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FDA Regional Technical Specifications for ICH E2B (R3)
I. INTRODUCTION

The purpose of this technical specifications document is to assist applicants submitting individual case safety reports (ICSRs) and ICSR attachments in electronic format to the Center for Biologics Evaluation and Research (CBER) and the Center for Drug Evaluation and Research (CDER) in the Food and Drug Administration (FDA).  This technical specifications document describes additional FDA regional data elements not addressed in the International Conference on Harmonisation’s (ICH) E2B (R3) Implementation Guideline (IG) for the following FDA-regulated products: 
· Drug products marketed for human use with approved new drug applications (NDAs) and abbreviated new drug applications (ANDAs) 

· Prescription drug products marketed for human use without an approved application
· Nonprescription (over-the-counter or OTC) human drug products marketed without an approved application
· Biological products, including vaccines marketed for human use with approved biologic license applications (BLAs) 

This technical specifications document does not apply to the following CBER-regulated biological products: 

· Whole blood or blood components

· Human cells, tissues, and cellular and tissue-based products (HCT/Ps) regulated solely under section 361 of the Public Health Service Act

ICSRs and ICSR attachments should be submitted through the FDA Electronic Submission Gateway (ESG)
 and be prepared in accordance with the ICH E2B (R3) data elements in XML
 file format. ICSRs should not be submitted to the electronic Common Technical Document (eCTD)
 in a portable document file (PDF) format.   Postmarketing ICSRs and ICSR attachments sent to CDER and CBER for drug and therapeutic biological products addressed by this technical specifications document are processed into the FDA Adverse Event Reporting System (FAERS) database.  

Postmarketing ICSRs and ICSR attachments sent to CBER for prophylactic vaccines addressed by this technical specifications document are processed into the Vaccine Adverse Event Reporting System (VAERS)
 database.  Agency information about electronic submissions will be updated as necessary to reflect the evolving nature of the technology and the experience of those using this technology. 

II. BACKGROUND

The ICH E2B Expert Workgroup (E2B EWG) released their revised pharmacovigilance reporting guideline:  E2B (R3) Clinical Safety Data Management:  Data Elements for Transmission of Individual Case Safety Reports in July 2013.  The ICH guideline describes the harmonized, core set of ICH E2B (R3) data elements, ICH business rules and other technical requirements for creating ICH-compliant XML
 files for ICSR data exchange.  FDA data elements addressed in this technical specifications document are non-harmonized regional data elements that should be incorporated into ICSR XML file.  For example, FDA requires additional data elements to comply with regional vaccine reporting requirements described under the National Childhood Vaccine Injury Act of 1986 (NCVIA)
.  Use of the term “extension” in this technical specifications document refers to the additional FDA regional data elements not harmonized to the core ICH data elements described in the ICH E2B (R3) IG.  For more information about FDA’s technical approach for supporting these regional data elements in the ICSR XML file, refer to section III.A of this technical specifications document.   
In addition to the regional data elements described in this technical specifications document, FDA supports use of all the ICH E2B (R3) data elements and recommends that applicants refer to other relevant technical documents to help create compliant ICSR files:

· International Standards Organization (ISO)/Health Level Seven (HL7) 27953 International Standard:  Health informatics -- Individual case safety reports (ICSRs) in pharmacovigilance -- Part 2: Human pharmaceutical reporting requirements for ICSR
, which provides technical information about the HL7 Version 3 message specification, schemas and datatypes used to support ICSR data exchange;

· ICH E2B (R3) IG available from the ICH Electronic Standards for the Transfer of Regulatory Information (ESTRI) webpage
, which provides technical and business requirements for the harmonized, core set of ICH data elements; and
· FDA ISO/HL7 Individual Case Safety Report Draft Validation Procedures Document
, which provides procedures and examples for accommodating FDA regional data elements, and ICH and VAERS ICSR file validation rules to support automated XML file validation.
FDA technical specifications relevant to ICH E2B (R3) adoption and implementation will be updated periodically to reflect the Agency’s progress and ability to receive ICH E2B (R3) formatted submissions and will be published on FDA websites.  Applicants interested in submitting ICSRs in ICH E2B (R3) format should contact the FAERS Electronic Submissions Coordinator at: FAERSESUB@fda.hhs.gov or the VAERS Electronic Submissions Coordinator at:  esgprep@fda.hhs.gov for more information about specific program adoption, testing and implementation timelines.
III. FDA Regional Implementation of ICH E2B (R3)
FDA plans to implement ICH E2B (R3) incrementally over several years.  Implementation of ICH E2B (R3) by CBER for VAERS reporting is imminent to help transition vaccine adverse event (AE) reporting from paper-based to automated electronic submissions using a standardized XML file format.  Implementation of ICH E2B (R3) aligns the VAERS reporting program with other electronic postmarket submission programs for drugs, biologics, medical devices and animal drugs using the FDA Electronic Submissions Gateway (ESG).  FDA recognizes the need to support both the current and previous version of ICH E2B standards.  FAERS will continue support for ICH E2B (R2) and information about ICH E2B (R3) migration planning and pilot testing will be made available at the FAERS Electronic Submissions website
.  

A. Technical Approach for Accommodating FDA Regional Data Elements
FDA regional data elements (referred to as regional extensions) are accommodated in the ICSR file using available XML schema attributes (data elements) and regional controlled terminology not addressed in the ICH E2B (R3) guideline.  These data elements are supported in the ICSR file without compromising ICH E2B (R3) conformance criteria.  Use of the term “conformance” in this technical specifications document refers to data element definitions, formats and use (e.g., required or optional) specified by the ISO/HL7 27953 standard and content requirements described in the ICH E2B (R3) IG.  FDA VAERS extensions are specific to vaccine safety surveillance and consistent with information previously collected on the VAERS reporting form
.  Additional FDA data elements help improve overall ICSR data quality and support other FDA safety initiatives.  Information about FDA regional data elements are described in the related ICH sections (e.g. D. Patient Characteristics) of this technical specifications document.
IV. FDA regional TECHNICAL requirements

A. Electronic ICSR Submissions using the FDA ESG
1. FDA ESG Connection Options
Connections to the FDA ESG are supported using a direct gateway-to-gateway or web-based communications interface using Hyper Text Transfer Protocol Secure (HTTPS) for transmission according to Applicability Statement 2 (AS/2) standards.  Information about FDA ESG connection options can be found in the FDA ESG User Guide available for download at: http://www.fda.gov/ForIndustry/ElectronicSubmissionsGateway/ucm334359.htm.  The current exchange of ICSRs with FDA is a one-way inbound transaction between the ICSR sender organization and FDA ESG.  The FDA ESG supports the receipt of electronic regulatory submissions of up to 100 GB in size.  For more information about submission of large files greater than 7.5 GB, refer to the FDA ESG User Guide.

