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Session 1: FAERS Il and E2B R3 Up Versioning
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PLAN & TIMELINE



FAERS Il - Objectives

FAERS Il - a mission critical system for CDER/CBER
Provide a modernized system for:

— surveillance of pre-market and post-market safety reports along
with product quality defect reports

— one-stop shop solution for intake, triage and case processing

— allows for enhanced and unified data analytics and signal
management lifecycle solution

Achieve compliant with data standards - ICH E2B R3
Decommission old tools vulnerable to security risks

HHS has designated FAERS Il as a Modernization Priority




FAERS Il - Scope

Implementation and maintenance of COTS pharmacovigilance
software for

— submission and case processing platform for pre-market and post-
market safety reports along with product quality defect reports

— data analytics and signal management lifecycle
Operations and maintenance of implemented COTS tool

— includes activities from initiation through deployment

— any required enhancements, maintenance and support to meet the
objectives

Decommission of Oracle AERS, FBIS, Tracktor, DQRS




FAERS Il Tools

* Data Analytics and Signal Management
— RxLogix PV Signal & PV Reports

* Case processing
— Aris Global LifeSphere



FAERS Il - E2B R3 Roadmap™ [g4
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Testing Plan and Method

No compliance date has been set for R3 submission
Sponsors can start testing anytime after March 2020
FDA to provide a validator to pre test sender’s ICSR

— Validator can be accessed via public URL

Once validated Sponsor’s can submit ICSRs in
preproduction environment and receive Acks

Sponsor’s continue to submit ICSRs in R2 format
until ready for R3



Testing Plan and Method

Sponsor’s must test both premarket and postmarket
(including combo product) ICSRs in R3 format

— Use both routing mechanism (explained in later slides)

Sponsor’s must notify FDA when ready for first
production submission to FDA in R3 format

In future, FDA plan to conduct cross regional testing
All question during testing must be sent to


mailto:eprompt@fda.hhs.gov

FDA E2B R3 Core and Regional Data
Elements

Field Identification ICH Business rules

HEADER | DATA ELEMENT MAX
ELEMENT NUMBER DATA ELEMENT NAME LENGTH DATATYPE (VALUE ALLOWED CONFORMANCE | ICH BUSINESS RULE

CONFORMANCE |FAERS Business Rule CONFORMANCE |IND Business Rule CONFORMANCE [Combo Business Rule

NuIIFIavor Appllcable Field OIDs

HL7 Data T
component)
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Session 2: Electronic Submission of
IND Safety Reports

BACKGROUND, IMPLEMENTATION
PLANS, STANDARDS, CASE SCENARIOS
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Outline

Background

Implementation plans

— Description of new process

— Pilot

— Requirements and timelines for implementation
— Data flow

— Types of IND safety reports to be sent to FAERS

Data elements for IND safety reports using ICH E2B(R2)

Case examples
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IND Safety Reports

Sponsors of clinical trials are required to submit
IND safety reports as per 21 CFR 312.32

Current Process: New Process:
PDFs in eCTD format ICH E2B XML files to FAERS
* |nefficient and labor intensive * Allows for use of data visualization and analytic tools for
review review and tracking

e Lack of universal tracking system * |In addition:
* Leverages existing processes in use for postmarket safety
reporting (ICH E2B data standards & FDA gateway)

 Complies with existing federal regulations 21 CFR
312.32(c)(1)(v)




Phase |
Feb. 2016 to July 2016
OHOP-OSE
Proof of Concept

Stage 1: PDF safety reports manually
converted to E2B format

Subsequently transmitted to a pre-
production environment in FAERS

Stage 2: Four sponsors each submitted
ten safety reports in ICH E2B(R2) format
to the FAERS pre-production
environment with confirmation of
successful processing of data elements

Process Pilot

Phase I
Sept. 2017 to July 2019
Technical Pilot

Five participants (Genentech, Merck,
AZ, Bayer, and Novartis) participated in
parallel submission pilot

Purpose:
e Develop IND safety report E2B
submission specifications

e Configure FAERS to accept IND
safety reports

e Develop/finalize technical
specification document

Phase lll
Aug. 2019 to Sept. 2019
End-to-End Testing Pilot

Worked through PIMWG to identify
sponsors to participate in Phase Il pilot
testing

Purpose: Successful submission, processing,
routing, and documentation IND of safety
report review

Ensure the following:
e Successful E2B IND safety report
receipt, processing, and coding

e Reviewer notifications

e Review and documentation
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Requirements and Timelines

* Required change in format under 745A(a) of FD&C Act

— Sponsors of commercial INDs must submit specified! IND
safety reports to FAERS by one of two methods:

e Electronic Submissions Gateway (ESG)
or
e Safety Reporting Portal (SRP)

— Effective 24 months after publication of final guidance

* Goal to begin voluntary submissions in October 2019
— Date to be published on FAERS website 30 days prior

! Those that contain individual patient data -



Communication Plan

Draft Guidance with technical conformance guide (TCG) and
updated technical specifications to be published together
ahead of October 2019

Updated FAERS website with link to page with information
specific to IND safety reports

— Guidance, TCG, tech specs, use cases, FAQs

SBIA Webinar

Other FDA communications

18



IND Safety Report Data Flow

- IND safety report
LR 21 CFR312.32 )
| = * Serious
- * Unexpected
* Suspected )
=
———— .~
> -+ Co
‘EP‘_:unu- : - ! - ‘py
FAERS
FDA Gateway*
S e
q;) ;
-g Storage and Analytics , llll ll Il“
2 -
= L.
Q .
Ack= Acknowledgement Goal to begin accepting E2B(R2) reports =
FAERS= FDA Adverse Event Reporting System
*= separate submission path for IND safety reports October 2019
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Separate Submission Paths for IND

and Postmarket Safety Reports

 FDA has defined new header attributes and routing IDs for IND safety
reports and attachments

* Two pathways a
as premarket re

low separation of premarket from postmarket reports

oorts will NOT be posted to the public dashboard

Trading Partner / \ ESG

Post/AS2 Headers

AERS/AERS_ATTACHMENTS
OR

Post/RoutingID
FDA_AERS/FDA_AERS_ATTACHMENTS

PRE/AS2Headers
i —
AERS_IND/AERS_ATTACHMENTS_IND
OR
-« PRE/RoutingID >
FDA_AERS_IND/FDA_AERS_ATTACHMENTS_IND

\ /
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Where to Submit IND Safety Reports

FOA

(21 CFR 312.32(c)(1)(iv))

Submit | Submit
Type of IND safety report to FAERS | in eCTD
format
A single occurrence of an event that is uncommon and known to be strongly associated X
with drug exposure
(21 CFR 312.32(c)(2)(i)(A)
One or more occurrences of an event that is not commonly associated with drug X
exposure, but is otherwise uncommon in the population exposed to the drug
21 CFR 312.32(c)(1)(i)(B)
An aggregate analysis of specific events observed in a clinical trial (known consequences X
of the underlying disease or condition) that indicates those events occur more
frequently in the drug treatment group than in a concurrent or historical control group.
(21 CFR 312.32(c)(1)(i)(C)
Findings from other studies X
(21 CFR 312.32(c)(12)(ii))
Findings from animal or in vitro testing X
(21 CFR 312.32(c)(2)(iii))
Increased rate of occurrence of serious suspected adverse reactions X




Technical Specifications

e Specifications for Preparing and Submitting
Electronic ICSRs and ICSR Attachments* will be
updated with information for IND reporting

* Data elements for IND number(s)

* IND number where the event occurred (A.2.3.2)
— Required to be a valid IND number for processing and routing
* IND number(s) for cross-referenced IND(s)

— Repeat only A.2.3.2 and A.2.3.3 as many times as needed for
other relevant INDs
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https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Surveillance/AdverseDrugEffects/UCM601820.pdf

