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1.0 PURPOSE

This document describes the International Conference on Harmonisation of Technical
Requirements for Registration of Pharmaceuticals for Human Use (ICH) M2 Document Type
Definition (DTD) of the electronic message for the transmission of Individual Case Safety
Reports (ICSRs) based on the ICH E2BM step 4 document version 4.4, Data Elements for
Transmission of Individual Case Safety Reports.

The only source of ICH official information is the ICH website: http://www.ifpma.org/m2-
main.html.

2.0 BACKGROUND

The ICH was organized to provide an opportunity for tripartite harmonization initiatives to be
developed with input from both regulatory and industry representatives. ICH is concerned
with harmonization of technical requirements for the registration of pharmaceutical products
among three regions. The European Union, Japan, and the United States. The six ICH
sponsors are the European Commission-European Union (EU), the European Federation of
Pharmaceutical Industries Associations (EFPIA), the Japan Ministry of Health and Welfare
(MHW), the Japan Pharmaceutical Manufacturers Association (JPMA), the US Food and
Drug Administration (FDA), and the Pharmaceutical Research and Manufacturers of America
(PhRMA). The ICH Secretariat, which co-ordinates the preparation of documentation, is
provided by the International Federation of Pharmaceutical Manufacturers Associations
(IFPMA).

The ICH Steering Committee includes representatives from each of the ICH sponsors and the
IFPMA, as well as observers from the World Heath Organization (WHO), the Canadian
Health Protection Branch, and the European Free Trade Area.

To facilitate the standardization of the data elements for the transmission of ICSRs for both
pre-approval and post-approval reporting periods, the ICH E2BM Expert Working Group
prepared the guideline “ Data Elements for Transmission of Individual Case Safety Reports.”

The guideline standardizes the data elements for the transmission of |CSRs by identifying and
defining the data elements for the transmission of all types of ICSRs, regardless of source and

destination. This includes case safety reports for both pre- and post-approval periods and
covers both adverse drug reaction and adverse event (AE) reports.

The guideline states that because of national and international agreements, rules, and
regulations, ICSRs of adverse drug reactions and AE should be transmitted (e.g., US
21CFR314.80):

e Fromidentified reporting sources to regulatory authorities and pharmaceutical companies
e Between regulatory authorities

e Between pharmaceutical companies and regulatory authorities

e Within authorities or pharmaceutical companies
ICH ICSR Specifications ICHICSR DTD Version 2.1 November 2000

-4



Electronic Transmission of Individual Case Safety Reports M essage Specification
Document Version 2.3 November 9, 2000

e Fromclinical investigators, viathe sponsor, to ethics committees
e From authorities to the WHO Collaborating Centre for International Drug Monitoring.

The transmission of ICSRs currently relies on paper-based formats (e.g., yellow cards,
Council for International Organizations of Medical Sciences (CIOMS) forms, MedWatch) or
electronic media (e.g., within pharmaceutical companies, or with WHO), usually via online
access, tape, or file transfer.

Considering the high volume of data and the large number of potential participants in a
world-wide exchange of information, there is a need for an electronic format capable of
accommodating the electronic transmission of the Safety Reports that can be directly
generated and processed by a database application.

Successful electronic transmission of ICSRs relies on the agreement of common data
elements and on the syntactical definition of the el ectronic message.

The definition of the common data elements is provided in the E2BM step 4 document
version 4.4. The syntactical definition of the electronic message is provided in the ICH M2
Expert Working Group (EWG) recommendations and specifications.

This document describes the specification of the message definition for the electronic
transmission of ICSRs agreed by ICH M2.

This document also reflects modifications agreed to by the E2BM EWG during mesetings
from February 2000 through November 2000.

2.1 Representation of the Electronic ICSR

The ICH community agreed that the ICSRs, including pre-marketing and post-marketing
adverse drug reactions and adverse drug events, should be gathered, managed, and distributed
electronically, but there was a need to find consensus on how this should be done.

The objective was to represent the document in away that would make possible transfer of its
contents from one database to another. In addition, the representation should use an
international standard that is platform, application and vendor independent.

This initiative relied on the previous work done by the EuroScape consortium that had
defined the MEDADR safety report in EDIFACT (Electronic Data Interchange for
Administration, Commerce and Transport). There was aso a large tradition of
standardization of health related messages in HL7 (Health Level Seven), a specification used
for electronic data exchange of healthcare information. As aresult, both EDIFACT and HL7
syntax were originaly considered for the formal specification of the electronic message for
the transmission of safety reports of adverse drug reactions and adverse drug events.
However, the need to support multi-lingual characters and the time it takes to get a new
message approved for use by the standards organizations made Standard Generalized Markup
Language (SGML, 1SO 8879:1986) a better alternative.

SGML is an international standard for documents and it is also useful for the interchange of
structured data. It presents some advantages:

ICH ICSR Specifications ICHICSR DTD Version 2.1 November 2000
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o Validation of the message with available off-the-shelf software

e Creation and processing of messages on current document technology.