i. FDA Small Business Support for VAERS Reporting

The FDA ESG WebTrader application is a web-based interface tool which enables communication with the FDA ESG.  The account registration process is the same for WebTrader and AS/2 accounts.  Once a WebTrader account is established with the ESG, applicants can submit electronic vaccine ICSRs to CBER using FDA’s eSubmitter software.  CBER has implemented an ICH E2B (R3)-compliant ICSR template (XML form) to support AE reporting for vaccines.  Vaccine ICSR and ICSR attachments can be submitted using this template.  The eSubmitter tool is a stand-alone application that allows the applicant to input AE report data and automatically generates an FDA-compliant electronic submission file. The eSubmitter application and ICSR output files reside locally on the end user’s computer, allowing users to work on a submission file offline, save, and continue later.  Information about to the use of eSubmitter for vaccine ICSRs is available at: http://www.fda.gov/ForIndustry/FDAeSubmitter/ucm317156.htm.
2. FDA ESG Transaction Partners and Testing
To submit electronically to the FDA, organizations must apply for a Transaction Partner account.  Account requests should include the organization’s digital certificate information and be submitted to the ESG Help Desk at: esgprep@fda.hhs.gov.  For more information about digital certificate requirements refer to Appendix C of the FDA ESG User Guide at: http://www.fda.gov/ForIndustry/ElectronicSubmissionsGateway/ucm334781.htm.  Upon approval by the FDA ESG Administrator, organizations can initiate communication testing with the ESG.  
i. ESG Testing

Applicants will need to complete two levels of testing: (1) to establish a successful Transaction Partner account and (2) to confirm the ability to generate guidance-compliant ICSR files for AE program review (e.g., FAERS or VAERS).   When testing connectivity, applicants should not send ICSR submissions to the Center’s production account. Instead send all connectivity test submissions to the appropriate Center’s "GW_TEST CONNECTION” account using the submission type "CONNECTION TEST”.  

For more information about ESG connectivity testing, contact: esgprep@fda.hhs.gov.
For more information about FAERS testing, contact:  FAERSESUB@fda.hhs.gov.

For more information about VAERS testing, contact: esprep@fda.hhs.gov.
3. FDA ESG Header Information

When exchanging ICSRs with the FDA ESG, senders must use the appropriate FAERS or VAERS gateway header to insure that the submissions are routed to the target receiving system:
FAERS ESG headers:

WebTrader Accounts:  CDER AERS
AS/2 Accounts:  FDA_AERS
VAERS ESG headers:
WebTrader Accounts: CBER VAERS

AS/2 Accounts: CBER_VAERS
4. ICSR Acknowledgments
i. FDA ESG Acknowledgments

The FDA ESG provides two acknowledgments (ACK) for ICSR submissions.  These ACKs have a relationship with the official FDA Receipt Date
 as follows:  

ACK 1 = FDA Message Delivery Notification (MDN) status
ACK 2 = Center acceptance/FDA Receipt Date
For more information about FDA submissions tracking, refer to the FDA ESG User Guide.  ACK 2 serves as the official Center-level receipt date for ICSR submissions.  For more information about Center receipt dates, refer to the FDA Receipt Date guidance.
ii. FDA AE Program-Level Acknowledgments
FDA plans to implement third-level acknowlegments (ACK 3) to provide information about ICSR file validation errors.  ACK 3 is the FDA AE program (e.g., FAERS or VAERS) acceptance acknowledgment and communicates important information about review acceptance of the ICSR file.  Review acceptance means that the ICSR file meets FDA ICSR file validation requirements without the need for correction and retransmission.  Failure to meet FDA ICSR file validation may result in the need to correct and retransmit ICSR files.  ICSR file validation error codes will be used to communicate important information about processing errors for each ICSR file.  FDA ICSR file validation codes will be consistent with ICSR file validation codes published by the European Medicines Agency (EMA).  Information about EMA ICSR file validation codes can be found at: http://eudravigilance.ema.europa.eu/human/docs/guid¯P¯Technical%20Documentation¯EMEA-H-20665-04-en-Final_Revision_2.pdf.  

iii. Failed ICSR Submissions
If you receive an FDA ACK 3 response of an unsuccessful (failed) ICSR submission, the following guidance applies:

· For a single ICSR submission, resubmit the corrected ICSR with a new unique batch identifier.  Refer to section IV.B.ii of this document for more information about ICSR batch identifiers.
· For ICSR submissions containing multiple ICSR files (batch submissions), and one or more ICSRs in the submission failed to process, separate the failed ICSRs from the successfully submitted ICSRs, correct the failed ICSRs, and resubmit them as a new submission with a unique batch identifier. For example, if there were 50 ICSRs in an original batch submission and 15 of them failed to process, then only the failed 15 ICSRs must be corrected and resubmitted with a new unique batch identifier. The resubmission must not contain any of the successfully processed ICSRs.
· If you do not receive an FDA AE program (ACK 3) acknowledgement within 24 hours of the ESG message delivery notice of acknowledgement (ACK 2), resubmit the original ICSR submission without changing the batch identifier.   
5. What to do in case of ESG failures

FDA provides ESG status information on its Electronic Submissions Gateway webpage at: http://www.fda.gov/ForIndustry/ElectronicSubmissionsGateway/ucm367545.htm.

This website provides pertinent information about the ESG’s operational status, downtime history and submission statistics and includes links to other ESG-related topics.
B. Creating FDA ICSR Files

Refer to Section 1:  Headers and Wrappers of the FDA ISO/HL7 27953 Individual Case Safety Report Draft Validation Procedures Document for XML schema examples and procedures for populating ICSR data elements described in this section.

1. ICSR Batch and Message Wrapper Information
Individual and batch ICSR files are supported using the same HL7 batch message wrapper using the message interaction identifier MCCI_IN200100UV01.  ICSR sender and receiver information is captured in the batch wrapper using specific data elements to distinguish ICSR sender and receiver information.  Since this information is provided in the batch wrapper, the Generic Message Transmission Wrapper is not used.  For more information about HL7 Batch and Generic Message Transmission wrappers, refer to the ISO/HL7 27953-2 Annex A: Transmission Infrastructure topic.
i. Type of Messages in Batch N.1.1
ICH E2B (R3) uses one ICSR message type, which is characterized by the HL7 message interaction ID MCCI_IN200100UV01.  FDA does not support the additional HL7 interaction IDs or message types for Follow Up or Withdrawn ICSRs.  FDA only accepts the value of “ichicsr” for N.1.1 Type of Messages in Batch.
ii. Batch Number N.1.2 
Each electronic submission of ICSRs must have a unique batch identifier (filename or number). You may choose your own format to maintain uniqueness.   For more information about the use of the ICSR batch number in ICSR acknowledgements, refer to ICH E2B (R3) IG Section 4.0: The ICSR Acknowledgment Transaction and section IV.A.4.iii of this document.
iii. Batch Sender Identifier N.1.3