Technical Specifications

E2B(R2) variables

for premarket
reporting

— IND number
where event
occurred

— Repeat as

needed for cross-
referenced IND

numbers

Data DTD Descriptor 2.1 Title Field Length Element Values for DTD 2.1 Notes
Element
A.2.3.2 <sponsorstudynumb> | Sponsor Study 35AN IND Number Under Which the Include the Acronym
Number Clinical Trial where the Event "IND" Followed by a
Occurred is Conducted Space and then the IND
number for the
For Reports Submitted from an Application (e.g. IND
Aggregate Analysis 123456)
(312.32(c)(21)()(C)) from Trials Do not populate the
Conducted Under More Than One | Data Element
IND, Use The “Parent” IND B.4.k.4.1<drugauthorizat
Number?! ionnumb> for IND
Safety Reports
A.2.3.3 <observestudytype> | Study Type in 1IN 1= Clinical Trials Required if Element

Which the
Reaction(s)/
Event(s) were
Observed

2= Individual Patient Use (e.g.
‘Compassionate Use’ or ‘Named
Patient Basis’)

3= Other Studies (e.g.
Pharmacoepidemiology,
Pharmacoeconomics, Intensive
Monitoring)

4= Report from Aggregate
Analysis 312.320(1)(1))(C)

5= cross-referenced INDs

Value for A.1.4 is

2=Report from Study

If Element Value 4 is
Chosen, A.1.9 Should =

1.
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Technical Specifications

 E2B(R2) variables for
premarket reporting

— Type of report
* Report from study

— Expedited criteria

* New regional data element
values (7 and 15 day)

— Clinical trial identification

e eCTD study tag name and
abbreviated trial name

Data DTD Descriptor 2.1 Title Field Element Values for Notes
Element Length DTD 2.1
A.l4 <reporttype> Type of 1IN 1=Spontaneous Use Element Value
Report 2=Report from Study | 2 for Report from
3=0Other Study
4=Not Available to
Sender (unknown)
A.1.9 <fulfillexpeditecriteria> Does this 1N 1=Yes Use Element Values
Case Fulfill 2=No 1 for 15-Day
the Local 4=5-Day Expedited
Criteria for 5=30-Day
an 6=7-Day Use Element Values
Expedited 6 for 7-Day
Report? Expedited
A.2.3.1 <studyname> Study 100AN Study ID Associated Use the Format
Name with eCTD, Study eCTD study ID#

Tagging File (STF) As
Used in eCTD
Submissions
Concatenated using
“#” with Abbreviated
Trial Name

Abbreviated Trial
Name
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Causa
— At

Technical Specifications

Ity assessment

east one

product should be
a suspect product

— Default to sponsor
assessment

— Include investigator
assessment in B.5.2

— Recommend binary
response
(suspected/not
suspected)

Data DTD Descriptor 2.1 Title Field Element Values Notes
Element Length for DTD 2.1
B.4.k.18 <drugreactionrelatedness> | Relatedness For IND Safety Reports,
of drug to at Least one Suspect
reaction/ Product should have
event Relatedness of Drug to
Reaction/ Event
B.4.k.18.1a | <drugreactionassesmeddra | MedDRA 8AN
version> Version for
Reaction
Assessed
B.4.k.18.1b | <drugreactionasses> Reaction 250AN
Assessed
B.4.k.18.2 | <drugassessmentsource> Source of 60AN Default to Sponsor and
Assessment Include Investigator
Assessment in B.5.2
B.4.k.18.3 | <drugassessmentmethod> | Method of 35AN
Assessment
B.4.k.18.4 | <drugresult> Result 35AN 1= Suspected

2= Not suspected
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Technical Specifications

e Narrative fields

— Construct
narratives that fit
within character
limitations

— Rationale for
sponsor

assessment should
be in B.5.4

Data DTD Descriptor 2.1 Title Field Length Notes
Element
B.5.1 <narrativeincludeclinical> Case Narrative 20,000 AN ICSR Attachments can be
Including Submitted with additional
Clinical Information that exceeds
Course, the character limitations
Therapeutic of 20,000 AN though FDA
Measure, strongly encourages
Outcome and sponsors to construct
Additional narratives that fit within
Relevant E2B character limitations.
Information Sponsors should not
submit attachments for
narratives instead of
using this field.
B.5.4 <sendercomment> Sender’s 2000 AN Rationale for Sponsor’s
comments causality assessment

should be in this field
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Technical Specifications

* Investigational product identification

— Active substance, product information

Data DTD Descriptor 2.1 Title Field Length Notes
Element
B.4.k.2.1 <medicinalproduct> Proprietary 70AN Use Company Product
Medicinal Code if no Established
Product Name Name, for Multi-Ingredient
Products, or if Name
Exceeds Character
Length
B.4.k.2.2 <activesubstancename> Active drug 100AN
Substance
Name
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Technical Specifications

Reports from aggregate
analysis
— One ‘index’ report with

individual ICSRs linked to this
report

— Use ‘parent IND’ number as
primary IND

— New regional data values for
study type

— Patient identifier is
‘aggregate’

Data DTD Descriptor 2.1 Title Field Element Values for DTD 2.1 Notes
Element Length
A.l.12 <linkreportnumb> Identification 100AN Used to Link all Individual
Number of the Cases (safetyreportid)
Report Which is That Make Up an IND
Linked to This Safety Report Submitted
Report as a Result of an
Aggregate Analysis as
per 312.32(c)(1)(i)(C)
A.2.3.2 <sponsorstudynumb> Sponsor Study 35AN IND Number Under Which the Include the Acronym
Number Clinical Trial where the Event "IND" Followed by a
Occurred is Conducted Space and then the IND
number for the
For Reports Submitted from an Application (e.g. IND
Aggregate Analysis 123456)
(312.32(c)(1)()(C)) from Trials Do not populate the Data
Conducted Under More Than One | Element
IND, Use The “Parent” IND B.4.k.4.1<drugauthorizati
Number onnumb> for IND Safety
Reports
A.2.3.3 <observestudytype> Study Type in 1IN 1= Clinical Trials Required if Element
Which the 2= Individual Patient Use (e.g. Value for A.1.4is
Reaction(s)/ ‘Compassionate Use’ or ‘Named 2=Report from Study
Event(s) were Patient Basis’)
Observed 3= Other Studies (e.g. If Element Value 4 is
Pharmacoepidemiology, Chosen, A.1.9 Should =
Pharmacoeconomics, Intensive 1.
Monitoring)
4= Report from Aggregate Analysis
312.32(c)(1)(1)(C)
B.1.1 <patientinitial> Patient Identifier 10AN For a Report from an

Aggregate Analysis, The
Element Value Should Be
“AGGREGATE”
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Benefits to Industry

* Efficiency gains in processing and submission

— Direct electronic submission to FDA from PV
* no 1571 or cover letter

— Ability to automate submission compliance and tracking within
safety database

— Eliminates need to send duplicate reports

* More comprehensive and structured formatting than
Medwatch form

* Consistent with format for NDA/BLA and ex-US submissions

29



Case Scenario 1

For any IND safety report where the sponsor is evaluating the
investigational drug under more than one IND

FOA

Data DTD Descriptor 2.1 Title Field Length Element Values for DTD 2.1 Notes
Element
A.2.3.2 <sponsorstudynumb> Sponsor Study Number 35AN IND Number Under Which the Clinical Trial where | Include the Acronym "IND" Followed
the Event Occurred is Conducted by a Space and then the IND number
for the Application (e.g. IND 123456)
A.2.3.3 <observestudytype> Study Type in Which the 1IN 1= Clinical Trials Required if Element Value for A.1.4 is

Reaction(s)/
Event(s) were Observed

2= Individual Patient Use (e.g. ‘Compassionate
Use’ or ‘Named Patient Basis’)

3= Other Studies (e.g. Pharmacoepidemiology,
Pharmacoeconomics, Intensive Monitoring)

4= Report from Aggregate Analysis
312.32(c)(1)(i)(C)

5=Cross-referenced IND safety report

2=Report from Study

If Element Value 4 is Chosen, A.1.9

Should = 1.

