requirements jr1 
rhe October I994 proposal were based on recommendations in a CIONS II report issued in 
199.2 (“lnfernational Reporting of Periodic Dru-safety Update Summaries ‘2 (Ref 28). - ’ 

ICH 3 recommendations on this-topjc. v These 
recommendatiorzs were published in an KH final nzridance entitled “Clinical Safe& Data 
Mar~a~ement: Periodic Sqfe@ Updnte Reports-for Marketed Drugs” (PSUR 5) (the ICH E2C 
guidance) (62 FR 27470; May 19. 1997). After review of the ICH E2C guidance, 



the ICH E2C guidance and comments submitted in response to the 

October 1994 proposal. 
r ' 

pd -p 
Some of the comments submitted in response to the October 

1994 proposal noted that several of the proposed amendments to 

the postmarketing periodic safety reporting regulations would 

result in duplicative reporting of information currently required 

in postmarketing approved NDA annual reports. The comments 1 

questioned the value of submitting similar information to FDA in 5 . 

two different reports and requested that the agency require 

inclusion of this information in either one report or the other, 

but not in both of them. In light of these comments, FDA is 

proposing to revoke the requirement for safety-related 

information in postmarketing approved NDA annual reports. 

In the FEDERAL REGISTER of December 2, 1998 (63 FR 66632), 

FDA issued a final rule amending its postmarketing approved new 

drug application (NDA) annual reports regulations to require 

reporting of specific information regarding studies in pediatric 

populations (the 1998 pediatric final rule). The 1998 pediatric 

final rule also required a new annual report for biological 

products with approved biologics license applications (BLA's) 

that contains the same type of information on studies of licensed 

biological products in pediatric populations. FDA is proposing 
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An ad&ndum to the ICH EX guidarlce has been prepared bv ICH (the ICH VI drafr 
guidance)[based on experience gained over the past-five years ilz preparatioF7 of PSUR 
reports bv companies atld review of them bv regulators. 

h.~rg/odfic)tAll FDA is interested in 
harmonizing. to the extent possible. its uostmarketirg periodic sqfetv reporting renilations 
with the recontmendatio~~s in the ICH Vl draft guidance. I?? this regard, FDA is interesfed iF7 

comment from the public ON whether the aperrcv should imulement these recommendations 
e g , permit use of summary bridaing reDor& include an executive summarv in PSUR ‘s, . . 

permit use of different versions of refererlce safety itzfornmtion withiiz a reporting interval or 
_ . use of the version in effect at the end of the reporting inti?rval. [ 



to the postmarketing approved NDA annual reporting requirements 

In the FEDERAL REGISTER of June 25, 1997 (62 FR 34166), FDA 

published a final rule revoking the postmarketing safety 

reporting requirement for submission of increased frequency 

reports in an expedited manner (the increased frequency reports 

final rile). These reports contained information regarding a 
1 

significant increase in frequency of an adverse drug experience 

(synonymous with adverse experience) that is both serious and 

expected for marketed human drug and licensed biological 

In the FEDERAL REGISTER of August 27, 1997 (62 FR 45425), 
\ _- 

FDA published a notice of availability of a guidance for industry 
I 

entitled "Postmarketing Adverse Experience Reporting for Human 

Drug and Licensed Biological Products; Clarification of What to 

Report" (the clarification guidance of 1997). This guidance 

clarifies the agency's policy concerning certain postmarketing 

safety reporting requirements for human drugs and licensed 

biological products. The guidance: (1) Describes the information 

that should be obtained before an individual case safety report 

(i.e., FDA Form 3500A, CIOMS I Form, Vaccine Adverse Event 

Reporting System (VAERS) Form) of an adverse experience should be 

considered for submission to FDA; (2) clarifies how solicited 

15 A' 'c--.‘. 2 
r-DA is now wooosinn to amend its 

regulations fo require submission of increasedA frequency tvpe information for marketed 
human drugs and licensed biolonical products in postmarke tina periodic safety reports. 

- - 



safety information from planned contacts with patients should be 

handled; and (3) informs applicants that FDA will entertain 

,aiver requests for periodic submission of individual case safety 

reports for adverse experiences that are determined to be 

nonserious and expected. 

FDA received 28 comments from medical centers, physicians, 

and consumers regarding the clarification guidance of 1997.;-The 
A 

agency csnsidered these comments in developing this proposed 

rule. All of the comments requested that FDA postpone granting 

v . . * , eaivers for V of m, ox52d a- 
. 

v until th d? new we&+er policy receives more complete 

public scrutiny and debate. The comments stated that the new 

waiver policy would deprive the public of access to important 

safety information about adverse reactions to approved drugs and 

JiOlOgiCal products. The comments noted that, in some cases, 

adverse reactions classified as "nonserious" may, in fact, be 

related to very serious reactions. The comments also indicated 

that the new waiver policy provides industry with an incentive to 

classify serious reactions as "nonserious" so that the reactions 

would not have to be reported to FDA. 

Even though applicants may currently request waivers for 

submission of individual case safety reports for nonserious, 

expected adverse experiences, the agency should continue to 

receive information regarding these experiences. The 

16 

. Ail of these commk& pertained to the item regarding 
\saiver reqllests for- periodi; subrnissior~ of irldividtral case safetv reports for adverse 
experiences that are detern@ed to be nonserious and expected. 



clarification guidance of 1997 provides that summary tabulations 

of nonserious, expected adverse experiences be included in 

stmarketing periodic safety reports. If warranted, FDA could 

request submission of an individual case 

nonserious, expected adverse experience. 

continue to receive sufficient information to monitor the safety 

of marketed drugs and licensed biological products. FDA is now 
* 

ostmarketing periodic safety 

1) 4-Y r~t:~ c,f- nonserious, expected adverse experiences 

In the FEDERAL REGISTER of March 12, 2001 (66 FR 14391), FDA 

published-a notice of availability of a draft guidance for 

.dustry entitled "Postmarketing Safety Reporting for Human Drug 

and Biological Products .Including Vaccines" (the draft guidance 

of 2001). The draft guidance of 2001 represents the agency's 

current thinking on reporting of postmarketing adverse drug 

experiences for human marketed drug and biological products 

including vaccines in accordance with FDA's postmarketing safety 

reporting regulations for these products in effect at the time 

the'draft guidance of 2001 was issued. The draft guidance of 

2001 consolidates the agency's existing guidances on this topic 

and revises them based on the October 1997 final rule and the 

17 

‘Adverse experiences are proposed to be called suspected adverse drug reactions (SADR’s) in this proposed rule; 
see section IiI.A. I of this document; the fernr ‘b&jet-se experiences” or “adijerse drr1.g experiences” will be used 
in lhis document when discussions pertain to FDA 3 current re~dations and the term “‘SADR ” will used 111 this 
tlocunrent when discussions pertain to proposals in this rule. 



L  1  

-  b e  submi tte d  to  th e  azencv  in  
s u m m a r y  tabu la tions  consistent  wi th th e  clar i f icat ion nu idance  o f.1 9 9 7 . A t th is  tim e . F D A  is 
a lso  p ropos ing  to  codi fy th e  o the r  r e c o m m e n d a tions  in  th e  ciar i f icat ion m idance  o f 1 9 9 7  
(i.e., requ i re  a  m inim u m  d a ta  se t fo r  ind iv idua l  case  sa fe ty repor ts, descr ibe  h o w  sol ic i ted 
scrfety in fomlat ion from  p l anned  con tac ts wi th u a tie n ts m u s t b e  hand led ) . 

Y  



increased frequency reports final rule. The draft guidance of 

2001, once finalized, will replace FDA's guidances entitled 

')Postmarketing Reporting of Adverse Drug Experiences" 

(57 FR 61437, December 24, 1992) (the guidance of 19921, "Adverse 

Experience Reporting for Licensed Biological Products" (the 

guidance of 19931, and the clarification guidance of 1997. The 

agency will issue a final guidance for industry on this topic 

after considering the comments received on the draft guidance of 

2001. 

FDA is now proposing to codify certain expectations 

described in the draft guidance of 2001 to improve the quality of 

postmarketing safety reports submitted to the agency for human 

marketed drug and biological products, and also to clarify 

certain postmarketing safety reporting requirements. Once this 

proposed rule is finalized, the draft guidance of 2001, as 

finalized, will be updated to provide industry with assistance-in 

fulfilling the new safety reporting requirements for human 

marketed drug and biological products. t/wkr 
A 

In the FEDERAL REGISTER of November 5, 1998 (63 FR 59746), 

FDA published an advance notice of proposed rulemaking announcing 

that it is considering a proposal to require persons subject to 

the postmarketing safety reporting regulations to submit 

postmarketing expedited individual case safety reports and 

individual case safety reports contained in postmarketing 

18 
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i I& June 2001, c?IOMS issued a new report entitled, “Czrrrerrt C!haIlt&es irk 

rhar-nlaco,,i~ila~lce: Prammtic Approaches ” KTOA4S V report) fRef: 29). This repor? 
yrovides reconmerrdatiom for sinmjificatiort. clarification. and harmonization of certain 
dl.r~g safety practices. nil”u?y of these ~econmendatiom seme to uyovide guidance fo? 
itrdmlry and worlld not be mbjecl to reqtriremenls of itldividual! reffrrlafory authorities (e-n., 
FDA). Those that are the mbiect qf our urouosed rule are esserrfiaIZv consistent with what we 
are proposin. However, in some cases. there may be differences (see ,yecGon M.A. 6 of this 
document for discussion of me of active query and written requests for acquisitiolr of 
ftilfowtrp i~tformafion). 

3 



periodic safety reports to the agency electronically using a 

standardized medical terminology, standardized data elements, and 

lectronic transmission standards recommended by the ICH, Under 

the auspices of ICH, standard medical terminology for regulatory 

purposes, MedDRA, the medical dictionary for regulatory 

activities (ICH Ml), has been developed (63 FR 59746 at 59748). 

On November 24, 1998, an international maintenance and support 

services, organization (MSSO) was established to maintain and 

update MedDRA in response to medical/scientific advances and 

regulatory changes and to serve as the licensing agent for 

distribution of MedDRA. This proposed rule on safety reporting 

would require that postmarketing individual case safety reports 

be coded-using MedDRA prior to submission to the agency- In a 

separate rulemaking, FDA plans to propose that postmarketing 

individual case safety reports be submitted to the agency 

electronically using standardized data elements and electronic 

transmission standards. The proposed amendments for electronic 

submissions are beyond the scope of this proposed rule. 

II, Introduction 

11-A. Persons Subiect to the Safety Reporting Requlations 

II.A.l. Premarketing Expedited Safety Reporting Regulations 

Section 312.32 (21 CFR 312.321, requires expedited reports 

of premarketing adverse experiences associated with the use of an 

investigational human drug or biological product (see table 1). 

19 



Sponsors of IND's are subject to the premarketing expedited 

safety reporting regulations. 

Table l---Currently Required Premarketing Expedited 
Safety Reports 

Safety Type of 
Report Information 

21 CFR Submission Persons 
Section Timeframe with 

Reporting 
Responsibility 

Written l Serious and 312.32 15 Sponsors 
IND safpety unexpected calendar 
report adverse days 

experience 
associated with 
the use of the 
drug 

0 Findings from 
tests in 
laboratory 
animals that 
suggest a 
significant risk 
for humans 

Telephone Unexpected fatal 312.32 7 calendar Sponsors 
and or life- days 
facsimile threatening 
transmissi experience 
on safety associated with 
report the use of the 

drug 

II.A.2. Postmarketing Safety Reporting Regulations 

Sections 310.305, 314.80, 314.98, and 600.80 (21 CFR 

310.305, 314.80, 314.98, and 600.80) require expedited reports of 

postmarketing adverse drug experiences (see table 2). The 

20 



following persons are subject to these postmarketing expedited 

safety reporting regulations: 

Manufacturers, packers, and distributors (also shared 

manufacturers, joint manufacturers, or any other participant 

involved in divided manufacturing for § 600.80) whose name 
lrvsed 2, 

appears on the label 0 
f-k 3 

In this document, the term "applicant" will be-used instead of 

the term "licensed manufacturer" for persons with approved BLA's. 