FDA has begun an initiative to verify facility information that has been provided to FDA electronically including, but not limited to, facilities’ DUNS numbers, addresses, and products.  The Data Universal Numbering System (DUNS) number for Business Entity Identifiers is used to validate business entities in various FDA information systems.  For more information about this initiative, refer to:   http://www.fda.gov/drugs/guidancecomplianceregulatoryinformation/drugregistrationandlisting/ucm307027.htm.  FDA prefers use of the DUNS number for this attribute using the Dunn and Bradstreet Object Identifier (OID) 1.3.6.1.4.1.519.1.  For more information about how to obtain a DUNS number, refer to the FDA Structured Product Labeling (SPL) Business Entity Webpage at: http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/ucm162544.htm.

iv. Message Receiver Identifier N.2.r.3
FDA uses two different message receiver identifiers for test and production submissions.  These identifiers are:
For Test ICSR Submissions: ZZFDATS
For Production ICSR Submissions:  ZZFDA
Refer to section IV.A of this technical specifications document for more information about FDA ESG connection options and testing requirements.
C. FDA ICSR Content 

1. Data Element Conformance

FDA supports the ICH E2B (R3) data element conformance categories (e.g., required or optional) described in the ICH E2B (R3) IG.  However, FDA data element conformance may vary due to regional regulatory requirements not addressed in the ICH E2B (R3) IG (e.g., VAERS specific data elements) and these exceptions are noted in the relevant ICH section headers of this technical specifications document.  
2. Terminology
FDA supports ICH E2B (R3) recommendations concerning use of the Medical Dictionary for Regulatory Activities (MedDRA)
 terminology for coding of clinical and laboratory terms. When possible, use the Lowest Level Term (LLT) and record the LLT as the MedDRA numeric code rather than the LLT name (e.g. the LLT name is Rash; the MedDRA numeric code for LLT Rash is 10378444).  Applicants should refer to the ICH E2B (R3) IG for data elements that specify the use of MedDRA coding.  FDA also supports the use of the Unified Codes for Units of Measurement (UCUM) for coding units of measure (e.g., medication dosing units).  A constrained list of UCUM codes used for SPL is available for reference at: http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/ucm168397.htm.  The full UCUM value set can be downloaded from Regenstrief Institute at: http://unitsofmeasure.org/trac/.  Additional FDA regional terminology is supported by the US National Cancer Institute’s (NCI) Enterprise Vocabulary Service (EVS)
 and other FDA internal systems, such as the FDA Substance Registration System (SRS)
.  Regional data elements that use FDA controlled terminologies are noted in the relevant ICH section headers of this technical specifications document.
3. ICH Section C1: Identification of the Individual Case Safety Report 
i. Linking of Initial and Follow up ICSRs
Applicants should follow ICH guidance for C.1.1 Sender’s (case) Safety Report Unique Identifier and C.1.8.1 Worldwide Unique Case Identification.   If the initial ICSR was submitted on paper but its follow-up ICSR is to be submitted electronically, include the Sender’s (case) Safety Report Unique Identifier (also referred to as the Manufacturer Control Number
 {MCN} listed in Box G9 of FDA Form 3500A or Box 24 of the VAERS-1 form) from the initial report in both C.1.1 and in C.1.8.1 in the follow-up electronic submission.

Always use the same identifier for C.1.1 that was assigned to the initial ICSR when submitting follow-up reports for the lifecycle of that case.  If the internal Safety Report Unique Identifier is provided, note the internally reassigned safety report ID in the ICSR narrative section H.1 of the follow-up report (e.g., “This ICSR has been reassigned the Company ID number COA12345”). Do not use the internally reassigned safety report ID for any follow-up reports.

In the event that an incorrect safety report ID has been used in a follow-up report, contact the appropriate AE Program Coordinator so that the follow-up ICSR can be matched to the initial ICSR in the appropriate FDA safety database (e.g., FAERS or VAERS).  
Refer to Section 3: Investigation of the FDA ISO/HL7 27953 Individual Case Safety Report Draft Validation Procedures Document for XML schema examples for populating the ICH C.1.1 data element.  
ii. ICH C.1.7 Identification of Expedited and Non-Expedited ICSRs
FDA concurs with ICH E2B (R3) conformance criteria for C.1.7 (a required data element) to specify if the case fulfills regional requirements for expedited reporting; however, FDA does not support use of the HL7 null flavor NI for this data element.  For FDA reporting, if C.1.7 is populated with a “false” value, the ICSR is considered a non-expedited report.  Refer to Section 20: Adverse Event Assessment Observations of the FDA ISO/Hl7 27953 Individual Case Safety Report Draft Validation Procedures Document for procedures and examples for populating the ICH C.1.7 data element.
4. ICH Section C.2.r: Primary Source(s) of Information

FDA regional requirements for transmitting information about primary source reporters (ICH section C.2.r) vary by reporting program.  For FAERS reporting, if the patient is also the primary source reporter, applicants should not use ICH Section D, Patient Characteristics, and instead enter the patient information in ICH Section C.2.r.  The applicant should provide the patient’s initials or a generic patient identifier.  No identifying information will be made available to the public and no HL7 null flavor values are allowed for this data element.
For reports involving AEs associated with the use of prophylactic vaccines, the patient’s full name (last name, first name, middle initial) must be provided and correspond to the person who received the vaccine or that person's legal representative as required by the NCVIA.  No identifying information will be made available to the public and no HL7 null flavor values are allowed for this data element.  If the patient is the primary source reporter, this information should be submitted using ICH Section C.2.r.  Refer to Section 18: Report Responsible Party of the FDA ISO/HL7 27953 Individual Case Safety Report Draft Validation Procedures Document for procedures and examples for populating ICH C.2.r data elements in the ICSR file.
i. Additional VAERS-Related ICH C.2.r Regional Data Elements
VAERS data elements applicable to ICH C.2.r are: Vaccine Administered By, Responsible Physician, Form Completed By and Relation to Patient.  FDA regional terminology and HL7 null flavor codes are used to support VAERS requirements for the Reporter’s Qualification (C.2.r.4).  FDA regional terminology is supported by the NCI EVS.  Regional termonology codes for patient, parent, and Vaccine Administrator are summarized in Table 1: 
Table 1:  VAERS Reporter Qualification Codes
	NCI Concept Identifier
	Description

	C16960
	Patient

	C42709
	Parent

	C102430
	Vaccine Administrator


The VAERS option for “Other” is supported using the HL7 null flavor code: OTH.  The VAERS option for  “Responsible Physician” is supported using the ICH E2B (R3) code “1”.  The VAERS data element, Relation to Patient is supported as an <assignedEntity> code in the XML file.  
When the Vaccine Administrator, Responsible Physician, Related person (e.g., parent) or patient is not a primary source reporter, the information about these individuals should be provided following the appropriate ICH guidance for the patient or parent (ICH Sections D.1 and D.10) or other FDA regional data elements (e.g., <substanceAdministration> author or performer) described in this technical specifications document and the FDA ISO/HL7 27953 Individual Case Safety Report Draft Validation Procedures Document.
5. ICH Section D:  Patient Characteristics
FDA concurs with ICH E2B (R3) guidance stating that at least one of the available data elements in ICH Section D be populated to help fulfill reporting criteria for an identifiable patient (one of the four minimum criteria for a valid ICSR – refer to ICH E2B (R3) Section 3.3.1).  If the patient is not the primary source reporter and other available data elements (e.g., age, date of birth or sex) is unknown, then the HL7 null flavor values NI (No Information) or ASKU (Asked by Unknown) can be used.  In cases where the patient information is not provided due to regional privacy restrictions (e.g., foreign reports), FDA supports the use of the HL7 null flavor code MSK (Masked).   
i. Patient Name or Initials
When the patient is not the primary source reporter, then ICH D.1 should be used to identify the patient.  For FAERS reporting, sufficient information to identify a patient should be provided such as the use of a generic patient identifier or patient initials in the <name> attribute.   For VAERS reporting, complete contact information is required for all patients when the information is known and there are no privacy restrictions.
ii. Patient Contact Information