 Block A.2 is repeatable
Use first block to designate IND where event occurred
e A.2.3.2 =primary IND
e A.2.3.3=datavalues1,2,3,0or4
Repeat block A.2 with only A.2.3.2 = IND number and A.2.3.3 data value=5 as many times

as needed for each cross-referenced IND
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Case Scenario 2

Two arm trial: Investigational drug A compared to approved drugs
BandC

Data DTD Descriptor Suspect drug is drug A only | Suspect drug is drug B or C only and | Suspect drug is drug B and C
Element report meets IND safety reporting and report meets IND safety
requirements (21 CFR 312.32) reporting requirements (21 CFR
312.32)
B.4.k.2.1 <medicinalproduct> Company code Proprietary medicinal product name for Field should be populated twice as
drugBor C follows:
OR Proprietary medicinal product
name for drug B and C
Proprietary medicinal product
name for drug A
B.4.k.2.2 <activesubstancename> | Active drug substance name for | Active drug substance name for drug B Field should be populated twice as
drug A orC follows:
Active drug substance name for
drug B and/or C
A.2.3.2. <sponsorstudynumb> IND number under which the clinical trial where the event occurred is conducted
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Case Scenarios 3

Two arm trial: Investigational drug A plus approved drugs B and C
compared to approved drugs B and C

Data DTD Descriptor Suspect drug is drug A only | Suspect drug is drug B and/or C | Suspect drug is all 3 drugs and meets
Element only and report meets IND safety | IND safety reporting requirements (21
reporting requirements (21 CFR CFR 312.32) for drugs B and C
312.32)
B.4.k.2.1 | <medicinalproduct> Company code Field may be repeated twice as Field should be repeated three times as
follows: follows:
OR Proprietary medicinal product name | Company code or Proprietary medicinal
for drug B and/or C product name for drug A and Proprietary
Proprietary medicinal product medicinal product name for drugs B and
name for drug A C
B.4.k.2.2 | <activesubstancename> | Active drug substance name for | Field may be repeated twice as Field should be repeated three times as
drug A follows: Active drug substance follows:
name for drug B and/or C Active drug substance name for drug A,
BandC
A.2.3.2. <sponsorstudynumb> IND number under which the clinical trial where the event occurred is conducted
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Case Scenarios 4

Two arm trial (Approved drugs conducted under an IND to
support a new Iindication for approved drug A):
Approved drug A plus approved drug B
compared to approved drug B

Data DTD Descriptor Suspect drug is drug A only | Suspect drug is drug B and report | Suspect drug is A and drug B and
Field meets IND safety reporting report meets IND safety reporting
requirements (21 CFR 312.32) requirements for drug B (21 CFR
312.32)
B.4.k.2.1 | <medicinalproduct> Proprietary medicinal product | Proprietary medicinal product name Field should be repeated twice as
name for drug A for drug B follows:
Proprietary medicinal product name
for drug Aand B
B.4.k.2.2 | <activesubstancename> | Active drug substance name | Active drug substance name for drug | Field should be repeated twice as
for drug A B follows:
Active drug substance name for drug
Aand B
A.2.3.2. <sponsorstudynumb> IND number under which the clinical trial where the event occurred is conducted
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Questions
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Session 2: Up versioning to ICH E2B R3
Regional requirements

ICH E2B UP VERSIONING
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ICH E2B Up Versioning Resource

* |CH E2B(R3) IG Package

— Appendix | (B) ICH ICSR Backwards and Forwards
Compatibility (BFC) Recommendations

— Appendix | (H) ICH ICSR BFC conversion
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http://estri.ich.org/e2br3/E2B(R3)_IG_Complete_Package_v1_07.zip

Administrative and Identification

Elements

FOA

R2 R2 Data Element Values for | R3 R3 Element Name | Data Element
Element | Element Name Type DTD 2.1 Element Type Values
A.1.9 Does This Case AN 1=yes (expedited) C.1.7 Does This Case Boolean | False, True, NI
Fulfill the Local 2=no (non-expedited) Fulfil the Local
Criteria for an 4=5-Day Criteria for an
Expedited Report? 5=30-Day Expedited Report?
FDA.C.1.7.1 | FDA Report Type 1IN 1=15-Day
(MedWatch G.7) 2=Periodic
4=5-Day
5=30-Day
6=7-day
A.1.0.1 Sender’s (case) 100AN | Manufacturer Control | C.1.1 Sender's (case) 100AN
Safety Report Unique Number (MCN) Safety Report
|dentifier (safety Unique Identifier
report identifier)
A.1.10.1 | Regulatory 100AN C.1.8.1 Worldwide Unique | 100AN
Authority's Case Case Identification
Report Number Number
A.1.10.2 | Other Sender’'s Case | 100AN C.1.8.2 First Sender of This | 1N 1=Regqulator
Report Number Case 2=0ther
A.3.1.2 Sender Identifier 60AN C.3.2 Sender's 100AN

(sender organization)

Organisation

b



FDA Report Type
and Combination Product Flag
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HL7 Observation Class and CE Data

Type

InvestigationCharacteristic
classCode*: <= OBS
moodCode*: <= EVN

'
“haraciensuc | code*®: CE CWE [0..1]

<
value: ANY CWE [0..1) < ObsearvationValue

/InvestigationCharacteristic

o

HL7 V3 Observation Class

Attributes

— Code - determines what kind of
observation
 datatype CE

— Value - result of the observation

 datatype ANY
e Use CE for this instance

~

/

/ Coded With Equivalents (CE) \

code ST
codeSystem UID
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FDA Report Type Data Elements

HumanPharmaceuticalsBaseRMIM F DA.C. 1 .7 1. 1

I1FORR_FROd B0 LG

varey of rocuc et s, vaccines, Gevices. 100, diary * InvestigationCharacteristic.code (CE)

supplements. cosmetics or velerinary products and services, This

st o y t h ptr eacors " — codeSystem=2.16.840.1.113883.3
.989.5.1.2 (rpaoID)

— code=n1 (FDA Report Type)
 InvestigationCharacteristic.value (CE)

Nt — codeSystem=2.16.840.1.113833.3

0..1 assignadEntity

B e s PART 989.5.1.2.n1 (FDA Report Type)
— Code
e 1=15-Day
subjectOf2  2=Periodic
a'.jonChara eristic e 4=5-Day
 5=30-Day
e 6=7-day

/MCCI_IN200100UV01/PORR _IN049016UV[r]/controlActProcess[@classCode='CACT'][@moodCode="EVN']/subject[@typeCode='SUBJ'][1]/in
vestigationEvent[@classCode="INVSTG'][@moodCode="EVN']/subjectOf2[@typeCode="SUBJ'][investigationCharacteristic/code[@code="n"][
@codeSystem="'2.16.840.1.113883.3.989.5.1.2']][1]/investigationCharacteristic[@classCode="0OBS'][@moodCode="EVN']/value[@ xsi:type="C
E'][@codeSystem=2.16.840.1.113883.3.989.5.1.2.n']/@code
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Combination Product Flag

HumanPharmaceuticalsBaseRMIM
IPORR_EROd Tul EAd 0]

The ICSR message supports individual case safety reporting for a
wvanety of product types: drugs, vacanes, devices, food, diatary
supplements, cosmetics of velennany products and services, This
message can be used (o report adverse eventsireactons or product
problems thal may or may not involve patient reactions.

AssignedEntity

0..1 assignedEntity

FDA.C.1.71.12
* InvestigationCharacteristic.code (CE)

— codeSystem=2.16.840.1.11388
3.3.989.5.1.2 (rpA 0ID)

— code=n2 (Combination Product
Flag)
InvestigationCharacteristic.value
(Boolean)

—  True
— false

/MCCI_IN200100UV01/PORR_IN049016UV[r]/controlActProcess[@classCode='CACT'][@moodCode="EVN']/subject[@typeCode='SUBIJ'][1]/in
vestigationEvent[@classCode="INVSTG'][@moodCode="EVN']/subjectOf2[@typeCode="SUBJ'][investigationCharacteristic/code[@code="n"][
@codeSystem="'2.16.840.1.113883.3.989.5.1.2']][1]/investigationCharacteristic[@classCode="0OBS'][@moodCode="EVN']/value[@xsi:type="B

L’]/@value
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http:FDA.C.1.71.12

Administrative and lIdentification

Elements for IND Safety Report

R2
Element

R2
Element Name

Data
Type

Element Values for
DTD 2.1

R3
Element

R3 Element
Name

Data
Type

Values

A.l1l.4

Type of report

1N

1=Spontaneous
2=Report from study
3=0ther

4=Not available to
sender (unknown)

C.1.7

Type of report

1N

1=Spontaneous
2=Report from study
3=0ther

4=Not available to
sender (unknown)