21 



l A-~piicants with approved NDA ‘s ($31%80/ and Abbreviated New Drfq 
Awwlicatiom (ANDA ‘s) &31J.98); 
l Licensed nmamfactm-ers with approved BLA ‘s &600.80); _ _ 

r 

- with an approved 
NDA, ANDA, or BLA (,.@314.80. 314.98 and 600.801; and 
flA4amrfacturers.s. packers. and distribzltors whose name appears on the label of a 
yrescriytiojr .jlug product marketed without an a.vproved ND4 or ANDA ( 
310.365). 



Table 2 .--Currently Required Postmarketing Safety Reports 

erious an 
unexpected adverse 
drug experience1 

manufacturer 
5 calendar days Packers and 

distributors 

licant instead 

and 600.80) and joint 
manufacturers, shared 
manufacturers, or any 
participant involved 
in divided 
manufacturing 
(5 600.80) 
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Table 2.- -Currently Required tmarketing Safety Reports (Continued) 

Type of Report Safety Type of Information 21 CFR Section Submission Timeframe Persons with 
Report Reporting 

Responsibility 

Expedited 
report 

Periodic 
report. 

Blood Fatalities 606.170 As soon qs possible Blood 
safety (oral or written) establishments 
report and 7 days (written) 

Periodic l Narrative summary and 314.80, 314.98, Quarterly for 3 Applicants 
adverse analysis of adverse drug 600.80 years from the date 
drug experiences that occurred of U.S. approval of 
experience during the reporting the application and 
report interval including 15-day then annually 

Alert reports previously thereafter 
submitted to FDA' 

l Individual case safety 
report for each adverse 
drug experience not 
submitted to FDA as a 15- 
day Alert report, 
excluding reports from 
postmarketing studies, 
reports in the scientific 
literature, and foreign 
marketing experience' 

l History of actions 
taken. 

'For spontaneous reports, adverse drug experiences are submitted whether or not they are considered drug related; 
for study reports, adverse drug experiences are submitted if there is a reasonable possibility that the drug caused the 
adverse drug experience. 

aSection 310.305 also includes packers and distributors. 

%ections 314.80 and 314.98 also include manufacturers, packers and distributors. Section 600.80 also includes 
manufacturers, packers, distributors, joint manufacturers, shared manufacturers, or any participant involved in divided 
manufacturing. 
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Applicants with approved NDA's, ANDA's, and BLA's must also 

submit periodic reports of postmarketing adverse dru 

under §§ 314.80, 314.98 and 600.80 (see table 2). LIULLL 

Existing regulations, under § 606.170 (21 CFR 606.170), 

require expedited reports of fatalities associated with blood 

collection or transfusion (see table 2). The report must be 

submitted to FDA by the collecting facility in the event of a 

donor reaction and by the facility that performed the 

compatibility tests in the event of a transfusion reaction. 

J<IA3 . I . Terms Used in This Document 

The terms "sponsors," "manufacturers," and "applicants" are 

used in this proposed rule to describe, as appropriate, persons 

with safety reporting responsibilities. "Sponsors" is used to 

describe persons subject to the premarketing safety reporting 

regulations. "Manufacturers" is used, unless otherwise 

specified, to describe persons subject to 

safety reporting regulations under § 

used to describe persons subject to the ‘postmarketing safety 

~ThJ 
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h,fcuru fcrctrrrers of prescription drug products marketed withorr t an approved 
01. ANDA are not required to submit periodic reports of postmarketing adverse drug 

P 

Jo P Current safety reporting reg-ulations under ff 310.305. 314.80. 314.98. 600.80 
P and 606. I70, us weli as the provisions of this proposed rule, do not apply to voluntary or++/3 

reporting of adverse drug exveriences to companies or renulatory authorities /e.g. FDA) - 
by an individtlal (e-a.. health care professional. consumer). 



reporting regulations under §§ 314.80, 314.98, and 600.80; for 
1 

§ 600.80, "applicants" includes participants involved in divided 

manufacturing. 

I1.B. Rationale for This Proposal 

II.B.l. International Standards 

s explained in the October 1994 

and standards CIOMS (59 FR 54046 at 

62 FR 52237 These organizations were formed to 

facilitate international consideration of issues, particularly 

safety issues, concerning the use of global data in the 

development and use of drugs and biological products. 

lf15 
pJ@. 

ICH has worked to promote the harmonization of technical 

requirements for the registration of pharmaceutical products 

The European Union, Japan, and the United 

. s-on internatllfety r- I 

. . 
- . FDA believes 

the changes recommended by ICH and CIOMS will result in more 

effective and efficient safety reporting to regulatory 
)bJ5M7 

authorities worldwide. 8 
b 
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< 
: Mazy of the amendments that are be& proposed in this Memaking are intended fo harmonize our safe& reporlinx requ,+emenis 

with in fernationanl standards devetrloved by CIOA4S and I%H (see Tab/e 4 of ihis remenrs 
document). -1 I- . . . . . J *I A-.-. :r:,,,, ;.-4-. I. CI‘IJ 7 1 1 - I 

% 5 

The World- The World Health Or&niza~jon ‘s CIOMS working floups have been comprised of 
,-epresenlalive.~ from repulatorv authorities, including FDA. and the pharmaceutical 
jilduslry. These grolrys have worked to deveio-p recommendations for standardization of 
internaliona/ re,yortjng of yostnmrkelin~ adverse reactions by the pharmaceutical 
industry to regulntor)t allthorities. 

ICH was organized 10 provide an o,q,?ortunitv for tripartite harmonization initiatives 
go be developed witJ7 irtpurt from regulatory and indusirv yepysentatives. . . , 

United States. Xhe six ICH svonsors are the European Commission; the European 
Federation of Pharmaceutical Industry Associations: the Japanese Ministry of Health 
and Welfure; the Japanese Pharmaceutical Manufacturers Association: the Food and 
Drup Adminis fraiion; and the Phurmaceutical Research and Manufacturers of America. 

One ICH initiative is to harmonize certain safety reporting requirements of the three 
reaions. Through the ICH urocess, recommendations have been developed regarding the 
content, format, and reverting frequency for expedited and periodic safety reports for 
human drugs and biological wroducts (the KH E2A and E2C g-uidances). In addition, a 
standard medical terminology for renrlatorv uurposes. MedDRA. has been develoued 
(KH MI). Worldwide implementation of this initiative is in process. FDA. which has 
been actively involved in the development of lhese recommendations, has impiemen fed 
some of them (the October 1997 final rule) and is proposing to implement others in this 
rulemaking * - 

_ - 

A !c-- 



For exanrpie, 
postmarkefi??g periodic safetv reports are, for thz most part. curre??tly submitted to 
reguiafosy a?llhor-ilies ~JJ Ihe three re@o??s at differei?t tin?es with different forr??ats aT?d 
COJlfeJJi. hJkmJCJliOJJi7~ harntoniznlio?? efforh are begiF?F?i??g 10 decrease SOn?e Of these 
di ffeiwxes. brl t harnc 
frequelrcy, of lhese reports by all co?rl?tries in the three rezio??s is esse??tial to elin?i??ate 
?t????ecessary reporti??g b?rrde??s OII i??dr?strv so that con?pa??ies ca?? foc?ls o?? the safety 
yrofikes of their prodttcts ar?d ~tot OFJ the differelrt reporti?? reclnirentenfs of differe??t 
regions. The PSLJR recon?n?e??ded for posfn?arketir?g periodic safety reportir?g in the ICH 

* E2C pnidat?ce provides reg?/latory nttfhorities with a con?prehe??sive overview of the 
safety profile of a product afoF?g with other reIesat?t inforn?afior? such as estimates of 
worldwide pa~ie??t expoarre al?d worldwide marketing status of the product. hl this 
Ivlen?aki?Jz, FDA is proposir?g to req?!ire submission of PSUR ‘s for certain products (see 
sectioF?s III. E. 2 a??d III. E. 5. a of this document). FDA is a/so iuterested ~FI receipt of 
additional i??fotmation and is PYOPOS~W to require that such information be sftbmitted 
wilh these reporls as apve??dices (e.g., covv ofcurreT?t U.S. approved labeling 
infornmlion OJJ n?edicatio?? errors, resisla??ce to a??timicrobia/ dr?ca products ar?d class 
actior? Iaws~ti~~) {see sectior? II1.E. 2.k of this doctiment). Thus, compar-ries caz? pr’epare the 
same core docrm?er?t for all three rezior?s a??d any additio??aI ir?forn?atior? req?rired by 
FDA wo?,ld sin?pIv be aftached lo fhis document. 



[-l international harmonization &n-?- 

p&+-v 
L 

tandardization &Y&+&FDA is proposing to use MedDRA as the 
d 

standard medical terminology for reporting purposes under this 

ruleyq m--, 1 1-r zL"w I 
F2gf 

recognizes that alternative 

standard classification systems for clinical information exist in 

the United States and supports the national health data 

standardization initiatives underway in the United States under * 

the Health Insurance Portability and Accountability Act. 

Although this proposed rule does not impose reporting 

requirements on health care providers, the agency recognizes that 

clinicians, medical centers, hospitals and others may report 

safety information to pharmaceutical companies. These third 

parties may employ clinical terminology standards that differ 

from those proposed here. Therefore, the agency invites comment 

on the unintended potential impact of this proposed rule on those 

parties not subject to FDA's safety reporting requirements. The 

agency also invites comment on the po 

approaches for facilitating 
T 

onizmn c+=cn~&~?~$ such 

as mapping between alternative terminologies and MedDRA. 

II.B.2. Quality of Postmarketing Safety Reports 

In light of the recommendations of ICH and CIOMS, FDA has 

reviewed its postmarketing safety reporting regulations for human 

drugs and licensed biological products and identified additional 

changes that the agency believes would further enhance 
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.eJ$orf is siandar-dizatiorl 
ilator q medical termirrokoqLLI/ed or re y purposes. As noted abose, /Cl+ has -f p 

developed MedDllA f?jr this pur[?ose. e#&=t+Currerrtfy, companies use variol,s medical 
fern?i~lolo~ie.s for safe fv reporfing purposes (e.g.. World Health Organization ‘s Adverse 
Reaction Termir~ologv (WHOA R T), Coding Syn~hoIs for a Thesaurus of Adverse Reaction 
Terms (C&XART}. Japan’s Adverse Reaction Terminology (J-ART)). The established 
terminologies have been criticized for a number of reasons, includitg: Lack of 

w specificity, limited data retrieval options. and an inability to effectively handle complex 
combinations of signs and symptoms (Indromes). In addition. use of different 
terminologies at different stages in the development and use of products comaiicates data 
retrieval and analvsis of information and makes it difficult to effectivelv cross-reference 
data through the lifetime of a product. Internationallt? communication is impaired 
between regulatorv authorities because of the de&s and distortions caused bv the 
translation of data from one terminologv to another. . 

Use of different terminoioaies also has siMficant consequences for 
pharmaceutical firms. Companies operating in more than one jurisdiction have had to . 
adjust to subsidiaries or clinical research ornanizations that use different terminologies 
because of variations in data submission requirements. The difficulty of analyzing! data 
comurehensiveiv mav be comvounded bv use of incompatible terminologies and could 
lead to delavs in reco.gnizing wotential public health problems. 