For vaccine ICSRs, full patient address and contact information (e.g., address, telephone and email address) is required.  The <name> attribute, including its related nested attributes, such as <given> name, is used to capture complete patient name information.  The <address> attribute, including its associated nested attributes such as <streetAddressline>, is used to capture complete patient address information.  The <telecommunications> attribute is a repeatable data element used to support multiple telcommunications addresses such as telephone and fax numbers and email addresses.    Refer to Section 5: Event Assessment & Person Subject of the FDA ISO/Hl7 27953 Individual Case Safety Report Draft Validation Procedures Document for procedures and examples for populating patient contact information in the XML file.
iii. ICH D.2 Age Information
An additional FDA data element is needed to support a different age concept for the VAERS data element:  Age at the Time of Vaccination.  For vaccine ICSRs, applicants should to clearly distinguish this concept from ICH D.2.2 Age at Time of Onset of Reaction/Event in vaccine ICSR files when information is known.  The FDA regional terminology code for Age at the Time of Vaccination is C103173.  This value should be used and included as an additional data element in the XML file for ICH Section D.2.  
iv. Body Weight D.3
An FDA regional extension is needed for pediatric patients five (5) and under.  VAERS currently captures patient birth weight as a structured data element.  The FDA regional data element is supported using an additional <observation> attribute and the regional terminology code C76325 should be used and included as an additional data element in the XML file for ICH Section D.3.  

 Weight units of measurement should be converted from pounds and ounces to kilograms in accordance with ICH guidance. 
v. VAERS Patient Number of Brothers and Sisters

An additional FDA data element is needed to capture information for the VAERS Number of brothers and sisters data element.  The data element is supported using an additional <observation> and the regional terminology code C102469 should be used and included as an additional data element in the XML file in ICH Section D.  The value is captured as an integer.    
vi. FDA Race and Ethnicity (Ancestry) Information

FDA is improving its ability to collect and analyze patient race and ethnicity data using two additional regional <observation> data elements.  FDA currently captures race information as free text in Section B, box 7 (Other Relevant History, Including Preexisting Medical Conditions) of the MedWatch 3500A form.  FDA plans to harmonize postmarket AE reporting of race and ethnicity information with patient race information contained in clinical trial and product labeling submissions.  FDA terminology codes are consistent with the US Office of Management and Budget (OMB)
 and the Department of Health and Human Services (HHS) Office of Minority Health
.   If available, provide both the patient race and ethnicity information using codes listed in Table 2.  Multiple patient race classification codes can be used; however, only one (1) ethnic group code should be used.  If the patient race or ethnicity information is not available or unknown, use the HL7 null flavor NI for these data elements.  
Table 2:  FDA Race and Ethnic Group Codes
	NCI Concept Identifier
	Description

	C17049
	Race

	C16352
	African American

	C41259
	American Indian or Alaska Native

	C41260
	Asian

	C41219
	Native Hawaiian or Other Pacific Islander

	C41261
	White

	C16564
	Ethnic Group

	C17459
	Hispanic or Latino

	C41222
	Not Hispanic or Latino


Procedures and examples for populating the FDA regional data elements: Age at the Time of Vaccination, Birth Weight, VAERS Number of Brothers and Sisters and FDA race and ethnicity are described in Section 11: Investigation Subject Clinical History of the FDA ISO/HL7 27953 Individual Case Safety Report Draft Validation Procedures Document.
vii. Relevant Medical History and Concurrent Conditions D.7
An FDA regional extension to ICH D.7 is needed to support the VAERS data element: Illness at the Time of Vaccination.  Applicants should provide structured information on any short-term illness, condition or symptom present at or about the time of vaccination (e.g., cold, fever, ear infection) and follow ICH guidance concerning the use of MedDRA
 coding.  The regional data element is nested as an additional <observation> using the FDA terminology code C102468 to distinguish the data element from other related ICH data elements in D.7.  Refer to Section 11: Investigation Subject Clinical History section of the FDA ISO/HL7 27953 Individual Case Safety Report Draft Validation Procedures Document for procedures and examples for populating patient medical history information in the XML file.
viii. Relevant Past Drug History D.8
FDA regional extensions to ICH section D.8 are needed to support VAERS data elements associated with adverse events following prior vaccinations.  The VAERS data elements are: VAERS Onset Age, VAERS Dose Number in Series and VAERS Past Adverse Events for Siblings.  Additional procedures for supporting FDA regional product identifiers (e.g., Medicinal Product Identifiers (MPID) and substance identifiers) are summarized in this section.
1. VAERS Onset Age

VAERS Onset Age is captured as an additional nested outbound relationship observation for ICH data element D.8.r.7.  The regional terminology code C88065 is used to avoid conflict with ICH D.2.2 Age at Time of Reaction/Event.  For vaccine reporting, onset age should be provided in months if less than two years old.  
2. VAERS Dose Number in Series

The VAERS Dose Number in Series data element is captured as an additional nested outbound relationship to the suspect vaccine administration act (<substanceAdministration>.  The <sequenceNumber> attribute is used to capture this information in the XML file.
Procedures and examples for capturing information for the regional data elements: VAERS Onset Age and VAERS Dose Number in Series are found in Section 11:  Investigation Subject Clinical History of the FDA ISO/HL7 27953 Individual Case Safety Report Draft Validation Procedures Document. 
3. VAERS Past Adverse Events for Siblings

This VAERS data element captures information about past vaccine reactions for siblings.  This information is nested in the XML file as a different <assignedEntity> person role code (SIB) to distinguish the information from the ICH E2B (R3) patient and parent past drug history sections.  Refer to Section 6:  Related Subject and Section 12: Related Subject Clinical History of the FDA ISO/HL7 27953 Individual Case Safety Report Draft Validation Procedures Document for examples and procedures for populating VAERS sibling information in the XML schema file.
4. ICH D.8.r.1 Name of Drug as Reported
For vaccine reports, when the Medicinal Product Identifier (MPID) or Pharmaceutical Product Identifier (PhPID) is unknown or unavailable at the time of ICSR submission to the FDA, use the regional vaccine abbreviation as the product trade name.  The VAERS vaccine name abbreviations are available at: http://www.cdc.gov/vaccines/about/terms/USVaccines.html. 
5. ICH D.8.r.2 Medicinal Product Identifier (MPID)