A.2.3.1

Study name

100AN

C.5.2

Study name

2000AN

Study ID Associated with
eCTD, study tagging file
(STF) concatenated with
abbreviated trial name
using “#”

A.2.3.3

Study type in
which the
reaction(s)/event
(s) were
observed

1N

C.54

Study type where
reaction(s)/event(
S) were observed

1N

1=Clinical trials
2=Individual patient
use(e.g. ‘compassionate
use’ or ‘named patient
basis’)

3=0Other studies (e.g.
pharmacoepidemiology,
pharmacoeconomics,
intensive monitoring)
Required if Element
Value for A.1.4 is
2=Report from study

A.2.3.2

Sponsor study
number

35AN

IND number under
which the clinical
trial where the event
occurred is
conducted

FDA.C.5.5

IND or PANDA #
where AE
Occurred

10AN

IND number under which
the clinical trial where the
event occurred is
conducted

FDA.c.5.r.6

IND # for other
INDs with same
suspect product

10AN

Repeatable
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IND Number
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HL7 Act Class and Il Data Type
/StudyRegistration X

_ — * HL7 V3 Act Class

S T S T B S e -

e Attributes
— |d — for authorization

e A 1 4 < A number
Al e data type Il
""" : T K * Repurpose for IND number J
' o 1iomoianux (- Instance ldentifier (ll) N

author

..
[ PEL O :

* extension ST
e UIDroot UIT
assigningAuthorityName ST

 displayable BL
N /
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FOA

IND Numbers Data Elements

e M == N FDA.C.5.5 IND or PANDA # where AE Occurred
3 Sl e - i
- e o oy R *  observationEvent.id (I1)

N i T —  root=2.16.840.1.113883.3.989.5.1.2.m1 (IND
; | where AE Occurred)

— extension=IND or PANDA # (where AE

el e S “ Occurred)
TR *““‘"""fw |
= ;;"""'" —J 'L.m;‘.?.‘??.‘!.‘;':': pramered ""'::;;L, m‘: .
e s FDA.C.5.6r IND # for INDs with same suspect
- : o - O e SO product
B el T e N  observationEvent.id (II)
——— e —  root=2.16.840.1.113883.3.989.5.1.2.m2 (FDA-
o [fommmn e . i o= OID for IND where AE Occurred)
— T — o L i — extension=IND # (other INDs)
B i C €8 19« Comesmrw :
I $  ——— +  repeatable

/MCCI_IN200100UV01/PORR_IN049016UV[r]/controlActProcess[@classCode='CACT'][@moodCode="EVN']/subject[@typeCode="SUBJ'][1]/i

nvestigationEvent[@classCode='INVSTG'][@moodCode="EVN']/component[@typeCode='COMP']|[adverseEventAssessment][1]/adverseEvent
Assessment[@classCode="INVSTG'][@moodCode="EVN']/subject1[@typeCode="'SBJ'][1]/primaryRole[@classCode="INVSBJ']/subjectOf1[ @ty
peCode='SBJ'|[1]/researchStudy[@classCode="CLNTRL'][@moodCode="EVN']/authorization[@typeCode="AUTH'][r]/studyRegistration[@clas
sCode="ACT'][@moodCode="EVN']/id[@root= 2.16.840.1.113883.3.989.5.1.2.m2 ]/@extension
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http:2.16.840.1.113883.3.989.5.1.2.m2
http:2.16.840.1.113883.3.989.5.1.2.m2
http:observationEvent.id
http:FDA.C.5.6r
http:root=2.16.840.1.113883.3.989.5.1.2.m1
http:observationEvent.id

Street Address 2 & Email

Street Address Line 2 (Reporter, Sender)

— HL7 Postal Address (AD)

e Specializes LIST<ADXP>

<addr>
<streetAddressLine>10903 New Hampshire Avenue</streetAddressLine>
<streetAddressLine >White Oak Building 1</streetAddressLine>
<city>Silver Spring</city>
<state>MD</state>
<postalCode>20993</postalCode>

</addr>

Reporter’s Email

— HL7 Telecommunication Address (TEL)
e Specializes URL

— Same construct as C.3.4.8: Sender’s E-Mail Address

* <telecom value="mailto:xxx@xxxxx.gc.ca"/>
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Patient Race Code

e raceCode existin the RIMM

IdentifiedEntity = — SET <CE>

classCode": <= IDENT
id: SET<II> [0..7]

code: CE CWE [0..1] < IdentifiedEntity Type |0..* asldentifiedinvestigationRelatedEntity . o N CI Th
s .+ roe[Role esaurus

classCi

T InvestigationRelatedEntity iy/w""_c (2 . 1 6 . 840 . 1 . 1 1 3 883 . 3 . 2 6 . 1 . 1)

classCode": <= PSN player

iy et i ! — (C16352 = African American
' cos — (C41259 = American Indian or Alaska Native

administrativeGenderCode: CE CWE [0..1] < AdministrativeGender
— (C1260 = Asian

|

|
birthTime: TS [0..1) !
deceasedind: BL [0..1] |
deceasedTime: TS [0..1) |
addr: BAG<AD=> [0..1] |
raceCode: SET<CE> CWE [0.."] <= Race :

STt | — C1219 = Native Hawaiian or Other Pacific

Islander
— (C41261 = White

/MCCI_IN200100UV01/PORR_IN049016UV]r]/controlActProcess[@classCode='CACT'][@moodCode='EVN']/subject[ @typeCode='SUBJ']|[1]/investigati
onEvent[@classCode='INVSTG']|[@moodCode="EVN']/component[@typeCode='COMP'][adverseEventAssessment][1]/adverseEventAssessment[@clas
sCode='INVSTG']|[@moodCode="EVN']/subjectl[@typeCode="'SBJ'][1]/primaryRole[@classCode='INVSBJ']/subjectOf2[ @typeCode="'SBJ'][observation/
code[@code='C17049'][@codeSystem='2.16.840.1.113883.3.26.1.1']][1]/observation[@classCode='OBS'|[@moodCode='EVN'] /value[ @xsi:type='CE']
[@codeSystem='2.16.840.1.113883.3.26.1.1'][1]/@code
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Patient Ethnicity

addr; AD [0.1]

DH{HPIED&

.1 serviceDeliveryLocation LocatedEntity
| classCode”: <= LOCE
noc /| cede CE CWE [D.1] == RoleCode

HumanPharmaceuticalsPRRIModel
{ FORE_FM4 302 307}

The RIPR structure uses the clinical

statement pattern in the context of product related reporting.

sourceOf2
typeCode*: < ActRelationshipTypa~————————————————————————=——=———H+
sequenceNumber: INT[0.1] |  __————TtelatoaMIoNMationT———_g - Organization
ActChoice .--"| classCode™, <= ORG
- determinerCode*: <= INSTANCE
0. assignedEniity | ASsignedEntity id: SET<II> [0.%]
classCode™ = name: SET=0N= [0..%]
"BRE" "ASSIGNED" telecom; LIST=TEL= [0..%]
0.." observationRange id: Il [0..1] addr; SET<AD= [0.]
referenceRange 0." assignedEntity | code: CE CWE [0..1]
:="RE = RoleCode
- Person
clagsCode™: <= PSN
determinerCode*: == INSTANCE
I Place id: SET=ll=[0..7]
: classCode™ == PLC name: BAG=EN= [0.."]
H determinerCode”: <= INSTANGE telecom: LIST=TEL= [0..%)
I code: CD CWE [0..1] = EntifyCode addr: BAG=AD= [0.%]
I
|
I

| CMET:(NsT) |

0..* productReportable E R_PraductReportable |
consumable ) [universal] |
o .=!cau- I (POCE_MTO20Z000) :

I
I
I
I
I
I
| |Note:

| |ActRef is used to refer to a full instance of any clinically relevant statement.
| This also includes reaction instances captured in the base maodel,

The classCode and moodCode of the nce shall have the

| |same values as the act to which reference is being made.

| [According to the context of use the referenced Act may be in the

| |current communication or in a previously communicated message

| |and available from a shared repository

I

I

I

1

0_" actChalee
component
ade*: <=

sourceOf1
typeCode™: = AciRelationship Type
pauseQuantity: PQ [0..1]
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T T T T T echoiee T}