For these reasons. it is critical that a sinale medical terminology be used 
internationallv for coding postmarkeling safetv reverts. FDA is propxing to use 

. MedDRA for this purpose (see section III-F. 2 of this document). MedDG is the best 
choice because if was developed with input from rezulatorv authorities and industrv and 
the problems associated with the other terminologies were taken into consideration 
during development ofMedDRA. Some companies have begun to voluntarilv submit their 
postmarketing safetv reports to FDA coded usiny MedDRA. 



gfor reports of serious 
IJ'":cco 

adverse drug experiences 
x 

Mroposed to be called SADR's in this 
Q FP*~~A 

( p&i- 8 0 
proposed rule; see section III.A.1 of this document). 

G- 
c- ,'- i-b 111 

. . m pbr SADR's that are determined to be nonserious, 

not as much information would need to be acquired/ 
A.449 

A 
II.B.3. New Postmarketing Expedited Safety Reports 

FDA. currently requires postmarketing expedited safety 

reports for serious and unexpected adverse drug experiences 

6 
It 

rcd%*T be called SADR's in this proposed rule; see section 

11sA.l of this document). To facilitate identification of 

significant safety problems, FDA is proposing that additional 

safety information be submitted expeditiously 
d 

o 
&&J-I 

the agency for 

marketed drugs and biological products. Thi=: in-Id 
A 

5 v / SADR's that are unexpected and for which a 

determination of serio 

with unknown outcome). 

unexpected SADR '4 with unknown outcome ofjother similar 

unexpected SADR's with a known serious outcome that are on file 
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that FDA receives are complete atld of very high qrmlitv. Others are incomplete, of 
mediocre or poor cpditv or both. makill it difficult to ascertain? the siz?nificance of these 

reports. In the Jatter cases. FDA is umrecessarilv spending corrsiderabie amounts of time 
trying to collect additional information for the reports. 

5 To address this problem. FDA is proposing ameitdments to its postmarketing safety 
reporting requirements. For most of these amendments, a risk-based approach is being 

* proposed fi e., greater emphasis and effort would be required - ^ 

Or”?’ 

d 

while Jess information wotdd be reqt&d for hanserious adverse drug 
experiences (adverse drug exDeriences - 

0% 
.I I 

FDA is proposing that complete 
informafioz2 be submitted for reports of serious SADR s (see section I/I. C.5 of this 
docrmtentl fl . . w. . If complete ir!formatiou is not availnble. it7 some cases. a foiJowzrd repors 
wouJd be required fi e.. for serious. rntexyected SALI@ ‘s) (we sectjot //I.D. G 0 f this 
documeufl. OH the other hand 4 

o4 - 



(Isee section IIIC.5 of this document). 
Amfher tmwr~dn~ent would reauire direct contact with the initial reporter of au SADR 

bv a health care pmfessioual at the con~~am~ for cofkectiou of cerfairl uostmarketitgq 
safetv information (e.g.. collectiorl of foliclwrtp i~lformafion for a serious SADR) (see 
section III.A.6 of this docume?rf). Currently. some companies rise this approach for 
colfectirlg irrformatiotz, whereas others send the ittitial re[lorter a letter. The latter case is 
a uassive ap.uroach which, irt FDA ‘s experience. results in limited acquisition of new 
information. Mnrosi cases, the-initial reporter simuiv does not resuoild to the letter. 
Instead. twinF an actiye auuroach. as proposed h-v FDA, companies would more like& 
obtain the additiotml information needed for an SADIL Thus. use of this a,uroach should 
result in submission of higher qualify reports to FDA for review. 

Another ametldment would require that a licensed phvsician at the company be 
re,vonsible for the content of uostmarketi~la safety reuobts submitted fo FDA (see 
sections //1.,E. 1. h. I1I.E. 2.k.xi and II. F-4 of this document). As in the previous examples, 
some companies currently use licensed vhvsiciaus for this purDose. whereas others have 
their uostmarkefiug safety reports vrepared and submitted hv clerical persormel with no 
health care traiuijlp. ‘Ir?e medical significance of posfmarke fit12 safetv reports warrants 
review bv a licensed yhvsician. The agency belieses thaf licensed physicians woNId 
ensure submission of hirrh quality reports to FDA that articuIate2v convevs all clinical/y 

vatlf irrforrrmtion associated with at1 SADR. 



expedited mam?er. III other cases, the informafior? is r?ot currently reatlired to be 
submitted to the aget?cy. 

II B, 3. a. Medicntion errors. Ii? 1999. the Institute of Medicine (IOM) issued a revert, 
“To Err is Human: Building a Safer Health Svstem. ” that cited studies and articles 
estimatjr?g the number of Americans dyina each year as a result of medical mistakes fo be 
betweez? 41.000 ar?d 98,000 (Ref IO). The IO&l report col?cluded that preventable 
adverse drug evelrfs impose sig??ificant medical, persoi?al. and economic costs to the 
Utited States. 

Req?ririr?g medication errors to be revorfed in at? expedited manner to a centralized 
tocatior? would provide a systematic approach for collecting comprehensive informatio?? 
‘or? these errors a??d result iz? fimelv assessmerlt of the information. Various 
organizations ar?d health care professio??al associations. including the I999 IOA4 report 
have advocated mandatory medicafior? error reporting efforts. as we0 as encouragement 
of voluntary efforts, aimed at making sure the svsten? contim4es to be made safer for 
patients. Such a system worild provide the v?lblic with a higher level of protection by 
ass?rrir?g that the most serious errors are investigated a??d reported, and that apvteopriate 
.followrrv action is fake?? both bv FDA and the con?paJlv whose product is associated with 
the error. Second. it wo?rId vrovide comvanies with au incentive to improve patier?t 
safety regarding n?edicatioJ? errors associated with their vroducts. Finally. it would 
require that FDA arid the vharmace?ttical industry make some Ieseel of investntctlt if1 
preveiifii?~ ?nedicalioJ? errors arid imProvii?$? vatient safety. I?? some instances, 
i??forn?afio?? gathered through this tvve of a reportir?g system and aiialvzed for root 
causes can lead to various chames within the health care system to prevent or minimize 
recurrence. 

Currently. FDA mair?tair?s both a vool?n?fary adve?-se event reporting system for health 
care vrofessiormls, through MedWatch (the Medical Prodrlcts Reporting Program). and a 
mandntory adverse event reporfiig system for compatries subject to the agency ‘.P 
posfmarke fitly safety revortim remiafions. Through these systems, FDA receives on/v 
about 3,000 reverts of medicatio?? errors aJ?i?uailv. FDA believes that fhese sqfef y 
reverting systems do not adeqrmtelv address the natrue atrd extent of vroblems caused bv 
medication errors. IJI most cases, safety reports associated with a medication error are 
??ot idejrtificd it? the report as being associated with a?? error. butend. the reporf only 
highlights the effict of the medication error (e.g., patieJ?t experienced a seizure). This 
information is riot sufficierrt for FDA to ider?tifi medicatio?? errors that could be avoided 
in the firture. For cases fhat il?volve a medicatior? error, the safe& report needs to be 
identified as a s?rsvected medicalio?? error so that the reQort can be appropriafely 
analyzed and trddressed. FDA concludes that ai? explicit requirement for reporting 
medicafio?? errors by contpanies subject to the agemy 3 posfntarketin~ safety regorting 
r.egulatior7.r is ueeded lo adecruatelv assess curd respolrd to the problem. 

FDA is therefore vrovosing to remire that these compmies submit to the agency 
exveditiorlslv ail domestic revorfs of aclrla! ar?d yoterrtial medication? errors (Tee section 
III. D.5 of this document). FDA wo?/ld review it?for*mafio?? about suspected medicafior? 
errors to detern?ii?e at? apvropriafe risk maria~emer?~ v/ail fe.n.. chariaes 10 the 
p?-opriefarv ??ame, iabeis, fabelina or vacka!Zi??a of the drrln OJ’ biological product or 
educational initiatives to vrotecf prrblic health). This provosal, which is consistent with 



one of the Department of Health and Human Services ’ major health initiatives. would 
‘allow FDA to form the framework for building a comprehensive risk assessment and 
management svstem for preventable SADR ‘s. This proposal is also responsive to & 
I999 IOh revert, which states that “the Food and Drug Administration /FDA) should 
increase atte?ltion to the safe use of drugs in both pre and postmarketing process ” by 
“establishing appropriate responses to problems identified through post-marketing 
surveillance. especialiv for concerns that are perceived to require immediate response to 
protect the safetv of patients. ” 

II. B.3. b. Unexpected SADR ‘s with unknown outcome. FDA is also proposing to 
require that companies subject to the agency ‘s postmarketina safety reporting 
remlations submit to FDA in an expedited report a.. 

, (see section III. D. 3 of this 
documentl. This infbrtirafion is currentlv submitted to FDA. but, in most cases. not in an 
expedited manner. A company that receives a report of an adverse drug experience is 
able. in most cases, to determine if it is serious or nonserious (i.e., whether it meets the 
regulatory definition of serious), but in some cases. this may not be possible. Currentlv, 
most companies that are not able to make this determination designate the adverse dr-ug 
experience as nonserious and include it in their next quarterly or annual postmarketing 
periodic safetv report. In some of these cases. the adverse drup experience is, in fact, 
serious even though the company was not able to make this determination. FDA needs to 
receive reports of SADR ‘s with mkt~owr~ outcome expeditious/v if the SADR is 
unexpected so that the agency can evaluate the report in light of other data and 
informatio?r available to FDA to attempt to determine if the SADR is serious, I- 



with the agency 

id ‘3 0 
-k , certain SADR'sn/ce.g., 

ventricular fibrillation, liver necrosis, tragsfnission of an 

infectious agent by an approved product)iWz COW t=: 

717 -whether 

the SADR is unexpected or expected and whether or not the SADR 

l'eads to a serious outcome. 
$.&I@ 

/I 
a-.-. . LO >n 

rory?rt-c nf nt * - t .s 
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_-_- __ . . . . ..,..I,....... -..-- - ..- ..- --_ .-..“. 

_ . . . II, B. 3.~. Always expedited reports. e , FDA is  also 
proposing fhaf compir~ies  subjec t to the agemy ‘s  postnmarketiltg safety reeporfi~~~ 
regulations  ahvays submit to FDA in an expedited report 

which may 
.leopardize the patient or subiec t an&or require ntedica l or surgica l intervention to treat 
the patieni or suh&cJ 

or?/4 

, II - flyee sect ion III. D. 4 of this  document) M+&&% . . . . @ . Curreflflv . a/! of fhese adverse drug 
experiences  are submitted to the apencv for review, but otdv some of-!hem are submitted 
in an expedited safetv report (i.e.. if the udverse druz experience is  ser ious  and 
mexpecfed). FDA is  proposing that all of them be submitted expeditiously - -_ . . 