In addition SGML document types facilitate the implementation of relevant functions:
e Interchange of data among different databases with heterogeneous data types

e Transformation of the data structure into relational databases

o Portability of data.

Information for electronic submission in SGML is prepared by inserting data appropriately
between the start and end tags so the information maintains the relationships specified by the
DTD. Typically, SGML editing tools can be used to prepare a data set that is specific to the
SGML DTD.

In November 1996, in London, the ICH M2 EWG decided to concentrate the efforts to
produce a DTD! of the message for the electronic transmission of ICSRs: the
ICH_ICSR.DTD.

At the following meeting of the ICH M2 EWG in March 1997 in Narita, the six parties
agreed on the relational data model to be used for the definition of the electronic message
based on the ICH E2B document Step 3 version 5.

Once the ICH E2B document was adopted as a Step 4 guideline in July 1997, the ICH M2
EWG finalised the relational model and the message definition, and the first official release
of the ICH_ICSR.DTD was agreed in October 1997 in Washington, DC. The maintenance
EWG for E2B was established in October 1999. This group was charged with improving
definitions and descriptions in both the E2B Step 4 guideline and the ICSR specification
since both are referenced in the creation of an ICSR message. New releases of the E2BM and
the ICH ICSR specifications were completed in November 2000. The official guidelines,

1 An SGML conformant document consists of an SGML prologue and a document instance. The prologue
contains an SGML declaration and a document type definition, which contains element and entity
declarations. Different software applications may provide different ways of associating the document
instance with the prologue and in some cases the prologue may be inserted into the software used, so that it
is transparent to the user.

The SGML declaration specifies basic facts about the dialect of SGML being used, such as the character
set, the codes used for SGML delimiters, and the length of identifiers.

The document type definition specifies the DTD against which the document instance is to be validated.
Like the SGML declaration, it may be held in the form of compiled tables within the SGML processor, or
associated with it in some way that is invisible to the user, or require only that the name of the document
type be specified before the document is validated.

The data instance is the content of the data itself. It may contain text, mark-up, and general entity
references.

ICH ICSR Specifications ICHICSR DTD Version 2.1 November 2000
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recommendations and specifications for the ICH ICSR message definition can be obtained
only from the ICH M2 website, http://www.ifpma.org/m2-main.html. Detailed instructions
for preparing SGML data are also available from the manual s section of the website.

Asaresult of this activity, AE data can be extracted, populated, and electronically transmitted
in the manner specified by the ICH ICSR message from safety and surveillance databases.

3.0ESSENTIAL COMPONENTS

Developing software specifications to meet requirements, such as those specified in the
E2BM step 4 document version 4.4, requires an approach where the functional and
procedural requirements are well understood and reflected accurately in the electronic
message. The electronic message must constitute not only the definition of the data elements,
but also maintain the required relationships between the elements for efficient information
exchange. The development of the relational diagrams, an attribute list, numeric codes, and
the ICH ICSR SGML DTD is aresult of efforts to define software specifications to facilitate
electronic submissions of ICSRs. The ICH ICSR message allows for the preparation of AE
data sets that can accurately maintain and represent the intended purpose of the E2BM
document. Section 3 of this ICSR specification document lists the essential components
required to develop usable ICH ICSR messages.

3.11CSR Relational Diagrams

The following ICSR relational diagrams illustrate the relationship between the various
sections and data elements defined in the E2BM step 4 document version 4.4 and the field
attributes for the ICH ICSR message and DTD descriptors. A box in the relational view
diagram represents the entire related section of the E2BM document and all the data el ements
in the related block of the attribute list. For example, box A.1 in the diagram, Identification
of the Case Safety Report, represents the complete A.1 section of the E2BM document and
the A.1 block of elements listed in the attribute list. To maintain the intent of the E2BM
specifications and to represent the various mandatory, optional, single, and repeatable
sections or fields, the relationships between the boxes aso vary from as much asalto 1
relationship, a 1 to 0 or 1 relationship, a 1 to 1 or many relationship, or a 1 to 0 or many
relationship. These diagrams are particularly useful for database administrators and
application developers in understanding how the ICSR SGML DTD was designed and
developed per the E2BM specification document.

ICH ICSR Specifications ICHICSR DTD Version 2.1 November 2000
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3.1.1 M2 Rdational View of E2B Data Elements

The ICH M2 relational view of the E2B data elements shows the order and relationship
between the various sections of the E2B document. This diagram (Figure 1) is useful in
understanding how the various sections in the E2B document are organized and related to one
another.