Patient Ethnicity Code

Observation
classCode": = "0BS"
moodCode*: <= Vix_ActMoodintentEvent
id: SET<II> [0..7]
code®: CD CWE [1..1] <= ObservationType
text: ED [0..1)
statusCode”: CS CNE [0..1) <= ActStatus
effectiveTime: GTS [0..1]
SET<CE> CWE [0..*] <= Confidentiality
value: SET<ANY> CWE [0..*] <= ObservationValue
interpretationCode: SET<CE> CWE [0.."] <= Observationinterpretation

e ethnicity not exist in the RIMM
e Use Observation Class

— QObservation.code

codeSystem — TBD (FDA or NClIt)
Code — TBD (FDA or NCIt)

— Observation.value

Data type CE

codeSystem=2.16.840.1.113883.3.26.1.1
(nClt)

Code -

— (C17459 = Hispanic or Latino
— (C41222 = Non Hispanic or Latino

/MCCI_IN200100UV01/PORR_IN049016UV]r]/controlActProcess[@classCode='CACT'][@moodCode='EVN']/subject[ @typeCode='SUBJ']|[1]/investigati
onEvent[@classCode='INVSTG']|[@moodCode="EVN']/component[@typeCode='COMP'][adverseEventAssessment][1]/adverseEventAssessment[@clas
sCode='INVSTG']|[@moodCode="EVN']/subjectl[@typeCode="'SBJ'][1]/primaryRole[@classCode='INVSBJ']/subjectOf2[ @typeCode="'SBJ'][observation/
code[@code='C16564'][@codeSystem='2.16.840.1.113883.3.26.1.1']][1]/observation[@classCode='OBS'][@moodCode='EVN']/value[ @ xsi:type='CE']

[@codeSystem="'2.16.840.1.113883.3.26.1.1'][1]/@code
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Receiver Information

 E2B(R2) batch level information maps to E2B(R3)
N.1.x

 E2B(R2) message Level limited to N.2.r.3 in R3

R2 Element Code or Text

A.3.2.1 2

A.3.2.2a FDA

A.3.2.2b Office of Surveillance and
Epidemiology

A.3.2.2d FAERS

A.3.2.3a 10903 New Hampshire
Avenue

A.3.2.3b Silver Spring

A.3.2.3c MD

A.3.2.3d 20993

A.3.2.3e UsS

A.3.2.31 faersesub@fda.hhs.gov 54
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http:A.3.2.3l
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http:A.3.2.3b
http:A.3.2.3a
http:A.3.2.2d
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Object Identifier

(OID)

An Object Identifier (OID) is a sequence of numbers to uniquely identify an object.

The root of the tree contains the following three arcs:
— O0:ITU-T
— 1:1S0
— 2:joint-iso-itu-t
The numbers represent a hierarchically-assighed names

These numbers are written either as a string of digits se
named ‘branches.’

— 2.16.840.1.113883.3.989.5.1.2

pDdCe.

narated by dots or as a list of

— joint-iso-itu-t(2) country(16) us(840) organization(1) hl7(113883)
externalUseRoots(3) ich-estri(989) regional-specialised(5) sub-reg(1) FDA(2)

55



What is IDMP?

The Identification of Medicinal Product (IDMP)

is a suite of five ISO standards that: ™ .
Iiﬂw

. ‘/m/”"u’f—'eﬂt

»  Defines the data elements and structure to uniquely and \ Ve

/ B 150 11240

unambiguously identify medicinal product,

Pharmaceutical Product, and substance ~ml
. g W’fﬂ(fatiﬂ’
»  Creates common vocabulary for improved people  [dp P g
communication Z‘;:'i‘h%

»  Creates common messaging standards for improved IT
system communication

e

*

ISO 11615 — Medicinal Product Identification
ISO 11616 — Pharmaceutical Product Identification
ISO 11238 — Substance Identification

ISO 11239 — Pharmaceutical dose forms, units of presentation and
routes of administration

* SO 11240 — Units of measurement

e

*

e

*

e

*
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Medicinal Product Identification

ISO 11615 - Establishes definitions and concepts and describes data elements and
their structural relationships, which are required for the unique identification and the
detailed description of Medicinal Products.

Primary Identification of Medicinal Products

NDC )
— MPID <Medicinal Product Identifier> e\e of

* Country Code + Marketing Authorization Holder + Product Code

— PCID — Medicinal Product Package Ide%ﬂer
poct

oduc

 MPID + Package Description Code

— BAID_1 — Medicinal Product Batch Identifier (Outer Packaging)
* PCID + Batch Number + Expiration Date (ISO 8601 date format)

— BAID_2 - Medicinal Product Package Batch Identifier (Immediate Packaging)
* PCID + Batch Number + Expiration Date (ISO 8601 date format)
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Pharmaceutical Product
|dentification

ISO 11616 - Provides specific levels of information relevant to the
identification of a medicinal product or group of (pharmaceutically
equivalent/similar) medicinal products

Derived ID based on the following subset of elements:

— Substance(s)/Specified Substance(s)
— Strength(s) & Strength units
— Administrable Dose Form(s)

PhPID Set
— PhPID SUB L1 Active Substance(s)
— PhPID SUB L2 Active Substance(s)+Strength
— PhPID _SUB L3 Active Substance(s) + Administrable Dose Form
— PhPID SUB L4 Active Substance(s)+ Strength + Administrable Dose Form
58



Linking Medicinal Product

Crescert Pharma

Paracetamol

500 mg CAPLETS

(W
R A ERACET

* Extra Strength

Each caplet contains
Paracetamol 500 mg,

P aracetamoy

Tablets

.
- e

Acetaminophen = Paracetamol

\533

AC PHEN

Substance

11615
K

PhPID _L4

11238

'\.
|

@ =
= =z
g z
-
£
=z

e

paracetamol

Extra Strength
Strength
Capsules 500mg

PAIN RELIEF
Mot
11240
500 mg

Bulstll § kaconci

Paracetamol

1éplchen

| = = t "
@500 ... 1
A i tairamne ok 34 3 K5 +
'® M2 APhamochem Lid —— 10 250rcnen N1
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Session 3: Electronic submission of Post-
marketing safety report

REGIONAL REQUIREMENT
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Regional Requirement

FDA’s technical approach for submitting ICSRs, for incorporating its
regionally controlled terminology and for adding regional data elements

that are not addressed in the ICH E2B (R3) Implementation Guideline
(1G) for the following FDA-regulated products:

— Drug products marketed for human use with approved new drug applications
(NDAs) and abbreviated new drug applications (ANDAS)

— Investigational drug and biologic products for human use under an Investigational
New Drug (IND)

— Prescription drug products marketed for human use without an approved
application

— Nonprescription (over-the-counter human drug products marketed without an
approved application)

— Biological products marketed for human use with approved biologic license

applications (BLAS).
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Regional Requirement

* “FDA Regional Implementation Specifications for ICH
E2B(R3) Implementation: Postmarket Submission of
Individual Case Safety Reports (ICSRs) for Drugs and
Biologics, Excluding Vaccines” posted on June 23, 2016

* Follow core ICH E2B R3 with a few regional requirements
* Regional Elements (next slides)
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Regional Requirement

Batch Sender Identifier N.1.3

Senders should use the Data Universal Numbering
System (DUNS) number for N.1.3 using the Dun and
Bradstreet (D&B) Object Identifier1.3.6.1.4.1.519.1.
The DUNS number for Business Entity ldentifiers is
used to validate business entities in various FDA
information systems.
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Regional Requirement

Message Receiver Identifier N.2.r.3

FDA uses two different message receiver identifiers for
test and production submissions. These identifiers are:

— Postmarket
* For Test ICSR Submissions: ZZFDATST Consideration for Center
. o designation
* For Production ICSR Submissions: ZZFDA Premarket
ZZFDA_CDER_IND
— Premarket 7ZFDA_CBER_IND

* For Test ICSR Submissions: ZZFDATST IND
* For Production ICSR Submissions: ZZFDA_IND



Regional Requirement

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

* FDA data element conformance may vary due to
regional regulatory specifications not addressed in
the ICH E2B(R3) IG

* These exceptions are noted in the next few slides
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Regional Requirement

Terminology

* FDA supports Medical Dictionary for Regulatory Activities
(MedDRA) 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)

— Stakeholders should refer to the ICH E2B(R3) I1G for data
elements that specify the use of MedDRA coding.
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Regional Requirement

Terminology

* FDA supports the use of constrained Unified Codes for
Units of Measurement (UCUM) for coding units of measure
(e.g., medication dosing units).