. . This  is  because of fhe medical gravi@ qf 
these SADR ‘s . For example. even though the labeling for a product indicates thaf 
ve lz ty icu jar fibrillation mav be assoc iated with me of fhe product and thus not subjec t to 
expedited reporting to FDA (i.e.. SADR is  expected), the azerlc y  tweeds to review each 

new report of ventricular fibriiration for this  product as quick& as poss ible to ascertairr if 
there is  a qualitative or quantitative change in the nature of fhe SADR. Information from 
these reports couid result in either new s tudies  being undertaken to evaluate the SADR or 
appropriate rezulatow action bv FDA Ce.2.. labeling change. dis tribution of Dear Health 
Care Prqfessiona! letter. restrictiun on dis tribution of product* withdrawal of product i 

from the market). i 



II. B. 3.d. Blood and blood component safety reports. ^_ 

_I 

With regard to blood an> bliod 
f g . red blood cells, plasma, platelets. cryopreciaitated AHF). FDA is corn 0treirf.s e. . p 

Ijroposing that blood establishments submit reports fo the agency for all serious SADR s 
associated with blood collection and transfi~sion, in additio?l to their current regzrirement 

w at 21 CFR 606. I70/6) to submit reports of fatalities fsee section M.D.12 of this 
doczmteut). This vrovosed safety reportinp requirement would not impose significant 
new burdens on blood establishments. This is because under 21 CFR 606.170(a) blood 
collection and transfilsiou facilities are currently rerluired to cotzdtlct investigations and 
prepare af?d mainfain reports of all adverse events associated either with the collection 
or transfilsion of blood or blood comvonents. Ehe provosal would sim& re&re that 
re.vorts of serious SADR s that are clrrrently maintained by the facility. be submitted to 
the agency wilhin 45 calendar davs of occturence rather than only having these reports 
be reviewed by FDA at the time of a?? insvection. Thus. not all serious SADR ‘s are 
reported to FDA for blood and blood comuonents. FDA believes that it is critical that we 
receive all such reports to enhance donor safety and also to enmre the safety, purity rind 
potency of bkood az?d blood components for administration to patients. 

1~1 the past, the agency has received some vohmtary reverts thaf have helped to 
identify errors in n?ar??rfact?rri~?g aF?d defects in products used to collect blood. For 
example. in 1997. FDA received reports from a blood establishment of allergic adverse 
reactions to red blood cells that had been leukoreduced using a bedside filtration method 
in hematology or o??coloay uatients receivinp mrrltipie transfirsions. The reactions were 
related to several Iois of Hemas?rre Leukonet filters. The symptoms included bilateral 
conjunctival edema, severe headaches, eye vain, nausea sometimes associated with 
vomiting and joint pain. A ffer investization a??d ana?ysis of the reports by FDA, the 
mam~facturer disconti?med productior? of the filter. Vohrntary reporting of the adverse 
reactions by the blood establishment brotraht the issue to the attention of FDA. 
However, the time to resolutior? may have been shortened had these been required fo be 
reported to FDA from all blood centers. 

With regard to the safely of donors. FDA review of adverse event reports is imvorfan; 
and has resulted i?? detection and correction of problematic collecfion procedures. 



During an inspection. FDA field qfficers identified a blood coliection center that had 
numerous donors with vasovazai reactions that required treatment by emergency medical 
personnel. In some of these cases, the donors had to be tt-anst?orfed to a hosDita1 
emgrgency room for treatment. Upon investigation. FDA determined that the center had 

failed to establish a lower limit for biood pressure measurements for donors as required 
by 21 CFR 640.3. Had these serious adverse events been required to be reported to 
FDA, immediate analvsis of them is iiketv to have identtfied the uroblem sooner. 

XJtus. required reverting of all serious SADR ‘s related to blood collection and 
transfirsion would enhance FDA ‘s abiiig to take appropriate action zo urotect the blood 
sup& more consistently. Currently, there is no assurance that FDA will receive reports 
of serious SADR ‘s that have the potential to adversely affect both the donors and 
recipients of the nation ‘s blood SI~PP~Y. Such information is essential for evaluating the 
agency ‘s scientific aud reallatorv policies arrd for monitorina indzrstrv practices and 
their implications 017 blood safe& 



II.B.4, Bioavailability and Bioequivalence Studies Not Subject 

to an Investigational New Drug Applicatik (IND) 

FDA is also proposing to amend its bioavailability and 
f- /g&&-& &/. & &piL ,&-- 4) 

bioequivalence regulations under part 320 (21 CFR part 320). 
4 

Under the existing regulations at § 320.31, persons conducting a 

bioavailability or bioequivalence study in humans are only 

required to comply with the IND requirements of part 312 (21 CFR 
* 

part 312) for certain products or for certain types of studies. 

This proposed rule would require submission of expedited safety 

repoaias prescribed under § 312.32 for human bioavailability 

and bioequivalence studies that are not being conducted under an 

- -l*-‘- - 

experiences 
., for seriozu, zrnexpected adverse 

(adverse experiences proposed to be called SADR ‘s in this proposed rz//e, 

see section II1.A. I of this document) _ - 

\ FDA believes that bioavailabiiity and bioequivalence studies that are not being 
condzrcted under an IND are, in general, safe. However, the agency is occasionallv made 
aware of safe+related infornzafion associated with these tvues of stzldies. This 
information could either reflect a problem with the drug product being evalztated or with 
the stzrdv desimz being used. Timely review of serious. zlnexpected SADR 3 from these 
stzldies is critical to enszve the safety of study subiects. FDA would use ihis infor-matiorz 
to determine if the siztdv design needs to be altered or if the stzidy needs to be stopped. 
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11-C. New Safetv Reportinq Abbreviations 

Tabl‘e 3 provides a list of new safety reporting 

abbreviations that are used in this docume'nt. 

Table 3.--New Safety Reporting Abbreviations 

Phrase Abbreviation Reference in Section 
III of this Document 

Company core safety information CCSI A.9 

Interim'periodic safety report IPSR E.3 

Medical dictionary for regulatory MedDRA F-2 
activities 

Periodic safety update report PSUR E.2 
I 

Suspected adverse drug reaction SADR A.1 

Traditional periodic safety report TPSR E-1 ' 

11-D. Hiqhliqhts of Proposed Chanqes to FDA's Safety Reportinq 

Resulations 

Specific changes to FDA's safety reporting requirements, as 

described in this proposed rule, are identified in table 4. 
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Table 4.- -Highlights of Proposed Changes to FDA's Safety Reporting Requirements 

314.80, 314.98, 
and 600.80. 1 

to “suspecte 
and “adverse experience” changed to “suspected adverse reaction 
(SAR) ” (A. 1) 

l Indlvldual case safety reports from clinical trials based on 
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Table 4. --Highlights of Proposed Changes to FDA's Safety Reporting Requirements 

Changes only apply 
to 312.32 nsor ox inve 

report for information sufficient to consider product 
administration changes (0.2) 

or certain medically signif icanr SADR’ 6 
cted and whether or not the SADR leads 

owup report for lnltlal serious and unexpected SADR 

equired to acquire certain safety information (A.6, 

and medication errors reports (A.5, C.5, D-1, 
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Table 4. --Highlights of Proposed Changes to FDA's Safety Reporting Requirements 
(Continued) 

Zhanges only apply 
to 310.305, 314.80, 
314.98, and 600.80 

ing requirements for spontaneous reports codified (A.7, 

reports at times other 

E.f.k.v, E.3) 
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Table 4. --Highlights of Proposed Changes to FDA's Safety Reporting Requirements 
(Continued) 

to 314.80, 314-98 l Semiannual submission of certain spontaneously reported 
and 600.80 individual case safet 

eriodic safet 

Ion In a e minimum 

ire a full data set 

* Individual case safety reports forwarded to applicant by FDA 
required to be included in comprehensive safety analysis (C.2) 

No 

* Information on resistance to antimicrobial drug products 
(E.2.k.vii, E.3) 

No 

* Number.of copies of periodic safety reports required to be 
submitted to -FDA (C-3) 

No 
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Table 4 .--Highlights of Proposed Chu es to FDA's Safety Reporting Requirement 
(Continued) 

21 CFR Section Proposed Change (reference in section III of this document) 
.~ .~ 

Is the Change Based 
+ on ICH (ICH 

guidance) ? 

Change only applies * Requirement to submit safety-related information in No 
to 314.81 and postmarketing annual report revoked (J) 
601.37r 

Change only applies l Investigator safety reporting requirements revised No 
to 312.64 (b)’ 

Change only applies l Submission of expedited safety reports required for human No 
to 320,31(d)’ bioequivalence and bioavailability studies which are exempt from 

submission of an IND (K) 

Change only applies 
I 

* All serious SAR’s required to be submitted to FDA for blood and 
to 606, 3705 blood products (D.12) . 

‘Section 310.305 describes postmarketing safety reporting regulations for prescription drug products marketed 
for human use without an approved application; 9 312.32 describes premarketing safety reporting regulations for 
investigational drugs and biological products; 5 314.80 describes postmarketing safety reporting regulations for human 
drugs with approved NDA’s; 5 314.98 describes postmarketing safety reporting regulations for human drugs with approved 
ANDA’s; and 5 600.80 describes postmarketing safety reporting regulations for human licensed biological products with 
approved BLA’s, 

‘Section 314.81 describes postmarketing annual reporting regulations for human marketed drugs with 
approved NDA’s; § 601.37 d escribes postmarketing annual reporting regulations for pediatric studies of human 
licensed biological products with approved BLA’s. 

‘Section 312.64(b) describes requirements for safety reporting to sponsors by investigators. 

4Section 320.31 (d) describes bioequivalence and bioavailability requirements for studies which are 
exempt from submission of an.IND. 

SSection 606.170 describes safety reporting and recordkeeping requirements for blood and blood 
products. 
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III, Description of the Proposed Rule 

III-A. Definitions 

III-A-I.. Suspected Adverse Drug Reaction (SADR) 

FDA'S existing premarketinq safety reporting regulations in . 

§ 312,32(a) define "associated with the use of the drug" to mean: 

"There is a reasonable possibility that the experience may have 

been cau:ed by the drug." 

FDA's existing postmarketing safety reporting regulations in 

§§ 310.305(b), 314.80(a), and 600.80(a) define "adverse drug 

experience ("adverse experience" for § 600.80(a))" to mean: 

Any adverse event associated with the use of 

a drug ("biological product" for § 600,80(a)) 

in humans, whether or not considered drug 

(tlproductll for § 600.80(a)) related, 

including the following: An adverse event 

occurring in the course of the use of a drug 

(V1biological" for § 600.80(a)) product in 

professional practice; an adverse event 

occurring from drug overdose ("from overdose 

of the product" for § 600.80(a)) whether 

accidental or intentional; an adverse event 

occurring from drug abuse ("from abuse of the 

product" for § 600.80(a)), an adverse event 

occurring from drug withdrawal ("from 

36 



withdrawal of the product" for § 600:80(a)); 

and any failure of expected pharmacological 

action. 

Proposed § 312.32(a) would replace the term '*associated with the 

use of the drug" with the term "suspected adverse drug reaction 

(SADR)." Proposed §§ 310.305(a) and 314-80(a) would replace the 

term "adyerse drug experience" with the term "suspected adverse 

drug reaction (SADR) r, (see section III.C.l of this document 

regarding reorganization of § 3X0.305). Proposed § 600,80(a) 

would replace the term "adverse experience" with the term 

nsuspected adverse reaction (SAR)." In this document the term 

"adverse drug experience" is synonymous with the term "adverse 

experience" and the'abbreviation "SADR" will be used for both 

sSADRit and " SAR , " except when reference is only being made to an 

"SAR , " in which case the abbreviation "SAR" will be used. 

Proposed §§ 310,305(a), 312.32(a), 314.80(a), and 600.80(a) would 

also replace the definitions for "associated with the use of the 

drug," "adverse drug experience" and "adverse experience" with 

the following definition for "SADR": 

A noxious and unintended response to any dose 

of a drug ("biological" for proposed 

B 600.80(a)) product for which there is a 

reasonable possibility that the product 

caused the response. In this definition, the 
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phrase "a reasonable possibility" means that 

the relationship cannot be ruled out. 

he phrase "the relationship cannot be ruled out" clarifies which 

individual. cases would be reported to FDA. Classifying a case as 

*'probably related," "possibly related," "remotely related," or 

"unlikely related" to the drug or biological product would 

signify that a causal relationship between the product and an 

adverse Event could not be ruled out and, thus, the adverse event 

would be considered an SADR. For example, in some cases an 

adverse event may most probably have occurred as a result of a 

patient's underlying disease and not as a result of a drug or 

biological product the patient was taking, but it cannot usually 

be said with certainty that the product did not cause the adverse 

event. Therefore, such an adverse event would be classified as 

an SADR because there would be at least a "reasonable 

possibility" that the drug or biological product may have caused 

the adverse event. Of course, this classification would not 

establish causality (attributability) by itself, it would only 

indicate that causality could not be ruled out with certainty. 