Applicants may use the FDA National Drug Code (NDC) as the regional MPID when the US product is known.  FDA NDC codes are available for download at the FDA Structured Product Labeling (SPL) Resources webpage at: http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/ucm240580.htm.  This website is updated daily and a comprehensive NDC report is available for download in comma delimited (CSV) file format or as a compressed zip file (.zip).  Questions concerning these identifiers should be addressed to spl@fda.hhs.gov.  
6. ICH D.8.r.3 Pharmaceutical Product Identifier (PhPID)

Applicants should use this data element only if the ISO Identification of Medicinal Product (IDMP) TermID is available and the FDA NDC (regional MPID) is unknown or unavailable at the time of ICSR submission to the FDA.    
Procedures and examples for populating product name, MPIDs and PhPIDs in the ICSR XML file can be found in Section 12.3 Relevant Drug Details in the FDA ISO/HL7 27953 Individual Case Safety Report Draft Validation Procedures Document.
ix. ICH D.10 Information Concerning the Parent

FDA extensions to ICH D.10 apply only when the child/fetus has an adverse reaction/event (other than early spontaneous abortion/fetal demise), and the parent is the source of exposure to the suspect product.  For vaccine ICSRs, regional extensions for this section are consistent with the FDA regional extensions pertaining to ICH D.1, D.2 and FDA Race and Ethnicity information described in this technical specifications document.  Detailed procedures and examples for populating parent information are provided in Section 6:  Related Subject and Section 12: Related Subject Clinical History of the FDA ISO/HL7 27953 Individual Case Safety Report Draft Validation Procedures Document.  
6. ICH Section E.i: Reactions/Events
FDA regional extensions to ICH E.i.3.2 Seriousness Criteria at Event Level support additional VAERS patient outcome options for: Emergency room (ER)/emergency department (ED) visit, Doctor or other healthcare professional office/clinic visit, Hospitalization, Number of days hospitalized, VAERS AE Treatment Facility Information (Hospital Name, City and State) Prolongation of existing hospitalization and none of the above. 
FDA regional terminology codes are used to distinguish VAERS patient outcome <observation> values from ICH E2B (R3) E.i.3.2 <observation> values for drug and biologics reporting to FAERS.  The FDA OID and value set is provided in Table 3.  The VAERS data element, none of the above, is captured as the HL7 null flavor value OTH (other).
Table 3: VAERS Reaction/Event Outcome Terminology 
	FDA Object Identifier
	NCI Concept Identifier
	Description

	2.16.840.1.113883.3.26.1.1
	C53513
	Emergency Room

	
	C16988
	Physician Office

	
	C50414
	Hospitalization Required

	
	C102450
	Resulted in Prolongation of Hospitalization


i. VAERS Number of days hospitalized
The VAERS data element, Number of days hospitalized, is captured as an associated observation if Hospitalization is valued as a patient outcome option.  The number of days is captured as an integer.
ii. VAERS AE Treatment Facility:  Hospital Name, City and State

The VAERS AE Treatment facility information should be provided when known using the <representedOrganization> attribute.  This attribute is associated as the scoping role for the <AssignedEntity> attribute as the performer of the hospitalization act.  The <organization.name> attribute captures the name of the facility and the <address> attribute captures the city and state information.  If the information is unknown, the HL7 null flavor value NI should be used.  The VAERS option, Physician Office should be selected for events where the patient’s adverse event was evaluated and/or treated at a doctor’s or other healthcare professional’s office or clinic.  The VAERS option, Emergency Room should be selected for events where the patient’s adverse event was evaluated and/or treated at an emergency room or emergency department.   Note that information about the VAERS AE treatment facility is a separate and distinct concept from the ICH E2B (R3) criteria for reaction/event seriousness.  For VAERS reporting, seriousness should be determined based on the occurrence of death, life-threatening event, hospitalization, and other criteria listed in 21 CFR 600.80.  With regard to the “otherwise medically important criterion” (ICH E.i.1.3.2f), applicants should judge events to be otherwise medically important based on the description provided in 21CFR600.80 and associated guidance
 and their medical judgment.  AEs which are treated or evaluated in an ER, physician’s office, or clinic may or may not be considered otherwise medically important. 
7. ICH Section G.K:  Drug(s) Information
Integration with ISO Identification of Medicinal Product (IDMP) Standards

ICH supports harmonization of medicinal product information and provided input to the ISO workgroup, Health Informatics and Pharmacy, and the ICH E2B (R3) IG through its Multidisciplinary Expert Workgroup 5 (M5)
.  IDMP standards are designed to facilitate the exchange and practical use of medicinal product data by regulators, pharmaceutical industry and healthcare providers.  ICH E2B (R3) references the use of a constrained set of M5controlled terminologies in section G.K as optional data elements.  FDA plans to support full adoption and integration of the ISO IDMP standards for ICSR reporting and supports use regional terminology for several data elements in this section.  The suite of related ISO IDMP standards is summarized below and information about these standards is available at the ISO TC 215 website at: http://www.iso.org/iso/home/store/catalogue_tc/home/store/catalogue_tc/catalogue_tc_browse.htm?commid=54960&published=on&development=on
· Substance/Specified Substance Identifiers (ISO 11238:2012)

· Pharmaceutical Dose Forms, Routes of Administration, Units of Presentation and Packaging (ISO 11239:2012)

· Units of Measurement (ISO 11240:2012)

· Medicinal Product Identifiers (ISO 11615:2012)

· Pharmaceutical Product Identifiers (ISO 11616:2012)

FDA Regional Extensions to ICH G.K Drug(s) Information Section
To support use of FDA regional product identifiers, specialized FDA product categories and regional VAERS data elements, the following FDA regional extensions to ICH G.K are described:
· FDA Medicinal Product Identifier (MPID)
· Medicinal Product Name as Reported by the Primary Source
· VAERS Foreign Trade Name

· FDA Unique Ingredient Identifier (UNII)

· Identification of the Country Where the Drug Was Obtained

· VAERS Vaccination Facility Information
· Vaccination Facility Type

· Military Status and Military Facility Indicator
· VAERS Vaccines Purchased With
· Vaccine Administrator 

· VAERS Responsible Physician
· FDA Authorisation/Application Number 

· FDA Pharmaceutical Dosage Form Term Identifier (TermID)