* FDA regional terminology supports the controlled

terminology of the U.S. National Cancer Institute (NCl), the
EVS, and the FDA’s Global Substance Registration System

(GSRS).
 FDA supports the use of EDQM Dosage Form and Route of
Administration
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Regional Requirement

Section C: Identification of the Case Safety Report

a. C.1.7:Does this Case Fulfill the Local Criteria for an Expedited Report?
" FDA does not support use of the HL7 nullFlavor NI in initial submissions

" |nitial submissions with nullFlavor NI will be rejected

" For FDA reporting, if C.1.7 is populated with a “false” value, the ICSR is considered
a hon-expedited report

b. Linking Initial and Follow-up ICSRs

* |f the initial ICSR was submitted on paper but its follow-up ICSR will be submitted
electronically, include the C.1.1 Sender’s (case) Safety Report Unique Identifier
from the initial report in both C.1.1 and in C.1.8.1 Worldwide Unique Case
|dentification 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 a case
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Regional Requirement

Section C: Identification of the Case Safety Report
Correcting an Incorrect Safety Report Identifier

C.

In the event that an incorrect safety report ID has been used in a follow-up report,
contact the FAERS Electronic Submissions Coordinator at FAERSESUB@fda.hhs.gov

FDA.C.1.7.1: FDA Report Type

ldentifies the type of reports FDA classifies based on the reporting timelines

Data length and Type: 1N

Conformance: Mandatory

CONFORMANCE | FAERS Business Rule | CONFORMANCE |IND Business Rule | CONFORMANCE |Combo Business Rule

Allowed Values
New OID

Mandatory

1=15-Day
2=Periodic

Mandatory

1=15-Day
6=7-Day

Mandatory

1=15-Day
2=Periodic
4=5-Day
5=30-Day
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Regional Requirement

Section C: Primary Source(s) of Information (repeat as necessary)
a. FDA.C.2.r.2.8: Reporter’s Email

" |dentifies the email address of the reporter
= Data length and Type: 100AN

= Value Allowed: Free Text

= Conformance: Optional
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Regional Requirement

Section D: Patient Characteristics
FDA.D.11.r, : Patient Race Code

d.

|dentifies the race of the patient and a patient can have one or more race
Data length and Type: 10AN

Value Allowed: C16352 = African American, C41259 = American Indian or Alaska Native,
C1260 = Asian, C1219 = Native Hawaiian or Other Pacific Islander, C41261 = White

Conformance: Mandatory
Business Rule: Must use a valid value or HL7 null flavor. NullFlavors: UNK, MSK, OTH

FDA.D.12: Patient Ethnicity Code

|dentifies the ethnicity of the patient

Data length and Type: 10AN

Value Allowed: C17459 = Hispanic or Latino, C41222 = Non Hispanic or Latino
Conformance: Mandatory

Business Rule: Must use a valid value or HL7 null flavor
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Regional Requirement

Section D: Patient Characteristics

c. D.1:Patient Information

= |f the patient is not the primary source reporter and other available data
elements (e.g., age, date of birth, or sex) are unknown, then the HL7 null
flavor codes NI or ASKU (Asked But Unknown) can be used

" When 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)ldentifies the race of the patient and a patient
can have one or more race
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Regional Requirement

Section E: Seriousness Criteria at Event Level
a. FDA.E.i.3.2h : Required Intervention

» |dentifies if the seriousness criteria was Required Intervention
= Datalength and Type: Boolean

= Value Allowed: true nullFlavor: NI

" Conformance: Mandatory for Post-Market only
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Regional Requirement

Section G.k: Drug(s) Information
a. G.k.2.2: Medicinal Product Name as Reported by the Primary Source

FDA validates medicinal product names for products licensed in the United States
against the available Structured Product Labeling (SPL)

When the product has an SPL file, use the same naming convention in the ICSR as
the name appears in the SPL file

If the Medicinal Product Name is not provided but the active substance name is
known, provide the active substance as it appears in the FDA’s Global Substance
Registration System (GSRS) using the free text element G.k.2.3.r.1
Substance/Specified Substance Name

If the Medicinal Product Name as Reported by the Primary Source is a foreign
product trade name, provide the active substance name as it appears in the FDA’s
GSRS using the free text element G.k.2.3.r.1 Substance/Specified Substance Name
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Regional Requirement

Section G.k: Drug(s) Information
a. G.k.3.1: Authorisation/Application Number

= FDA requires the use of a prefix to determine the application type associated with
suspect products

= For example, for human drug products, include the acronym “NDA” or “ANDA”
immediately followed by the application number with no spaces; for example,
NDA012345, ANDA012345

Product Type FDA Application Type Recommended Format

Human drug products NDA or ANDA NDA123456 or ANDAO012345
Biologics License Application BLA BLA123456
Prescription drug products marketed Rx No Application 000000

without an approved application

Non-prescription drug product marketed Non-Rx No Application 999999
without an approved application

Compounded products marketed Compounded Products COMP99
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Regional Requirement

o . FDA Object Identifier: 2.16.840.1.113883.3.26.1.1
Section G.k: Drug(s)
. NCT Concept Identifier Description
I nf Or m at’ On Combination Product
. o4 o C102834 Type 1: Convenience Kit or Co-Package
a. G.k.10.r: Additional ———— .
C102835 Type 2: Prefilled Drug Delivery Device/System (syringe. patch, etc.)
I n f orma tl on on D ru g C102836 Type 3: Prefilled Biologic Delivery Device/System (syringe. patch. etc.)
. C102837 Type 4: Device Coated/Impregnated/Otherwise Combined with Drug
" FDA regionally controlled i e :
. C102838 Type 5: Device Coated or Otherwise Combined with Biologic
terminology for FDA
S . | . d P d t C102839 Type 6: Diug/Biologic Combination
peC lalize roduc C102840 Type 7: Separate Products Requiring Cross Labelling
Catego resis u Sed to C102841 Type 8: Possible Combination Based on Cross Labelling of Separate
provide characteristics Products (Temporary Type)
. . C102842 Type 9: Other Type of Part 3 Combination Product (e.g..
associate d Wit h p ro d uct Drug/Device/Biological Product)
information Compounding Product
* These codes comprise the €73626 Bulk mgredient
. . C96793 Bulk Ingredient For Human Prescription Compounding
combination product types - P —
C95602 Unapproved Drug Product Manufactured Exclusively for Private Label
and the compound products Distributor
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Regional Requirement

ACK.B: ICH ICSR Message Acknowledgement
a. ACK.B.r.4: ICSR Message ACK Sender
" For Pre-market

* Production: ZZFDA_IND
e Test: ZZFDATST IND

= Post-market

 Production: ZZFDA
e Test: ZZFDATST
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Session 4: Updates on electronic submission
routing mechanisms and validation

ROUTING MECHANISM
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Routing Mechanism

Current Flow

. E2B XML (R2)
Trading | .
Partners | i
Safety E2B XML (R2)
Reporting |« >
Portal (SRP)
E2B XML (R2)

Web Trader

\ 4

FLARe
(First Look
At Report)

A

Electronic

Submission |

Gateway
(ESG)

FAERS

E2B XML (R2) eSub

Module

E2B XML (R2)

CTU
(Central
Triage Unit)
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Routing Mechanism

Trading Partner Changes

" Past/As? Hexdmrs .
BAERS/AERS ATTACHMENTS
Post/RoutinglD
FOA AERSFDA AERS ATTACHMENTS
Trading Partner E5
PHE A2 Hmadmrs -
AERS IND/AERS ATTACHMENTS IND
< PRE RoutinglD .
FOA AERS IND/FDA AERS ATTACHMENTS IND
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FOUA
Routing Mechanism .