These proposed changes are consistent with the ICH E2A 

guidance (60 FR 11284 at 112851, which defines "adverse drug 

reaction" as: 

All noxious and unintended responses to a medicinal product 

related to any dose should be considered adverse drug 
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reactions. The phrase "response to 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. 

These proposed amendments would harmonize the agency's 

premarketing and postmarketing safety reporti 

ntaneous sources 

definition for 

"adverse drug experience" from its postmarketing safety reporting 

regulations and replace it with the 
F 

efinition for l'SADR,ll this 

change would not affect the number of safety reports from 

spontaneous sources that would be submitted to the agency because 

every spontaneous report currently must be submitted to FDA, 

irrespective of whether- the manufacturer or applicant considers 

it to be drug related (see current definition of adverse drug 

experience at §§ 310.305(c), 314.80(c), and 600.80(c)), Under 

this proposed rule, every spontaneous report would continue to be 

submitted to FDA, because, for spontaneous reports, manufacturers 

and applicants would always be required to assume, for safety 

reporting purposes only, that there was at least a reasonable 

possibility in the opinion of the initial reporter that the drug 

or biological product caused the spontaneously reported event 
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Even though FDA has harmonized its proposed definition of SADR with the 
definition of adverse drug reaction recommended by ICH, the azency wolrld like 
comment on an alternative definition for SADR: 

A noxious and unintended response to any dose of a drug product for which a 
relationship between the product and the response to the product cannot be ruled 
olrf. 

The alternative and proposed definitions for SADR have the same meaning fi. e.. a 
response lo a product is an SADR unless one is sure that fhe product did not cause the 
response). The difference between these definitions is that fhe alternative definition of 
SADR dc?es rrof include the phrase ‘ir reasonable possibilitv- ” This is because use of this 
phrase is votenliallv confiisina. The phrase “a reasonable possibility ” might be 
inter&ted differently than the phrase “the relationship cannot be ruled out. ” The 
agency defines “‘a reasonable vossibililv ” as “the relationship cannot be ruled out” to be 
consistent with ICH. FDA seeks comment as to whether the agency should use the 
alternative definition of SADR instead of the uroDosed definition of SADR. <-- 

Xlrf the proposed definition of SADR would not affect the number , 

The agencv also requests 
comment fi*om sponsors. manufacturers and ap,oiicants if their interpretation o 
these definitions is diflerent than FDA s interpretation. 

As exulained below. FDA believes that J 



as to whether use of the proposed or alternative definition of SADR would Iead to 
significant increases in reporting to the agency beyond what FDA has identified 
below. FDA is particularly interested in learning of examples of events beyond 
those identified bv the azencv that are not cxrrentIv reported to FDA but would 
be required to be reported under these definitions. 



(see sections III-A.7 and III.C.6 of this document for the 

proposed definition of spontaneous report and for discussion of 

the proposed reporting requirement for SADRs from spontaneous 

sources). 

On the other hand, with regard to clinical studies of 

investigational and marketed drugs and biological products, the 
* 

proposed definition of SADR is likely to result in an increase in 

the number of safety reports that are currently submitted to FDA 

from some studies. Current regulations at §§ 310.305(c) (1) (ii), 

312.32(c)(l), 314.80(e) (l), and 600.80(e) (1) require that 

serious, unexpected adverse experiences from a study be reported 

to FDA only if there is a reasonable possibility that the drug 

caused the adverse experience. The phrase "reasonable 

possibility" is typically interpreted by sponsors, manufacturers 

and'applicants to mean that there is a possible causal 

relationship between an adverse experience and a drug or 

biological product. It would not include adverse experiences 

considered to be unlikely or remotely related to the product. 

The proposed definition of SADR maintains the phrase "reasonable 

possibility" as part of the definition, but defines the phrase to 

mean that the relationship between a product and a response to 

the product cannot be ruled out. In some cases, this proposed 

change would result in submission of more safety reports to FDA. 

For example, under the current regulations if a sponsor or 



applicant concludes that the existence of a causal relationship 

between a drug and an adverse event is unlikely or remote, but 

not impossible, (e.g., because the event is a recognized 

consequence of the patient's underlying disease) it would not 

submit a safety report to FDA. In contrast, under the proposed 

rule, the sponsor or applicant would 

safety report to the agency for this 

relationship of the adverse event to 

be required to submit a 

SADR, because, although the 

the drug is unlikely or 

remote because of the patient's underlying disease, a causal 

relationship cannot, nonetheless, be ruled out. FDA is proposing 

the new definition for SADR to minimize situations in which an 

adverse event that proves ultimately to be due to a drug or 

biological product is not reported as soon as possible to the 

agency because the etiology of the adverse event is attributed to 

the patient's underlying disease by the sponsor, manufacturer or 

applicant (e.g., a patient's hepatic deterioration is judged to 

be related to the patient's viral hepatitis and not to the 

hepatotoxicity of the drug the patient received.) 

FDA recognizes, however, that particularly for those 

patients who have certain diseases (e.g., fatal diseases such as 

cancer), the proposed definition of SADR may result in submission 

of numerous safety reports to the agency for which the reported 

SADR is not informative as a single report because it is very 

likely to have been a consequence of the patient's disease. This 

would be true, for example, for most non-acute deaths in a 
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clinical trial evaluating a drug in cancer patients. These 

deaths would have to be reported to FDA as SADRs because a 

relationship between the drug and the deaths could not be ruled 

out with certainty.. Because such "over-reporting" may make it 

more difficult for FDA and the sponsor, manufacturer or applicant 

to recognize adverse events that are really caused by a drug or 

biologicral product, the agency wants to minimize receipt of this 

type of safety report, but in a way that does not compromise 

receipt of useful safety reports that are perceived as remotely 

related to an administered drug or biological product but that 

occur, in fact, as a result of the product. If sponsors, 

manufacturers or applicants believe that, in a specific 

situation, there is an alternative way(s) to handle adverse 

events occurring during clinical studies that would minimize 

"over-reporting" while assuring that reporting of SADRs would not 

be compromised, they are invited to-propose any such 

alternative(s) reporting method to the agency- In such 

situations, if FDA does not oppose the proposed alternative 

reporting method, the sponsor, manufacturer or applicant would be 

permitted to report SADRs to the agency according to the 

alternative method. For example, one such alternative would be 

to include in study protocols or other documentation a list of 

known consequences of the disease that would not be submitted td 

FDA in an expedited manner as individual case safety reports 

(e.g., events that are the endpoints of the study). These 
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adverse events would, however, be monitored by the sponsor, 

anufacturer, or applicant and, if they indicated in the 

aggregate by comparison to a control group or historical 

experience, that the product in the clinical study may be causing 

these events, the information would be submitted to FDA in an 

expedited manner as an information sufficient to consider product 

administJration changes report (see sections III.B.2.c and III-D.2 

of this document for discussion of this type of report). FDA 

invites comment from the public on this alternative and requests 

suggestions for other alternatives as well that would minimize 

'lover-reporting" of uninformative events and assure submission of 

meaningful reports of unexpected events. FDA also invites 

comment on reporting of these types of clinical events that occur 

in studies not being conducted under an IND (e-g., drug or . 

biological product is marketed in the United States for a 

particular indication and being investigated in a clinical trial 

abroad for the same or other indication), 

The proposed definition of SADR may result in submission to 

FDA of some reports from clinical studies and the scientific 

literature in which the reported SADR is suspected to be 

associated with the product, but, in fact, it is ultimately 

demonstrated not to be due to the product. This is also true for 

reports from spontaneous sources in which manufacturers and 

applicants must always assume,.for safety reporting purposes, 

that there is at least a reasonable possibility that the drug or 
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biological product caused the spontaneously reported event and 

submit the report to FDA. Thus, SADR reports are required to be 

submitted to FDA based on a suspected, not established, causal 

relationship between an adverse event and a drug. This type of 

reporting program allows the agency to determine more quickly 

which SADRs warrant regulatory action by FDA to protect public 

health (g-g., change in product labeling, withdrawal of product 

from the market)-. FDA receives hundreds of thousands .of such 

reports each year, most of which do not result in any regulatory 

action. gut for those reports that do represent a significant 

change in the benefit-to-risk profile of a product, this system 

is critical for developing a signal necessitating further 

evaluation of an SADR. 

Some members of the public have maintained that submission 

of‘voluntary SADR reports by health care professionals or 

consumers to manufacturers or to FDA might be discouraged because 

of concern that a person or entity might be implicated in a 

product liability action. In addition, industry has expressed its 

concern that these reports, taken out of context and used in a 

manner for which they were never intended, can create a product 

liability vulnerability. FDA is conckrned that such liability 

misuse of these reports could imperil the credibility and 

functionality of this critical public health reporting system. 

Our current safety reporting regulations at §§ 310.305(g), 

312.32(e), 314.80(k), and 600,80(l) provide manufacturers, 
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applicants, and sponsors with a disclaimer that permits them to 

deny that the safety report or other information required to be 

submitted to FDA under these regulatory provisions constitutes an 

admission that the drug or biological product caused or 

contributed to an adverse effect. For example, § 314.80(k) 

currently reads in pertinent part: 

Disclaimer. A report or information submitted by an 5 

applicant under this section (and any release by FDA of that 

report or information) does not necessarily reflect a 

conclusion by the applicant or FDA that the report or 

information constitutes an admission that the drug caused or 

contributed to an adverse effect. An applicant need not 

admit, and may deny, that the report or information 

submitted under this section constitutes an admission that 

the drug caused or contributed to an adverse effect. 

Additionally, a "disclaimer" is included on the first page 

of the voluntary reporting form used by health care professional< 

and consumers, FDA Form 3500, stating "Submission of a report 

does not constitute an admission that medical. personnel or the 

product caused or contributed to the event." A similar disclaimer 

is included on the mandatory reporting form used by manufacturers 

and applicants, FDA Form 3500A. In its notice of availability 

announcing FDA Form 3500 and 3500A, the agency reiterated that 

"Although the underlying information may be relevant to product 

liability issues, submitting the form itself, as is clearly 
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stated on the form, does not constitute an admission that the 

product caused the adverse event." (58 FR 31596 at 31600, June 3, 

1993). 

FDA seeks comment as to whether these "disclaimers" are 

sufficient to protect manufacturers, applicants, and sponsors, 

from the use of SADR reports in product liability actions. For 
, 

instance, perhaps the agency should consider also prohibiting use 

of SADR reports the agency receives in product liability actions, 

Accordingly, FDA seeks comment on the need for any further 

action to promote submission of SADR reports to the agency and 

guard against their misuse, as well as FDA's legal authority to 

take any such action. 

FDA is proposing to remove the current provisions in 

§s 310,305(c) (1) (ii), 314.80(e)(l), and 600.80(e) (1). The agency 

is proposing this amendment because the information contained in 

these paragraphs is included in the proposed definition of SADR. 

111-A-2. A Life-Threatening SADR 

FDA's existing premarketing safety reporting regulations at 

§ 312.32(a) define a life-threatening adverse drug experience as: 

Any adverse drug experience that places the 

patient or subject, in the view of the 

investigator, at immediate risk of death from 

the reaction as it occurred, i.e., it does 

not include a reaction that, had it occurred 
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in a more severe form, might have caused 

death. 