· VAERS Anatomical Approach Site

· VAERS Number of Previous Doses
· VAERS Vaccines Given within 4 Weeks
· FDA Specialized Product Category

i. ICH G.k.2.1.1b: FDA Medicinal Product Identifiers (MPID)
The FDA National Drug Code (NDC) should be used as the regional MPID when known.    Information about obtaining a list of FDA NDCs can be found on the FDA Structured Product Labeling (SPL) Resources webpage at: http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/ucm240580.htm. 
ii. ICH G.k.2.2: Medicinal Product Name as Reported by the Primary Source
For US licensed products, FDA validates medicinal product names against the available Structured Product Labeling (SPL)
 XML file or the submitted label (as an ICSR attachment).  When the product has an SPL file, use the same naming convention in the ICSR as the name appears in the SPL file.  When submitting a product label as an attachment to an ICSR, use the name as it appears on the submitted product label.
When foreign vaccine trade names are used, the information should be provided as free text and the US generic name should also be provided.  These additional regional data elements are supported using the <entity with Generic role> relationship which links the foreign trade name to the non-proprietary, generic substance.  The regional data element <productKind><name> attribute should be used to capture the foreign trade name and the US generic name is captured as the <genericMedicine><name>.  Procedures and examples for capturing vaccine foreign trade names and US generic equivalents are described in Section 10:  Product Information of the FDA ISO/HL7 27953 Individual Case Safety Report Validation Procedures Document.
iii. ICH G.k.2.3.r: FDA Unique Ingredient Identifier (UNII)
FDA supports regional and ICH E2B (R3) value sets for G.k.2.3.r when available. If a ‘Substance Name TermID’ (G.k.2.3.r.2b) is not available, the substance/specified substance name (G.k.2.3.r.1) should be drawn from the FDA Substance Registration System’s (SRS) Unique Ingredient Identifiers (UNII) when known.  FDA UNII codes for can be obtained from the FDA Substance Registration System website.  SRS information is updated on a monthly basis and files are made available for download at: http://fdasis.nlm.nih.gov/srs/jsp/srs/uniiListDownload.jsp.  This website is updated monthly and FDA UNII lists are provided as tab delimited text files.  Questions concerning these identifiers should be addressed to fda-srs@fda.hhs.gov.  ICH guidance should be followed for the use of terms and identifiers for Substance/Specified Substance.  If no medicinal product name is provided and only the active substance name is known (G.k.2.3r.1), use the name of the active substance as it appears in the FDA SRS.  FDA recommends that applicants proactively validate substance information with primary source reporters before preparing the ICSR submission.  
iv. ICH G.k.2.4: Identification of the Country Where the Drug Was Obtained
For vaccine ICSRs, additional regional data elements about the location of the facility/clinic where the vaccine was administered are needed to support national, state and local immunization programs.  The value for the Identification of the Country Where the Drug was Obtained (ICH G.k.2.4) should be the country of the healthcare facility address where the vaccine was administered, if known.  Additional VAERS regional requirements that have a relationship with ICH G.k.2.4 are further described in this section.
1. VAERS Vaccination Facility Information
The vaccination facility address, telephone, fax and email address should be provided if known.  
This information is supported by the <located entity> attribute.   Additional information about Vaccine Administrator and Responsible Physician should also be provided when known (see Sections 7.ix and 7.x of this technical specifications document).  This information is supported as a <performer> association for the <substanceAdministration> act in the XML file.  FDA terminology requirements apply to the following use cases for coding address information for US state and foreign province names:

· If the immunization occurred within the US, the vaccination facility location state address attribute should be populated using ISO 3166-2 two letter state abbreviation

· If the immunization occurred outside the US, use the ISO 3166-2 province name for the province address.  If the foreign province name is unknown, use “FR”.
· For both US and foreign VAERS cases, ICH G.k.2.4 is required when known to ensure that the relationships between state/province and country codes are globally unique.  
FDA supports free text descriptions and regional terminology codes to support consistent capture of US county names.  The address <county> data element is used for this information.  When the county information is provided as free text, the full county name and state abbreviation should be provided when known to help ensure uniqueness across US states.  When a county code is used, applicants should use the format described in sections 4.6 and 4.7 of the American National Standards Institute (ANSI) International Committee for Information Technology Standards (INCITS) specification standard 31-2009, which is entitled, “Codes for the Identification of Counties and Equivalent Areas of the United States, Puerto Rico, and the Insular Areas”.

 NCI has pre-coordinated this data for FDA and has placed this data in an NCIt subset named “US Counties Terminology” which has an NCIt code of C111076.  The terminology subset is available for download from the NCI EVS website at: http://evs.nci.nih.gov/ftp1/FDA/ICSR. The FDA preferred term (PT) from this subset (rather than the NCIt Code) should be used.  In the example below, the county code of TN187 should be used to represent Williamson County in the state of Tennessee (rather than C110209).  
NCIt PT:            Williamson County, TN

NCIt SY:           Williamson County

NCIt SY:           Williamson County, Tennessee

FDA PT:           TN187
NCIt Code:        C110209

Refer to Section 9: Product Dosage and Administration Details of the FDA ISO/HL7 27953 Individual Case Safety Report Draft Validation Procedures Document for examples for how to populate the VAERS Vaccination Facility, Vaccine Administrator and Responsible Physician information in the XML file.  
a. VAERS Vaccination Facility Type

FDA plans to implement new regional data elements and terminology codes to capture information about the vaccination facility type.  This information will be supported using an additional <observation> attribute with coded values.  Further information will be made available once the terminology subset becomes available for use.  Examples of vaccination facility types include:

· Healthcare Facility

· Physician Office

· Hospital

· Clinic

· Public Health Department

· Workplace Clinic

· School/student health clinic

· Pharmacy/drug store

· Other

· Unknown

The choices: “Other” and “Unknown” will be supporting using the appropriate HL7 null flavor values.  Procedures and examples for populating the VAERS vaccination facility information are provided in Section 9: Product Dosage and Administration Details of the FDA ISO/HL7 27953 Individual Case Safety Report Draft Validation Procedures Document.
b. VAERS Military Status and Military Facility Indicator

FDA plans to implement new regional data elements and terminology to support verification of the patient’s military status (or association with military health services) and whether the vaccination occurred at a Department of Defense (DOD)/military site.  These data elements are supported using additional <observation> attributes and coded values.  The military facility indicator will be supported using a Boolean data element.  Procedures and examples for capturing the military status and military facility indicator are provided in Section 9: Product Dosage and Administration Details of the FDA ISO/HL7 27953 Individual Case Safety Report Draft Validation Procedures Document.

c. VAERS Vaccine Purchased With

The FDA regional data element VAERS Vaccine Purchased With is supported as an associated inbound relationship for the substance administration.  The coded values specify how the vaccination facility or person who administered the vaccine (e.g., Responsible Physician) purchased the vaccine and does not pertain to payments made by the patient’s health insurance plan.  This data element is an optional data element and FDA terminology is listed in Table 4. The value for Other/Unknown is supported using the HL7 null flavor code OTH.  Procedures and examples for capturing this data element are provided in Section 9: Product Dosage and Administration Details in the FDA ISO/HL7 27953 Individual Case Safety Reporting Validation Procedures Document.
Table 4: VAERS Vaccine Purchased With Codes 