Proposed options for sponsors to submit ICSRs

1. Two separate “Routes” for submission of safety reports are proposed
(either may be used for pre or post market ICSRs)

— Method 1: AS2 Header Attributes, or
— Method 2: AS2 Routing IDs

2. Submit pre-market and/or post-market safety reports using
appropriate attributes or routing IDs for both E2B R2 and R3

3. E2B Data Element “IND where adverse event occurred” be
designated specifically for pre-market to route reports
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FDA
Routing Mechanism - Method 1 .

e AS2 Header Attributes

— Current State: Post market reports (does not apply to pre-market)
* Destination: “CDER” or “CBER”
e Attribute values: “AERS” for XML’s and “AERS _ATTACHMENTS” for PDF’s

— Proposed Future State: For IND reports, new header attributes need
to be setup/configured to route the files into the new folders (would
apply to pre market ICSRs)

e Destination remains the same (“CDER” or “CBER)

e Attribute values: “AERS _IND"” for XML's and “AERS_ATTACHMENTS IND” for
PDF’s

Note: Attribute value for PDF’s is applicable only for E2B (R2) submissions. For E2B (R3) documents are
embedded
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Routing Mechanism - Method 2

* AS2 Routing ID’s — The Electronic Submission Gateway (ESG)
would also provide an alternative method to submit files to ESG
using unique routing ID’s

— Current State: Post market reports (does not apply to pre-market)
* Routing ID’s: “FDA_AERS” for XML’s and “FDA_AERS_ATTACHMENTS” for PDF’s

— Proposed Future State: For IND reports, new Routing ID’s would need
to be setup and corresponding configuration changes required (would
apply to pre market ICSRs).

* Routing ID’s: “FDA_AERS_IND” for XML's and
“FDA_AERS_ATTACHMENTS_IND” for PDF’s

Note: Routing ID’s for PDF’s is applicable only for E2B (R2) submissions. For E2B (R3) documents are embedded
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How Pre & Post Market Safety Reports
would be Segregated within FDA

Safety reports submitted to FDA via different “routes” are stored in different
folders

The FDA Adverse Event Reporting System (FAERS) appends “—IND” to the A.1.0.1

Sender’s (Case) Safety Report Unique Identification data element to all reports in
pre-market folder

Acknowledgement will be sent with the original Safety Report Unique
ldentification

FAERS checks the E2B pre-market data elements to safeguard pre-market reports
are identified

All reports with “—=IND” postfix will be treated different from the post market
reports (without “—IND”)
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Proposed Approach for Future Triage of ICSRs

FDA Adverse Event
Reporting System

Sponsor Submission

AS2* Header: AERS IND or
AS2 Routing ID: FDA AERS IND

A.1.01: Sender’s Report ID

Pre-Market ICSR A.14:2

A.2.3.1: eCTD STF Name

SmeiSSion A.2.3.2: IND number (Mandatory)
A.2.3.3: accordingly

A.1.01: Sender’s Report ID + “-IND”

AS2 Header: AERS or

AS2 Routing ID: FDA AERS

B A.1.01: Sender’s Report ID
Post-Market N

ICSR Submission A.2.3.1: empty
A.2.3.2: empty
A.2.3.3: empty
B.4.k.4.1: NDA 07852

A.1.01: Sender’s Report ID (stay as is)

*AS2: System-to-System. FDA ESG support two methods of communication: WebTrader and AS2 (System-to-System). WebTrader for small, simple, light submissions; AS2 for large, frequent submissions. 37/



Routing Mechanism

Set up Routing Controls

* There are two ways to set up routing controls dictating where a
document is sent:

— Add the custom header attributes to the header of the message to indicate
the type of submission (e.g., an IND) and destination (e.g., CBER). Reference

, for information on header attributes
content and format. OR

— Use a unique routing ID to identify the types of submissions and
destination. The selection of the routing ID can be automated in the

Cyclone/Axway products through the back-end integration pick-up as
described in
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Routing Mechanism

Trading Partner Changes

e AS2 Header Attributes

— For current post market reports
e Destination: “CDER” or “CBER”
e Attribute values: “AERS” for XML's and “AERS_ATTACHMENTS” for PDF’s
— For new IND reports, new header attributes need to be setup/configure to route the files
into the new folders.

e Destination remains the same
e Attribute values: “AERS_IND” for XML's and “AERS_ATTACHMENTS_IND” for PDF’s

Note: Attribute value for PDF’s is applicable only for E2B (R2) submissions. For E2B (R3)
documents are embedded

89



Routing Mechanism

Trading Partner Changes

* AS2 Routing ID’s - ESG also provides alternate method to submit the
files to ESG using unique routing ID’s

— For current post market reports
* Routing ID’s: “FDA_AERS” for XML's and “FDA_AERS_ATTACHMENTS” for PDF’s

— For new IND reports, new Routing ID’s need to be setup and corresponding configuration
changes are required.

* Routing ID’s: “FDA_AERS_IND” for XML's and “FDA_AERS_ATTACHMENTS_IND"” for PDF’s

Note: Routing ID’s for PDF’s is applicable only for E2B (R2) submissions. For E2B (R3)
documents are embedded
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Session 4: Updates on electronic submission
routing mechanisms and validation

MECHANISM TO VALIDATE E2B
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Mechanism to validate E2B

Provide a mechanism for industry to: i) Validate the regional E2B R2 and regional E2B R3 data
files; ii) Convert regional E2B R2 to regional E2B R3 data file

Mechanism can be used before production submission

Mechanism available for use via a public URL

Uploaded file are not stored

Update FAERS Electronic Submission web page to provide this information
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Mechanism to validate E2B

Jtilities > E2B Validator

Browse XML File

Source XML :

<7xml version="1.0" encoding="UTF-8"?>
<!\DOCTYPE ichicsr SYSTEM “ich-icsr-v2.1.dtd">
<ichicsr lang="en">
<ichicsrmessageheader>
<messagetype>ichicsr</messagetype>
<messageformatversion>2 1</messageformatversion>
<messageformatrelease>2 0</messageformatrelease>
<messagenumb>ARIS-001-65-85-125656</messagenumb>
<messagesenderidentifier>FDA CDER</messagesenderidentifier>
<messagereceiveridentifier>Public Use</messagereceiveridentifier>
<messagedateformat>204</messagedateformat>
<messagedate>20171207065219</messagedate>
</ichicsrmessageheader>
<safetyreport>
<safetyreportversion>1</safetyreportversion>
<safetyreportid>US-LRN-07122017-160-125456</safetyreportid>
<primarysourcecountry>US</primarysourcecountry>
<occurcountry>US</occurcountry>
<transmissiondateformat>102</transmissiondateformat>
<transmissiondate>20161108</transmissiondate>

Validation Report
Conversion of XML from E2B R2 10 E2B R3 is complete

Converted XML :

<xml version="1.0" encoding="utf-8"7><MCCI_IN200100UV01 x
xmins:xsi="http:/www.w3.0rg/2001/XMLSchema-instance” xmins:1¥
ITSVersion="XML_1.0" xsi:schemaLlocation="urn-hi7-org:v3 ./multicac
<id root="2.16.840.1.113883.3.989.2.1.3.22&quot;" extension="ARIS-00
<creationTime value="20171207065219"/>

<responseModeCode code="D"/>

<interactionld extension="MCCI_IN200100UV01" root="216.840.1.113883.1.6
<name codeSystem="2.16.840.1.113883.3.989.2.1.1.1" code="ichicsr"/>
<PORR_INO49016UV>

<id root="2.16.840.1.113883.3.989.2.1.3.1" extension="US-LRN-07122017-160-1254 %
<creationTime value="20161108000001"/>

<interactionld extension="MCCI_IN200100UV01" root="2.16.840.1.113883.1.6"/>
<processingCode code="P"/>

<processingModeCode code="T"/> Validate- To validate the XML
<accep!kk0;’éf§dco<f;;:'\f‘}f/> against the standard E2n
<receiver typ e= >

<device determinerCode="INSTANCE" classCode="DEV"> R2/R3 Rules

<id root="2.16.840.1.113883.3.989.2.1.3.12" extension="Public Use"/>

</device>

</receiver> ~

="urn:hi7-org:v3" xmins:mif="urn:hi7-org-v3/mif” -
pttp-//www.w3.org/1999/XSL/Format’
emas/MCCI_IN200100UV01.xsd">

Ro>-125656°/>
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Mechanism to validate E2B

2. After Uploading a E2B R2/R3 XML validate the file

Validation Report -

Overview Of Ermrors

1 - Could not proceed Validation Rule. Id = 15. Please contact your system administrator to check rule parameters

2 - Following attribute is not allowed: codeSystemVersion

3 - Following attribute is not allowed: displayName

4 - Message |dentifier should not be empty. Maximum length = 100. Message |dentifier should be the same as Sender's {case) Safety Report Unique Identifier. 01D could be incarrect.