~'DA is proposing to amend this definition by adding the phrase 

"or sponsor'* after the word "investigator." Thus, reports of 

life-threatening SADR's would be based on the opinion of either 

the investigator or sponsor. In some cases, the opinions of the 

investigator and sponsor may be discordant. In these situations, 
5 

the sponsor would submit an IND safety report to FDA for the 

life-threatening SADR and include in the report the reason(s) for 

any differences.in opinions. This proposed revision is 

consistent with the ICH E2A guidance (60 FR 11286): "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 ADR's [adverse drug 

reactions] -1' 

FDA's existing postmarketing safety reporting regulations at 

§§ 310.305(b), 314.80(a), and 600.80(a) define a "life- 

threatening adverse drug experience" as: 

Any adverse [drug] experience that places the 

patient, in the view of the initial reporter, 

at immediate risk of death from the adverse 

[drug] experience as it occurred, i.e., it 

does not include an adverse [drug] experience 
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that, had it occurred in a more severe form, 

might have caused death. 

groposed §§ 310.305(a), 312.32(a), 314.80(a), and 600.80(a) would 

amend the premarketing and postmarketing definition of life- 

threatening adverse drug experience by making minor revisions. 

FDA is proposing to move the phrase "places the patient" 

("patient or subject" for proposed § 312.32(a)) before the phrase 

‘at imme&iate risk of death" and also to replace the phrase 

"adverse drug experience" with the abbreviation "SADR." 

111-A-3. Serious SADR, Nonserious SADR, and SADR With Unknown 

Outcome 

FDA'S existing premarketing and postmarketing safety 

reporting regulations at §§ 310.305(b), 312.32(a), 314.80(a), and 

600.80(a) define a serious adverse drug experience as: 

Any adverse [drug] experience occurring at 

any dose that results in any of the following 

outcomes: Death, a life-threatening adverse 

[drug] experience, inpatient hospitalization 

or prolongation of existing hospitalization, 

a persistent or significant disability/ 

incapacity, or a congenital anomaly/birth 

defect. * * * 

Proposed §§ 310,305(a), 312.32(a), 314.80(a), and 600.80(a) would 

amend this definition by removing the phrase "occurring at any 

dose," because the proposed definition of SADR includes the 

1. *  
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phrase "response to any dose of a drug ("biological" for proposed 

§ 600.80(a)) product" and it is unnecessary to refer to "any 

3ose" in both definitions- FDA is also proposing to amend this 

definition by replacing the phrase "adverse drug experience" with 

the abbreviation "SADR" for consistency as proposed previously. 

Under proposed §§ 310.305(a), 314.80(a), and 600.80(a), FDA 

would amend its postmarketing safety reporting regulations to 

define the term "nonserious SADR" to mean: "Any SADR that is 

determined not to be a serious SADR." FDA is proposing to add 

this definition to clarify what constitutes a nonserious SADR. 

S~~~~s~would only be classified as "nonserious" if manufacturers 

and applicants have determined that the reaction does not meet 

the definition of a serious SADR. If the outcome for an SADR is 

not known, a determination of seriousness cannot be made; the 

%DR would not default to a mnonserious" designation, but would 

rather be classified as an "SADR with unknown outcome" as 

described below. 

Under proposed §§ 310.305(a), 314.80(a), and 600.80(a), FDA 

would amend its postmarketing safety reporting regulations to 

define the term "SADR with unknown outcome*t to mean: "An SADR 

that cannot be classified, after active query, as either serious 

or nonserious." FDA is proposing to define this term to describe 

those SADR's for which an outcome (i.e., classification as either 

serious or nonserious) cannot be determined. FDA believes that, 

in most cases, manufacturers and applicants are usually able to 
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determine the outcome of an SADR. However, in a few cases, this 

may not be possible, even after active query, and these SADR*s 

Mould be designated as "SADR with unknown outcome" (see section 

III.A.6 of this document for proposed definition of active 

query) - 

111-A-4. Contractor 

Under proposed § 310.305(a), FDA would amend its 

postmarkkting safety reporting regulations to define the term 

"contractor" to mean: 

Any person (e.g., packer or distributor 

whether or not its name appears on the label 

of the product; licensee; contract research 

organization) that has entered into a 

contract with the manufacturer to 

manufacture, pack, sell, distribute, or 

develop the drug or to maintain, create, or 

submit records regarding SADR's or medication 

errors. 

Under proposed § 314.80(a), the term "contractor" is defined 

as persons (e.g., manufacturer, packer, or distributor whether or 

not its name-appears on the label‘of the product; licensee; 

contract research organization) that have entered into a contract 

with the applicant. Under proposed § 600.80(a), the term 

"contractor" is defined as persons (e.g., manufacturer, joint 

manufacturer, packer, or distributor whether or not its name 



appears on the label of the product; licensee; contract research 

organization) that have entered into a contract with the 

applicant (includes participants involved in divided 

manufacturing). FDA would define this term to specify which 

contractors would be subject to the agency's postmarketing safety 

reporting requirements under proposed §§ 310,305(c)(2)(xi), 

314.8O(cJ (2) (x>, and 600-80(c) (2) (x) (see section III-D.9 of this 

document). Persons under contract to manufacture, pack, sell, 

distribute, or develop the drug or licensed biological product, 

or to maintain, create, or submit records regarding SADR's or 

medication errors (whether or not the medication error results in 

an SADR; see section III-A.8 of this document) would have 

postmarketing safety reporting responsibilities. 

III.A.S- Minimum Data Set and Full Data Set for an Individual 

Case Safety Report 

Proposed §§ 310.305(a),'312,-32(a), 314.80(a), and 600.80(a), . 

would' amend FDA's premarketing and postmarketing safety reporting 

regulations to define the term "minimum data set I1 : A "minimum 

data set" for an individual case safety report of an SADR would 

include: an identifiable patient, an identifiable reporter, a 

suspect drug (biological for proposed § 600.80(a)) product, and 

an SADR. 

Proposed §§ 310.305(a), 314.80(a), and 600,80(a), would also 

amend FDA's postmarketing safety reporting regulations to define 
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the term "full data set." A "full data set" for a postmarketing 

individual case safety report would include: 

Completion of all the applicable elements on 

FDA Form 3500A (or the Vaccine Adverse Event 

Reporting System (VAERS) form for proposed 

§ 600.80(a))(or on a Council for 

International Organizations of Medical 
3 

Sciences (CIOMS) I form for reports of 

foreign SADR1s) \including a concise medical 

narrative of the case (i.e., an accurate 

summary of the relevant data and information 

pertaining to an SADR or medication error). 

The proposed rule would define these terms to clarify the 

type of information that manufacturers and applicants would be 

-equired to submit to FDA for SADR's and medication errors. The 

.proposed rule would, as described below, require at least a 

minimum data set for all individual case safety reports, except 

for certain reports of medication errors fsee sections III.B.2.a 

and III.C.5 of this document). In addition, a full data set 

would be required for postmarketing individual c&se safety 

reports of serious SADR's, always expedited reports, and 

medication error reports (see sections III.C.5, 111-D-1, 
&@vT- oA/la% lhwLt% rrw;hj?w 

III.D.5, and III .I?.4 of This d 

received or otherwise obtained 

1 safety information 
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. 4-v the manufacturer or applicant for the 

SADR. 
1 

However. except for reports qf nonserious SADR s resulting from a medication 
. . . error% - --. , 



.awtz eo rLe to C43W33 information in 
M+T4- - 

addition to the minimum data set;.- for reports of 
A 

.onserious SADR's resulting from a medication error P -e 
p-' -1 

11 da+- -A+ -hotsee sections 111.c.5 
b111-D-5y 

-of this document). . * 

As noted above, for each individual case safety report, a 

suspect product would be required to be identified. Reports from 

blinded clinical studies (i.e., the sponsor and investigator are 

blinded to individual patient treatment) should be submitted to 

FDA only after the code is broken for the patient or subject that 

experiences an SADR. The blind should be broken for each patient 

or subject who experiences a serious, unexpected SADR unless 

arrangements have been made otherwise with the FDA review 

division that has responsibility for review of the IND (e.g., the 

_ .- rotocol or other documentation clearly defines specific 

alternative arrangements for.maintaining the blind). Exceptions 

to breaking the blind for a study usually involve situations in 

which mortality or certain serious morbidities are indeed the 

clinical endpoint of the study. This is consistent with the ' 

discussion of managing blinded therapy cases in the ICH E2A 

guidance (60 FR 11266): 

* * * 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 the 
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would not be requireh to be acquired bv lhe 
manufacturer or applicant (see sections II. C.5 and III, E. 4 q f this document). 
Manufacturers and up&cart is would be required to submit a full data set; 
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specific patient by the sponsor even if the investigator has 

not broken the blind. * * * However, when a fatal or other 

'lserious*' 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 

td reach agreement with regulatory authorities in advance 

concerning serious events that would be treated as 

disease-related and not subject to routine expedited 

reporting. 

In addition'to the exception for breaking the blind mentioned 

above, FDA is also interested in considering whether the blind 

should be broken for other serious SADRs that are not the 

clinical endpoint of the study, but occur at a rate high enough 

that the overall study blind would be threatened if each such 

case were individually unblinded. FDA invites comment from the 

public on how reporting of these SADRs should be handled. 

III.A.6. Active Query 

Under proposed §§ 310.305(a), 314.80(a), and 600.80(a), FDA 

would amend its postmarketing safety reporting regulations to 

define the term "active query" to mean: 

Direct verbal contact (i.e., in person or by 

telephone or other interactive means such as 

a videoconference) with the initial reporter 

of a suspected adverse drug reaction (SADR) 
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or medication error by a health care 

professional (e.g., physician, physician 

assistant, pharmacist, dentist, nurse) 

representing the manufacturer (applicant for 

proposed §§ 314.80(a) and 600.80(a)). For 

SADR's, active query entails, at a minimum, a 
% 

focused line of questioning designed to 

capture clinically relevant information 

associated with the drug product (licensed 

biological product for proposed § 600.80(a)) 

and the SADR, including, but not limited to, 

information such as baseline data, patient 

history, physical exam, diagnostic results, 

and supportive lab results. 

The agency would define this term to describe the process that 

manufacturers and applicants would be required to use to acquire 

safety information expeditiously. 

. Determine whether an SADR is 

section III-C.5 of this document), 

. Obtain at least the minimum data set for all SADR's and 

document), 

Obtain a full data set for individual'case safety 

reports of serious SADR's, always expedited reports, 
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and medication error reports (see section III-C.5 of 

. 

this document), and 

Obtain supporting documentation for a report of a death 

or hospitalization (e.g., autopsy report, hospital 

discharge summary) (see section III.D.7 of this 

document). 

Active q,uery would entail direct verbal contact either in person 

or by telephone or other interactive means (e.g., a 

videoconference) with the initial reporter of an SADR or 

medication error. FDA believes that, in many cases, use of 

active query during initial contact with these reporters would 

provide manufacturers and applicants with adequate safety 

information and could eliminate or decrease followup time 

expended by manufacturers, applicants, and the agency. The 

agency does not believe that it is sufficient for manufacturers 1 

and applicants just to send a letter to reporters of SADR's and 

medication errors requesting further information. These 

reporters could, however, submit written materials to 

manufacturers and applicants to clarify or provide support for 

verbal discussions. 

Active query'would be conducted by a health care 

professional, such as a physician, physician's assistant, 

pharmacist, dentist, or nurse. The agency believes that a health 

care professional would be able to understand better the medical 

consequences of a case and ask reporters of SADR's and medication 
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ElJen though the agency is not pro,uosing that mamfactzrrers and up&cants request 
followup information for SADR and medication error reports in writing, the UOMS V 
report describes instances when it might be appropriate to do so. FDA seeks conment as 
to whether the agency should vermit written remtests for followup information and, if so, 
in which situations should these requests be permitted. 
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errors appropriate questions to acquire more complete safety 

information effectively and rapidly. 