	FDA Object Identifier
	NCI Concept Identifier
	Description

	2.16.840.1.113883.3.26.1.1
	C102432
	Private Funds

	
	C102433
	Military Funds

	
	C102434
	Public Funds


d. VAERS Vaccine Administrator
When the Vaccine Administrator is not captured as the Primary Source Reporter in ICH C.2.r, the name, telephone number, fax and email address of the Vaccine Administrator should be provided.  Vaccine Administrator information is captured using the performer participation reference for the substance administration using the <assignedEntity> attribute.  The <prefix> name part attribute is used to capture the professional title (e.g., RN) for the Vaccine Administrator.  
e. VAERS Responsible Physician
When the Responsible Physician is not captured as the ICH Primary Source Reporter in ICH C.2.r, the name of the prescribing or responsible physician in the healthcare setting where the vaccine was given should be provided.   The physician’s name is captured using the author participation reference for of the substance administration as the <assignedEntity> and <representedOrganization> XML attributes.  Additional name part attributes, e.g., <prefix> and <suffix>, to capture the professional titles and certifications for the Responsible Physician (e.g., Dr. MD, OD, PA) can be used.  
Procedures and examples for populating Vaccine Administrator and Responsible Physician information are provided in Section 9:  Product Dosage and Administration Details of the FDA ISO/HL7 Individual Case Safety Report Validations Procedures Document.
v. ICH G.k.3.1:  FDA Authorisation/Application Number
FDA requires the use of a prefix to determine the application type associated with suspect products.  For human drug products, include the acronym “NDA” or “ANDA”, followed by a space and then the number for the application (e.g., NDA 012345, ANDA 012345). For prescription drug products marketed without an approved application (Rx No Application), use “000000”. For a non-prescription drug product marketed without an approved application (Non-Rx No Application), use “999999”.   


For licensed human biological products, include the appropriate acronym “BLA” “STN” or “PLA” followed by a space and the primary six-digit number (e.g., STN 123456).  Table 5 describes format requirements for FDA application numbers.  Procedures and examples for capturing FDA application numbers in the XML file are provided in Section 10:  Product Information of the FDA ISO/HL7 27953 Individual Case Safety Report Validation Procedures Document.
Table 5: Description of FDA Application Number Formats for ICH G.k.3.1

	FDA Application Types
	Recommended Formats

	NDA / ANDA 

	NDA or ANDA 012345

	STN/BLA/PLA
	STN or BLA or PLA 123456

	Rx No Application 

	000000

	Non-Rx No Application
	999999


vi. ICH G.k.4.r:  Dosage Information

FDA regional extensions to ICH G.k.4.r are required to support use of coded dosage form terms and additional VAERS data elements for VAERS Approach site and VAERS Number of Previous Doses.

1. ICH G.k.4.r.9.2b: FDA Pharmaceutical Dose Form TermID

FDA plans to adopt use of ISO IDMP dosage form terms and IDs when available.  In the interim, FDA will support use of free text and coded dosage form terms using the FDA regional dosage form value set available at: http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/ucm162038.htm.  Procedures and examples for populating FDA Pharmaceutical Dose Form TermIDs are provided in Section 9: Product Dosage and Administration Details of the FDA ISO/HL7 Individual Case Safety Report Validation Procedures Document.
vii. VAERS Anatomical Approach Site

An additional FDA element is required to support the VAERS Anatomical Approach Site data element.  This data element is captured using the substance administration <approachSite> attribute and is coded using the FDA ICSR Vaccination on Body Site Terminology value set provided in Table 6.  Procedures and examples for populating the VAERS Anatomical Approach Site information are provided in Section 9:  Product Dosage and Administration Details of the FDA ISO/HL7 Individual Case Safety Report Validation Procedures Document.
Table 6: FDA ICSR Vaccination on Body Site Terminology 

	FDA Object Identifier
	NCI Concept Identifier
	Description

	2.16.840.1.113883.3.26.1.1
	C105633
	Left Arm

	
	C105634
	Left Deltoid

	
	C105638
	Left Gluteus Medius

	
	C105642
	Left Lower Forearm

	
	C105632
	Left Thigh

	
	C105640
	Left Vastus Lateralis

	
	C105636
	Right Arm

	
	C105635
	Right Deltoid

	
	C105639
	Right Gluteus Medius

	
	C105643
	Right Lower Forearm

	
	C105637
	Right Thigh

	
	C105641
	Right Vastus Lateralis


viii. VAERS Number of Previous Doses

The VAERS Number of Previous Doses data element is captured as the vaccine substance administration <repeatNumber>.   If an event occurred after a series of several vaccinations (e.g., 3 doses of hepatitis B vaccine), an additional regional <Organizer> section is used to capture prior immunizations as the regional data element: VAERS Vaccines Given within 4 Weeks.  Procedures and examples for capturing Number of Previous Doses are available in Section 9: Product Dosage and Administration Details of the FDA ISO/HL7 Individual Case Safety Report Validation Procedures Document.
ix. VAERS Vaccines Given Within 4 Weeks

An FDA regional extension is required to support the VAERS data element Vaccines Given within 4 Weeks, which has a relationship with the suspect vaccine.  An FDA regional <Organizer> section should be included to distinguish this information in the XML file.  Regional data elements and terminology requirements should be applied to the data elements contained in this section for:
· Vaccine Type and Foreign Trade Names
· Vaccine Anatomical Approach Site
· Dose Number in Series

Procedures and examples for populating the VAERS Vaccines Given within 4 Weeks data element are provided in Section 10:  Product Information of the FDA ISO/HL7 Individual Case Safety Report Validation Procedures Document.

x. G.k.10.r Additional Information on Drug:  Specialized FDA Product Categories
FDA extensions are used in ICH G.k.10.r to support the identification of specialized FDA product categories such as combination products, compounded and repackaged products.  For example, pharmacy compounding is a practice in which a licensed pharmacist combines, mixes, or alters ingredients in response to a prescription to create a medication tailored to the medical needs of an individual patient. Pharmacy compounding, if done properly, can serve an important public health need if a patient cannot be treated with an FDA-approved medication. The FDA regional data element <characteristic.code> is used to support coding of specialized FDA product categories in the drug information section.  FDA regional codes are listed in Table 7.

Table 7: FDA Specialized Product Categories

	FDA Object Identifier
	NCI Concept Identifier
	Description

	2.16.840.1.113883.3.26.1.1
	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	
	C102834
	Type 1: Convenience Kit of Co-Package

	
	C102835
	Type 2: Prefilled Drug Delivery Device/System (syringe, patch, etc.)

	
	C102836
	Type 3: Prefilled Biologic Delivery Device/System (syringe, patch, etc.)

	
	C102837
	Type 4: Device Coated/Impregnated/Otherwise Combined with Drug

	
	C102838
	Type 5: Device Coated or Otherwise Combined with Biologic

	
	C102839
	Type 6: Drug/Biologic Combination

	
	C102840
	Type 7: Separate Products Requiring Cross Labeling


	FDA Object Identifier
	NCI Concept Identifier
	Description

	
	C102841
	Type 8: Possible Combination Based on Cross Labeling of Separate Products (Temporary Type)

	
	C102842
	Type 9: Other Type of Part 3 Combination Product (e.g., Drug/Device/Biological Product)

	
	C73626 


	Bulk ingredient

	
	C96793
	Bulk Ingredient For Human Prescription Compounding

	
	C95602
	Unapproved Drug Product Manufactured Exclusively for Private Label Distributor


Procedures and examples for capturing FDA Specialized Product Categories are provided in Section 10:  Product Information of the FDA ISO/HL7 Individual Case Safety Report Validation Procedures Document.
D. ICSR Attachments
ICSR attachments can be sent as embedded files using base 64 encoding (see ICH E2B (R3) IG Section 3.5 Document Attachments for further information).   The following FDA file types are supported:
· Portable document format (.pdf)

· Image file formats (.jpeg, .jpg)
· Bitmap image format (.bmp)

· Portable Network Graphics (.png)

· Graphics Interchange Format (.gif)

· Tagged image file format (.tif, .tiff)

· rtf - Rich text format (.rtf.)