-Message Accept Ack Code Code required and should be equals 10 AL

- Case Narrative Including Clinical Course, Therapeutic Measures, Outcome and Additional Relevant Information required.

- Sender's (case) Safety Report Unigue Identifier should not be empty. Maximum length = 100. Sender's (case) Safety Report Unique Identifier should be the same as Message Identifier. 01D could be incorrect.
8 - Following attribute is not allowed: codeSystemVersion

0 - Patient Characteristics Relevant Medical History and Concurrent Conditions Subject 0f 2 required.

10 - Patient Characteristics Patient (name or initials) or nullFlavor should be specified. Patient Characteristics Patient (name or initials) length should be <= 60. Allowed nullFlavors: MSK, ASKU, NASK, UNK.

11 - Patient Characteristics Age at Time of Onset of Reaction/Event (unit) should be one of the UCUM codes: ‘&, ‘'m0, “wk', 'd’, ‘" 0ID should be equals to'2.16.840.1.113863.3.989.2.1.1.26"

12 - Following_node is not allowed: subject0f2

13 - Following_attribute is not allowed: classCode

14 - Following attribute is not allowed: moodCode

et I [ S [ ]

Validation messages are displayed after validating against the R2/R3 regional specifications

94



Mechanism to validate E2B

3. The user can correct the XML in the XML View Window

AML View

* ERROR : Could not proceed Validation Rule. Id = 15. Please contact your system administrator to check rule parameters [Go To Error 1}

1 <7xml version="1.0" encoding="UTF-8"?>

r<MCCIZINZ00T00UVOT
xsi-schemalocation="urn:hl7-org:v3 http://eudravigilance ema.europa.eu/X50/multicacheschemas/MCCI_IN200100UV01 xsd"
xmins="urn:hl7-org:v3" xmins:xsi="http://www.w3 org/2001/XMLSchema-instance” ITSVersion="XML_1.0">

<id root="2.16.840.1.113883.3.080.2.1.3.22" extension="ICHICSR-EVHUMAN-20171124150201_5"/>

<creationTime value="20171124150201"/=

7 <responseModeCode code="D"/=

3 <interactionld root="2.16.840.1.113883.1.6" extension="MCCI_IN200100UV01"/>

* ERROR : Following attribute is not allowed: displayMame [Go To Error 3 }

* ERROR : Following attribute is not allowed: codeSystemVersion [Go To Error 2 }

“ ERROR : Message Identifier should not be empty. Maximum length = 100. Message Identifier should be the same as Sender's (case) Safety Report Unigue Identifier. OID could be incorrect. [Go To Error 4 }

» =name code="1" codeSystem="2.16.840.1.113883.3.989.2.1.1.1" codeSystemVersion="2.0" displayName="ICHICSR"/>

10 <PORR_INO4907 60UV

I <id root="2.16.840.1.113883.3.989.2.1.3.1"/>

2 <creationTime value="20171122175452"/>

* ERROR : Message Accept Ack Code Code required and should be equals to 'AL. [Go To Error 5}

13 <interactionld root="2.16.840.1.113883.1.6" extension="PORR_IN043016UV"/>

14 <processingCode code="P"/>

15 <processingModeCode code="T"/>

16 <acceptAckCode code="NE"/=>

17 <receiver typeCode="RCV">

(=

(¥

1B <device classCode="DEV" determinerCode="INSTANCE"=
19 <id root="2.16.840.1.113883.3.989.2.1.3.12" extension="Public Use_12"/=
i </device=

[

</receiver=
<sender typeCode="SND"=

&

System points to the XML node where the validation error occurred for user to fix and re-validate
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Mechanism to validate E2B

Jiilities > E2B Validator

Browse XML File

Source XML -

<Hyml version="1.0" encoding="UTF-8"?
<|DOCTYPE ichicsr SYSTEM "ich-icsrv2.1.dtd">
<ichicsr lang="en">
<ichicsrmessageheader>
<messagetype=ichicsr</messagetype>
<messageformatversion=2 1</messageformatversion=
<messageformatrelease=2 D</messageformatrelease»
<messagenumb=ARIS-001-65-85-125456</messagenumbs
<messagesenderidentifier-FDA CDER</messagesenderidentifier>
<messagereceiveridentifier=Public Use</messagereceiveridentifier=
<messagedateformat>204</messagedateformat>
<messagedate>2017120706521%</messagedate»
</ichicsrmessageheader»
<safetyreport>
<safetyreportversion>1</safetyreportversion=
<safetyreportid=US-LRN-07122017-160-125456+/safetyreportid>
<primarysourcecountry=US«</primarysourcecountry>
<gccurcountry>US</occurcountry=
<transmissiondateformat=102«/transmissiondateformat>
<transmissiondate>20161108</transmissiondate>

Validation Report

Conversion of XML from E2B R2 1o E2B R3 is complete
Data converted from E2B R2 to E2B R3

Converted XML :

<hml version="1.0" encoding="utf-§"?><MCCI_IN200100UV01 xmlnz="urn:hi7-org Ngslos:mif="urn:hi7-org:v3/mif" -
xming:xsi="hitp: www.w3.org/2001/XMLSchema-instance” xmins:fo="http:/ www. w3 NI/ X 5L/ Format”
[TSVersion="XML_1.0" xsi:schemalocation="urn-hI7-orgv3 ./multicacheschemas/MCCI_IM W01 xsd">

<id root="2.16.840.1.113883.3.989.2.1 3 22&quot;" extension="ARIS-001-65-85-125456°/>
<creationTime value="20171207065219°/>

<responseModeCode code="D"/>

<interactionld extension="MCCI_IN200100UV01" root="2.16.640.1.113883.1.6"/»

<name codeSystem="2.16.840.1.113883.3.989.2.1.1.1" code="ichicsr'/>
<PORR_IN049016UV>

<id root="2.16.840.1.113883.3.989.2.1.3.1" extension="US-LRN-07122017-160-125456"/>
<creationTime value="20161108000001°/>

<interactionld extension="MCCI_IN200100UV01" root="2.16.840.1.113883.1.6"/>
<processingCode code="F"/>

<processingModeCode code="T"/>

<acceptAckCode code="AL/>

<receiver typeCode="RCV">

<device determinerCode="INSTANCE" classCode="DEV">

<id root="2.16.840.1.113883.3.989.2.1.3.12" extension="Public Use/>

<[device>

</Teceivers v

Convert — After Uploading /

Copying the E2B R2/R3 XML
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FOA

Summary & Closing Comments

Session 1: FAERS Il and E2B R3 Up Versioning Plans

— Communicated FDA’s plans on FAERS Il and E2B R3 up versioning
— FDA’s current planned E2B R3 production date is March 2020

— Currently no compliance timelines have set for E2B R3 by FDA

— Discussed Testing Plan and Method

Session 2: Electronic submission of IND safety reporting
— Introduction to IND safety reporting to FAERS at the FDA

— Provided information on the implementation plans, regional requirements using E2B R2 & R3, and
use case examples

— Discussed the regional data elements in R2 and R3 for IND safety reporting and IDMP
Session 3: Electronic submission of Post-market safety reporting

— Discussed the regional data elements in R3 for Post-market safety reporting

Session 4: Updates on electronic submission routing mechanisms
— Electronic submission routing mechanisms for pre-market and post-market
— Mechanisms for industry to validate E2B R3 regional files
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Next Steps

Today’s presentation will

oe posted on FDA meeting page

nvite comments via the ¢
oy April 25, 2019

Update FDA Regional Imp
Implementation

ocket on topics discussed in today’s meeting

Update schema with regional elements

lementation Specifications for ICH E2B(R3)

— Incorporate comments received via the docket

Prepare for the next meeting on July 17, 2019

— Discuss data elements relate

d to combination product

Prepare sample regional E2B R3 data files

Contact:

after the docket timeframe
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