. The proposed definition of active query would provide that, 

at a minimum, a focused line of questioning be used to acquire 

further information on SADR's. For this purpose, questions would 

be designed to capture clinically relevant information associated 

with the drug or licensed biological product and the SADR. This 

information would include, but would not be limited to, baseline 

data, patient history, physical exam, diagnostic results, and 

supportive lab results. 

111-A-7. Spontaneous Report 

Under proposed §§ 310.305(a), 314.80(a), and 600.80(a), FDA 

would amend its postmarketing safety reporting regulations to 

'define the term "spontaneous report" to mean: 

A communication from an individual (e.g., 

health care professional, consumer) to a 

company or regulatory authority that 

describes an SADR or medication error. It 

does not include cases identified from 

information solicited by the manufacturer or 

contractor (applicant or contractor for 

proposed § 314.80(a); applicant, shared 

manufacturer, or contractor for proposed 

§ 600.80(a)), such as individual case safety 

reports or findings derived from a study, 
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company-sponsored patient support program, 

disease management program, patient registry, 

including pregnancy registries, or any 

organized data collection scheme. It also 

does not include information compiled in 

support of class action lawsuits. 

The agency would define this term to clarify which reports 

would be considered "spontaneous." Over the years, changes in 

marketing practices in the United States have led to expanded 

contacts between consumers and manufacturers, applicants, 

contractors, and shared manufacturers. This has resulted in the 

acquisition of new types of solicited safety information. Under 

the proposed rule, only unsolicited safety information from an 

individual, such as a health care professional or consumer, to a 

company or regulatory authority would be considered a 

"spontaneous report." 

Cases identified from information solicited by companies, 

such as individual case safety reports or findings obtained from 

a study, company-sponsored patient support program, disease 

management program, patient registry, including pregnancy 

registries, or any organized data collection scheme would not be 

considered spontaneous. Instead, safety information from these 

sources would be considered "study" information and would be 

handled according to the postmarketing safety reporting 
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requirements for a "study." As proposed, study information would 

be subject to reporting as discussed below: 

. Expedited reports for serious and unexpected SADR's 

from a study (see section III-D.1 of this document), 

. Expedited reports for information from a study that 

would be sufficient to consider product administration 

changes (see section III-D.2 of this document), 

. Expedited reports for an unexpected SADR with unknown 

outcome from a study (see section III-D.3 of this 

document), 

. Always expedited reports from a study (see section 

III-D.4 of this document), 

. Medication error reports from a study (see section 

III-D.5 of this document), 

. Summary tabulations of all serious SADR's from studies 

or individual patient IND's in PSUR's (see section 

III.E.2.f.ii of this document), and 
t 

. Discussion of important safety information from studies 

in PSUR's and IPSR's (see sections III.E.2.g and 

III-E.3 of this document). 

The proposed rule would consider SADR information compiled 

in support of class action lawsuits to be neither spontaneous nor 

"study" information, FDA believes that the vast majority of SADR 

information from class action lawsuits is duplicative (i.e., the 

same SADR information is reported by multiple individuals). In 
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many cases, information in addition to the minimum data set is 

not available for these SADR reports and followup is unlikely to 

result in acquisition of new information. For these reasons, the 

agency is proposing to require in TPSR's, PSUR's and IPSR's 

summary information for SADR's from class action lawsuits (see 

sections III.E.l.e, III.E.2.k.v, and III-E.3 of this document), 

AI-$ safety information obtained from an individual (e.g.; 

health care professional, consumer) who has initiated contact 

with a company or regulatory authority would be considered 

spontaneous. For example, if an individual calls a company and 

asks if a particular SADR has been observed with one of the 

company's drug or licensed biological products because the 

individual or someone the individual knows has experienced such 

an SADR, the call would be considered spontaneous. The agency 

would consider these calls spontaneous because the individual 

making the call has a belief or suspicion that the drug or 

licensed biological product may have caused the SADR. 

The proposed definition for spontaneous report is consistent 

with the definition of "spontaneous report or spontaneous 

notificationN in the ICH E2C guidance (62 FR 27475)): 

in unsolicited communication to a company, 

regulatory authority, or other organization 

that describes an adverse reaction in a 

patient given one or more medicinal products 
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and which does not derive from a study or any 

organized data collection scheme, 

III.A.8. Medication Error 

Proposed §§ 310.305(a), 314.80(a), and 600.80(a) would amend 

FDA's postmarketing safety reporting regulations to define the. 

terms "medication error," "actual medication error," and 

"potential medication error." A "medication error" would be 

defined as: 

Any preventable event that may cause or lead 

to inappropriate medication'use or patient' 

harm while the medication is in the control 

of the health care professional, patient, or 

consumer. Such events may be related to 

professional practice, health care products, 

procedures, and systems including: 

Prescribing; order communication; product 

labeling, packaging, and nomenclature; 

compounding; dispensing; distribution; 

administration; education; monitoring; and 

use. 

An ‘actual medication error" would be defined asi 

A medication error that involves an 

identifiable patient whether the error was 

prevented prior to administration of the 

product or, if the product was administered, 
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whether the error results in a serious SADR, 

nonserious SADR, or no SADR. 

A "potential medication error" would be defined as: 

An individual case safety report of 

information or complaint about product name, 

labeling, or packaging similarities that does 

Y not involve a patient. 

The proposed rule would define these terms to clarify what 

would be considered a medication error. The proposed definition 

for "medication error" was developed by the National Coordinating 

Council for Medication Error Reporting and Prevention, of which 
~~&,+-Jrrit&vva-Lcu~wCull,~~ * 

P 
FDA is a member. 

A 

LAALd+d 
The proposed definitions for actual and 

potential medication errors were developed by FDA. Actual 

i medication errors involve an identifiable patient whether or not 

the product is administered and, if the product is administered, 

whether or not an SADR occurs. Potential medication errors do 

not involve a patient, but rather describe information or 

complaint about product name, labeling, or packaging similarities 

that could result in a medication error in the future. 

III.A.9, Company Core Data Sheet, Company Core Safety 

Information (CCSI), Listed SADR, Unlisted SADR, and Unexpected 

SADR 

Proposed §§ 314.80(a) and 600.80(a) would amend FDA's 

postmarketing safety reporting regulations to define the terms 

"company core data sheet," "company core safety information 
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(CCSI),I, "listed SADR," and "unlisted SADR." The "company core 

data sheet" would be defined as: 

A document prepared by the applicant 

containing, in addition to safety 

information, material relating to 

indications, dosing, pharmacology, and other 

1 information concerning the drug substance 

(biological product for proposed 

§ 600.80(a)). The only purpose of this 

document is to provide the company core 

safety information (CCSI) for periodic safety 

update reports (PSUR's), interim periodic 

safety reports (IPSR's), and certain 

individual case safety reports--semiannual. 

submissions (i.e., if PSUR*s are submitted 

for the product). 

The flCCSI" would be defined as: 

All relevant safety information contained in 

the company core data sheet that the 

applicant proposes to include in the approved 

product labeling in all countries where the 

applicant markets the drug substance 

(biological product for proposed 

§ 600.80(a)). It is the reference 

information by which an SADR is determined to 
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be "listed" or "unlisted" for PSUR's, IPSR's, 

and certain individual case safety reports-- 

semiannual submissions (i.e., if PSUR's are 

submitted for the product). 

A "listed SADR" would be defined as: "an SADR whose nature, 

specificity, severity, and outcome are consistent with the 

information in the CCSI." 
1 

An "unlisted SADR" would be defined as: "an SADR whose 

nature, specificity, severity, or outcome is not consistent with 

the information included in the CCSI." 

The proposed rule would define these terms to help 

applicants determine which SADR's must be reported in PSUR*'s, 

IPSR's, and certain individual case safety reports--semiannual 

submissions (i.e., if PSUR's are submitted for the product) (see 

sections III.E.2, III.E.3, and III-E.4 of this document). For 

this purpose, the CCSI would be used as the reference document by 

which an SADR would be judged as "listed" or "unlisted." 

Company core data sheets would usually be prepared by 

applicants for a drug substance rather than a drug product 

because postmarketing PSUR's and IPSR's would be based on a drug 

substance. Under the existing regulations at § 314.3(b) (21 CFR 

314.3(b)), a drug substance is defined as: 

An active ingredient that is intended to 

furnish pharmacological activity or other 

direct effect in the diagnosis, cure, 
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mitigation, treatment, or prevention of 

disease or to affect the structure or any 

function of the human body, but does not 

include intermediates use[dl in the synthesis 

of such ingredient. 

Under these same regulations, a drug product is defined as: 

1 a finished dosage form, for example, tablet, 

capsule, or solution, that contains a drug 

substance, generally, but not necessarily, in 

association with one or more other 

ingredients. 

Thus, drug substances refer to active moieties of drug products. 

In the United States, the company core data sheet would be 

used only to provide the CCSI for a drug or biological product to 

determine whether an SADR is listed or unlisted. Company core 

data sheets would not require approval from FDA, unlike the U.S. 

labeling for a marketed drug or licensed biological product which 

does require approval from FDA. Company core data sheets would 

not be u&ed in the United States as the labeling for an approved 

drug or licensed biological product. FDA believes that 

preparation of a company core data sheet would n‘ot impose a new 

burden on most applicants because it codifies a common practice 

in the pharmaceutical industry (see the ICH E2C guidance, 62 FR 

27470 at 27472). 
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Postmarketing PSURts may be submitted by applicants to 

multiple countries, and the drug or licensed biological product 

may have different approved labeling in the different countries. 

The CCSI for the product should not be a compilation of all the 

safety information contained in the various approved labelings 

for the product. Instead, the CCSI should contain the critical 

safety information for the product that would be relevant in all 

countries where the product is approved for marketing. In some 

cases, the CCSI and an approved labeling for the product would 

contain the same safety information (i.e., all the safety 

information in an approved labeling for the product is relevant 

in all countries where the product is approved for marketing or 

the product is only approved for marketing in one country). In 

other cases, an approved labeling for a product may contain more 

safety information than the CCSI for the product because the 

labeling may contain safety information specific to the country 

in which the product is approved for marketing (e.g., safety 

information regarding a specific indication for which the product 

is approved for marketing in one country but not other 

countries). In these cases, the use of the CCSI as the reference 

document for determining whether an SADR is listed or unlisted. 

for the postmarketing PSUR's may result in overreporting of some 

SADR's to FDA as "unlisted" when they actually are "expectedtt by 

the approved U.S. labeling. 
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This proposal would not affect the reference document used 

'to determine expectedness (i.e., unexpected or expected SADR) for 

SADR's reported in premarketing IND safety reports, postmarketing 

expedited reports, postmarketing TPSR's, and certain 

postmarketing individual case safety reports--semiannual 

submissions (i.e., if TPSR's are submitted for the product) (see 

table 5*and sections III.B, III-D, 111-E-1, and III-E.4 of this 

document). Under the existing regulations at §§ 310.305(b), 

314.80(a), and 600.80(a), the definition of "unexpected adverse 

drug experience" designates the current approved labeling for the 

drug or licensed biological product as the reference document to 

be used to determine what would be considered "unexpected." 