· Text format (.txt)

· Spreadsheet file format (.xls, .xlsx)

· Word processing document format (.doc, .docx, .wpd)

ICSR attachments should not be individually compressed.  Applicants should follow the FDA ESG user guidance found in Appendix B: Creating tar Files and Compressing Files for Submission at: http://www.fda.gov/ForIndustry/ElectronicSubmissionsGateway/ucm334780.htm for more information about how to compress ICSR files for submission.
� For more information on providing submissions using the ESG, refer to: � HYPERLINK "http://www.fda.gov/ForIndustry/ElectronicSubmissionsGateway/default.htm" ��http://www.fda.gov/ForIndustry/ElectronicSubmissionsGateway/default.htm�


� Extensible Markup Language (XML) is a markup language that defines a set of rules for encoding documents in a format that is both human-readable and machine-readable


� Electronic Common Technical Document: � HYPERLINK "http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/ElectronicSubmissions/ucm153574.htm" �http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/ElectronicSubmissions/ucm153574.htm�


� For more information about VAERS, refer to: � HYPERLINK "http://www.fda.gov/biologicsbloodvaccines/safetyavailability/reportaproblem/vaccineadverseevents/questionsaboutthevaccineadverseeventreportingsystemvaers/default.htm" �http://www.fda.gov/biologicsbloodvaccines/safetyavailability/reportaproblem/vaccineadverseevents/questionsaboutthevaccineadverseeventreportingsystemvaers/default.htm�


� Extensible Markup Language (XML) is a markup language that defines a set of rules for encoding documents in a format that is both human-readable and machine-readable.


� National Childhood Injury Act of 1986: � HYPERLINK "http://www.nvic.org/Vaccine-Laws/1986-Vaccine-Injury-Law.aspx" �http://www.nvic.org/Vaccine-Laws/1986-Vaccine-Injury-Law.aspx�


� ISO 27953-2 is available for download at:  � HYPERLINK "http://www.iso.org/iso/iso_catalogue/catalogue_tc/catalogue_detail.htm?csnumber=53825" �http://www.iso.org/iso/iso_catalogue/catalogue_tc/catalogue_detail.htm?csnumber=53825�


� ICH E2B(R3) ESTRI webpage: � HYPERLINK "http://www.ich.org/products/electronic-standards.html" �http://www.ich.org/products/electronic-standards.html�


� FDA ISO/HL7 Individual Case Safety Report Validation Procedures Document is available for download at: � HYPERLINK "http://www.fda.gov/ForIndustry/DataStandards/IndividualCaseSafetyReports/default.htm" �http://www.fda.gov/ForIndustry/DataStandards/IndividualCaseSafetyReports/default.htm�. 


� FAERS Electronic Submissions Website: � HYPERLINK "http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Surveillance/AdverseDrugEffects/ucm115894.htm" �http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Surveillance/AdverseDrugEffects/ucm115894.htm�





� VAERS form: � HYPERLINK "http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM082501.pdf" �http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM082501.pdf�





� FDA Receipt Date guidance: � HYPERLINK "http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM072385.pdf" �www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM072385.pdf�





� Companies can license MedDRA from an international maintenance and support services organization (MSSO) (toll free number 877-258-8280; direct 571-313-2574; fax 571-313-2345; e-mail MSSOhelp@mssotools.com).


� NCI EVS: � HYPERLINK "http://evs.nci.nih.gov/" �http://evs.nci.nih.gov/�





� FDA SRS: � HYPERLINK "http://www.fda.gov/ForIndustry/DataStandards/SubstanceRegistrationSystem-UniqueIngredientIdentifierUNII/default.htm" �http://www.fda.gov/ForIndustry/DataStandards/SubstanceRegistrationSystem-UniqueIngredientIdentifierUNII/default.htm�





�The value should be a concatenation of 3 segments separated by a dash/hyphen: ‘country code-company or regulator name-report number’.  Country code is the 2-letter ISO 3166 part 1 code (ISO 3166-1 alpha-2) corresponding to the country of the primary source of the report (C.2.r.3)


� Revisions to the Standards for the Classification of Federal Data on Race and Ethnicity: � HYPERLINK "http://www.whitehouse.gov/omb/fedreg_1997standards/" �http://www.whitehouse.gov/omb/fedreg_1997standards/�





� HHS Office of Minority Health, Explanation of Data Standards for Race, Ethnicity, Sex, Primary Language and Disability: � HYPERLINK "http://www.minorityhealth.hhs.gov/templates/content.aspx?ID=9228" �http://www.minorityhealth.hhs.gov/templates/content.aspx?ID=9228�











� Medical Dictionary for Regulatory Activities (MedDRA): � HYPERLINK "http://www.meddra.org/how-to-use/support-documentation/english" �http://www.meddra.org/how-to-use/support-documentation/english�





� Draft Guidance for Industry: Postmarketing Safety Reporting for Human Drug and Biological Products Including Vaccines, 2001”: � HYPERLINK "http://www.fda.gov/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/Vaccines/ucm074850.htm" �http://www.fda.gov/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/Vaccines/ucm074850.htm�





� The maintenance and use of ICH M5 controlled terminology were integrated into the E2B IWG work plan per decisions undertaken by the ICH Steering Committee during the June 2013 La Hulpe, Brussels meeting.  Information concerning this decision can be found at the ICH website at: � HYPERLINK "http://www.ich.org/ichnews/newsroom/read/article/press-release-from-the-ich-steering-committee-meeting-in-la-hulpe-brussels-june-2013.html" �http://www.ich.org/ichnews/newsroom/read/article/press-release-from-the-ich-steering-committee-meeting-in-la-hulpe-brussels-june-2013.html�








� The Structured Product Labeling (SPL) is a document markup standard approved by Health Level Seven (HL7) and adopted by FDA as a mechanism for exchanging product and facility information


� The U.S. Census Bureau is the maintenance agency for setting the codes for counties under ANSI/INCITS 31-2009.  These ANSI/INCITS 31-2009 county codes are not unique across all U.S. states, and as a result ANSI/INCITS 31-2009 sections 4.6 and 4.7 sets forth a format to permit unique representation of each county.  ANSI/INCITS 31-2009 sections 4.6 and 4.7 state that unique representation is achieved by concatenating the two-character U.S. Postal Service representation of the state or state equivalent in which the county or county equivalent is located with the three-digit ANSI/INCITS 31-2009 county code.