Proposed §§ 310.305(a), 314.80(a), and 600.80(a) would include in 

the definition of "unexpected SADR" the abbreviation "U.S." 

before the word "labeling" to clarify that the approved U.S. 

labeling would be used to determine whether or no.t an SADR is 

f'unexpected.V1 FDA would also amend this definition by replacing 

the word "event" with the word ‘reaction" and by clarifying that 

the phrase "differ from the event because of greater severity or 

specificity" refers to a "labeled reaction." Under proposed 

8s 310.305(a), 312.32(a), 314.80(a), and 600.80(a), the agency 

would also replace the word "listed" with the word "included" in 

the definition of "unexpected SADR" to minimize confusion with 

"listed SADR's" in the CCSI. FDA would also revise the sentence 

"Unexpected, as used in this definition, refers to an SADR that 
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has not been previously observed * * * rather than from the 

,perspective of such reaction not being anticipated from the 

pharmacological properties of the drug product" in this 

definition for clarity. 
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Table 5. --Proposed Reference Documents for Safety Reports 

ularketing' Safety Report Reference Document 
Status 

?remarketing IND safety report Investigator's brochure. If not 
available, risk information in 
general investigational plan or 
elsewhere in the current 
application. 

?ostmarketing Expedited reports U.S. labeling 

TPSR's U.S. labeling 

1 PSUR's and IPSR's CCSI 

Individual If TPSR is +J.S. labeling 
case safety submitted 
reports-- for the 
semiannual product 
submission L 

If PSUR is CCSI 
submitted 
for the 
product 

These proposed amendments are consistent with the ICH E2C 

guidance (62 FR 27470 at 27472): 

For purposes of periodic safety reporting, 

CCSI forms the basis for determining whether 

an ADR is already Listed or is still 

Unlisted, terms that are introduced to 

distinguish them from the usual terminology 

of "expectedness" or "labelednessl' that is 

used in association with official labeling. 

Thus, .the local approved product information 

continues to be the reference document upon 

which labeledness/expectedness is based for 

69 



the purpose of local expedited postmarketing 

safety reporting. 

Under proposed §§ 310.305(a), 312.32(a), 314.80(a), and 

600.80(a), FDA would include the following sentence in the 

definition of "unexpected SADR:" 

SADR's that are mentioned in the U.S. 

I labeling (investigator's brochure for 

proposed § 312.32(a)) as occurring with a 

class of drugs (products for proposed 

§ 600.80(a)) but not specifically mentioned 

as occurring with the particular drug 

. (product for proposed § 600.80(a)) are 

considered unexpected. 

This information is currently included in the draft guidance 

of 2001. FDA is now proposing to codify this information to 

. clarify which SADR's would be considered *lunexpected.lf 

III.A.lO. Data Lock Point and International Birth Date 

Proposed §§ 314.80(a) and 600.80(a) would amend FDA's 

postmarketing safety reporting requirements to define the terms 

"data lock point" and "international birth date." The "data lock 

point" would be defined as: 

The date designated as the cut-off date for 

data to be included in a postmarketing 

periodic safety report, 

The "international birth date" would be defined as: 
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The date the first regulatory authority in 

the world approved the first marketing 

application for a human drug product 

containing the drug substance (human 

biological product for proposed § 600.80(a)). 

The agency would define these terms to help standardize the 

submission date (i.e., month and day of submission) for 

postmarketing periodic safety report& (i.e., PSUR's, IPSR's, 

TPSR's, individual case safety reports-- semiannual submissions). 

The data lock point would signify the end of a reporting period 

for data to be included in a specific postmarketing periodic 

safety report. The month and day of the international birth date 

would serve as a reference point for determining the data lock 

On the date of the data lock point, safety informdtioii 

that is available to applicants would be reviewed and evaluated 

prior to being submitted to FDA. Postmarketing periodic safety 

reports would be submitted to FDA within 60 days of the dat& lock 

point (see section III.E.5.b. of this document). For example, 

for a drug or biological product approved by FDA on June 15 with 

a 6-month periodic reporting period and an international birth 

date of April 1, the first data lock point would be October 1, 

which is less than 6 months after FDA approval, but is the 6- 

month anniversary of the international birth date. Therefore, 

the first postmarketing periodic safety report would cover the 

period from April 1 through October 1 even though the product 
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had only been approved in the United States on June 15. The 

second periodic report would cover the period from October 2 

through April 1. 

An international birth date would be determined and declared 

by applicants. Applicants would determine an international birth 

date for a product based on the date of approval of the first 

marketihg application in the world for a human drug product 

containing the drug substance or a biological product. A single 

international birth date would encompass all different dosage 

forms, formulations, or uses (e.g., indications, routes of 

administration, populations) of a drug substance or licensed 

biological product. Thus, postmarketing periodic safety reports 

for different drug products containing the same drug substance 

would be submitted to FDA at the same time. 

The month and day of the international birth date would be 

used, as noted-previously, to determine the data lock point 

(i.e., month and day) for postmarketing periodic safety reports. 

It would not, except as noted below, be used to determine the 

frequency for submission of these reports (i.e., 6-month 

intervals or multiples of 6 months). Instead, the date (i.e., 

year) of U.S. approval of the application for the drug or 

biological product (e.g., NDA, ANDA, BLA) would be used to 

determine the frequency for submission of postmarketing periodic 

safety reports to FDA (see section III.E.5.a of this document). 

The international birth date would be used to determine both the 
\ 
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data lock point and reporting frequency for postmarketing 

periodic safety reports only when the U.S. approval date is used 

to determine the international birth date (e.g., FDA is the first 

regulatory authority in the world to approve the human drug 

product containing the drug substance or biological product for 

marketing) _ 

Th,e use of a standardized submission date (i.e., month and 

day) f which is consistent with the ICH E2C guidance (62 FR 27470 

at 27472), would enable applicants to submit a single core report 

(PSUR excluding appendices) to regulatory authorities worldwide. 

Currently, different regulatory authorities require submission of 

postmarketing periodic safety reports on varying time schedules. 

The submission of a single core report to multiple regulatory 

I authorities would significantly reduce the time spent preparing 

these reports, thereby permitting more time for the evaluation of 

the medical significance of any safety information reported. 

1II.B. IND Safety Reports 

III.B.l. Review of Safety Information 

Current IND safety reporting regulations in § 312.32(b) 

require that sponsors promptly review all information relevant to 

the safety of the drug under investigation obtained or otherwise 

received by the sponsor from any source, foreign or domestic. 

Sources of information include any clinical or epidemiological 

investigations, animal investigations, commercial marketing 

experience, reports in the scientific literature, and unpublished 
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scientific papers, and reports from foreign regulatory 

authorities that have not already been previously reported to FDA 

by the sponsor. FDA is proposing to amend this requirement by 

adding "in vitro studies" to the list of examples because some in 

vitro studies report relevant safety-related information (e.g., 

carcinogenicity studies performed in cell lines). FDA is also , 

proposifig to move the phrase "commercial marketing experience" to 

the end of the list and to revise it to read "and reports of 

foreign commercial marketing experience for drugs that are not 

marketed in the United States" to clarify that sponsors are not 
D 

required to review safety information from commercial marketing 

experience for drugs that are marketed in the United States and 

are being further studied under an IND. Safety reports from 

commercial marketing experience for these drugs would be reviewed 

for safety information as prescribed by FDA's postmarketing 

safety reporting regulations (see section III-C.2 of this 

document). This proposed revision is consistent with existing 

regulations at § 312.32(c) (4) and proposed amendments to 

§ 312.32(c) (4) described below (see section III-B.4 of this 

document). The proposed amendments would further clarify some of 

the types of safety information that must be examined to 

determine whether the information must be submitted in an IND 

safety report. 

III.B.2. Written IND Safety Reports 
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Current IND safety reporting regulations at 

§ 312.32(c) (1) (i) require sponsors to notify FDA and all 

participating investigators in a written IND safety report of any 

adverse experience associated with the use of the drug that is 

both serious and unexpected or any finding from tests in 

laboratory animals that suggests a significant risk for human 

subjects, including reports of mutagenicity, teratogenicity, or 

carcinogenicity. These written IND safety reports must be made 

as soon as possible and in no event later than 15 calendar days 

after the sponsor's initial receipt of the information. For 

clarity, FDA is proposing to amend § 312.32(c) (1) by reorganizing 

and renumbering this paragraph. 

III.B.2.a. Minimum data set. FDA is proposing to amend 

§ 312.32(c) to state that sponsors must not submit an IND safety 

report for an SADR to the agency if the report does not contain a 

minimum data set (i.e., identifiable patient, identifiable 

reporter, suspect drug or biological product, and SADR). If a 

minimum data set is not available, a sponsor would be required to 

maintain records of any information received or otherwise 

obtained for the SADR along with a record of its efforts to 

obtain a minimum data set for the IND safety report. This 

proposed amendment would.clarify for sponsors that, at a minimum, \ 

certain information must be submitted to FDA for each IND safety 

report of an SADR to allow an initial evaluation of the 
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significance of the SADR. This proposed revision is consistent 

with the ICH E2A guidance (60 FR 11284 at 11287): 

The minimum information required for 

expedited reporting purposes is: an 

identifiable patient; the name of a suspect 

medicinal product; an identifiable reporting 

1 source; and an event or outcome * * *. 

IrI.B.2.b. Serious and unexpected SADR's. FDA is also 

proposing to amend § 312.32(c) (1) (i) by replacing the phrase "any 

adverse experience associated with the use of the drug that is 

both serious and unexpected" with the phrase "any SADR that, 

based on.the opinion of the investigator or sponsor, is both 

serious and unexpected, as soon as possible, but in no case later 

than 1.5 calendar days after receipt by the sponsor of the minimum 

data set for the serious, unexpected SADR." This proposed 

amendment would require that the determination of the possibility 

of causality (attributability) of an SADR to an investigational 

drug be based on the opinion of either the investigator z 

sponsor, which is consistent with the ICH E2A guidance (60 FR 

11284 at 11286): 

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 
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suspected causal relationship to‘ the 

medicinal product qualify as ADR's. 

In situations in which a sponsor does not believe that there is a 

reasonable possibility that an investigational drug caused a 

response, but an investigator believes that such a possibility 

exists, the proposed rule would.require that the sponsor submit a 

written'IND safety report to FDA for the SADR. In the opposite 

situation, the same would also be true. 

The proposed rule would also require that written IND safety 

reports be submitted to FDA no later than 15 calendar days after 

receipt by the sponsor of the minimum data set for the serious, 

unexpected SADR. This proposed revision would clarify when the 

15 calendar day timeframe would begin. FDA expects sponsors to 

i use due diligence to acquire immediately the minimum data set for 

a report and to determine the outcome (whether the SADR is 

serious or nonserious) and expectedness of an SADR upon initial 

receipt of the SADR. Sponsors should include in any written IND 

safety reports subsequently filed with FDA a chronological 

history of their efforts to acquire this information if there is 

a delay in obtaining the information (it is not necessary to 

include the chronological history in IND safety reports sent to 

investigators). This proposed amendment is consistent with the 

ICH E2A guidance (60 FR 11284 at 11286): 

Information for final description and 

evaluation of a case report may not be 
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available within the required timeframes for 

reporting * * *. Nevertheless, for regulatory 

purposes, initial reports should be submitted 

within the prescribed time as long as the 

following minimum criteria are met: An 
k 

identifiable patient; a suspect medicinal 

1 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. * * * 

FDA is also proposing to amend § 312.32(c) (1) (i) by removing 

the following sentence: "Each notification shall be made as soon 

as possible and in no event later than 15 calendar days after the 

sponsor's initial receipt of. the information." The agency is 

proposing this revision because the information in this sentence 

is redundant with a provision of proposed § 312.32(c)(l) (i). 

III.B.2.c. Information sufficient to consider product 

administration changes. Under proposed § 312.32(c) (1) (ii), FDA 

would amend $4 312.32(c)(l) (i) by replacing the phrase "Any 

finding from tests in laboratory animals that suggests a 

significant risk for human subjects including reports of 

mutagenicity, teratogenicity, or carcinogenicitytS with the 

s‘entence: 
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