M2 Relational View of E2B Data Elements

Al A2 B.1.7.1
Identification of the case ; Primary source(s) of o< Structured information
safety report information
A3.1
Sender B.1.8 B.1.9.2
o< Relevant past drug history Reported cause of death
A.3.2
Receiver
B.1.9 B.1.9.4
o In case of death Autopsy-determined cause(s)
of death
B.1
Patient Characteristics
B.1.10 B.1.10.7.1
e For a parent-child/fetus Structured information
A.1.11.1 Source of the Lﬁigr:::mt?:“g:em
duplicate and A.1.11.2 g thep
O] Case report number of the
suspected duplicate
B.2 B.1.10.8
4 Reaction(s)/Event(s) Relevant past drug history
Linked report
includes A.1.12
RO
B.3.1
O Structured information B.AK2.2
04 Active Drug substance
name(s)
B.4 B.4.k.17.2
4 Drug Information 04 If yes, which reaction/event
recurred?
B.4.k.18
B.5 o4 Relatedness of drug to
o Narrative case summary reaction(s)/event(s)
and further information
—_ 1 to 1 relationship
—0 1 to (0 or 1) relationship
R 1 to many relationship
—O< 1 to (0 or many) relationship M2 Relational View of E2b Data Element version 2.2

as per E2B Step 4 and Attribute list version 4.1
*The text in the boxes refers to the attributes within each entity

Figure1 Note: The element namesof A.1.11.1 and A.1.11.2 changed in E2BM step 4 document version 4.4
chanoed to A.1.11.1 Source(s) of the case identifier and A.1.11.2 Case Identifier(s).

ICH ICSR Specifications ICHICSR DTD Version 2.1 November 2000
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3.1.2 M2 Entities and Relationships Diagram

The M2 Entities and Relationships diagram (Figure 2) depicts the M2 defined entities and
their relationships to the E2B data elements. The field names are found in the description
column of the ICSR attributes list for the ICH ICSR message and DTD.

M2 Entities and Relationships

safetyreport primarysource medicalhistoryepisode
Al F4A2 0« B171
sender
A3l patientpastdrugtherapy patientdeathcause
B.1.8 B.1.9.2
receiver
A32
patientdeath patientautopsy
J B.1.9 includes B.1.9.1 and B.1.9.4
B.1.9.3
patient
B.lincludesB.1.7.2 and
B.3.2
parent parentmedical hi storyepisode
i B.1.10.7.1
a B.1.10 includes B.1.10.7.2
reportduplicate
A.111.1and
O EA.ZLlZLZ
reaction parentpastdrugtherapy
B.2 B.1.10.8
linkedreport
A.112
A
activesubstance
test O« B.4k22
B.3.1
FO<
drugrecurrence
o< B.4.k.17.2
drug
B4
< drugreactionrelatedness
o< B.4.k.18
summary
—+  1to1relationship B.5
—o0 1to (0 or 1) relationship
—F<  1to many relationship M2 Entities and Relationships version 2.4
as per E2B Step 4 and Attribute list version 4.1
—O 1 to (0 or many) relationship
Figure 2
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The entities and relationships diagram is similar to the relational view diagram, but it is
particularly helpful to bridge the gap from the M2 relational view diagram to the ICSR
attribute list, and eventually to the ICSR SGML DTD.

3.21CH ICSR AttributeList

This ICSR specification document contains the ICH M2 attribute list with SGML descriptor
names per the E2BM step 4 document version 4.4 in Attachmentl. This ICSR attribute list
contains the data element number, title, description, field length, field value, and DTD
descriptor for each data element. The various elements are also grouped and numbered to
match with the organization of the E2BM document. The attribute list has three types of
blocks, depicted as a regular single line border, bold lined border, and double lined border.
Fields within the single line border can occur once or not at all, while fields or blocks with a
bold border might be repeated, and fields or blocks with a double line border might also be
repeated, within the containing block. The ICH M2 field attribute list should be used to
verify the accuracy and compliance of data entered when preparing an ICSR SGML datafile.

To help manage, route, identify, and track ICH ICSR messages in the three ICH regions, and
to help automate electronic submissions of ICSRs, the M2 group has also defined the
following elements for a message header section. The detailed specifications of these
elements are mentioned in Appendix A.1.

ICH ICSR Message Header

This is a section header for the message header. This section assumes the establishment
of an EDI trading partnership agreement that will help define the message number, sender
ID, receiver 1D, message date.

Message Type

The message type contains information on the type of information being transmitted. Itis
specified in the M2 Recommendation 5.3. When creating an ICH ICSR message, the
value of thisfield should be “ichicsr”.

M essage Format Version

The message format version contains the version number of the DTD and it is specified
in M2 Recommendation 5.3. The value of the version number can be obtained from the
documentation section of the ICH ICSR DTD.

M essage Format Release

The message format release contains the release number of the message format version
number of the DTD and it is specified in M2 Recommendation 5.3. The value of the
release number can be obtained from the documentation section of the ICH ICSR DTD.

Message Number, Sender defined message number (unique to the sender)

The message number is a unique tracking number assigned to a specific ICH ICSR
message file transmitted by the sender. This message number is unique to the sender.

ICH ICSR Specifications ICHICSR DTD Version 2.1 November 2000
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M essage Sender |dentifier

This field identifies the sender of the ICSR reports, e.g., company name or regulatory
authority name (ICSR Attribute List A.3.1.2).

M essage Receiver |dentifier

This field identifies the intented recipient of the transmission of ICSR reports, e.g.,
company name or regulatory authority name (ICSR Attribute List A.3.2.23).

M essage Date and For mat
The message date is the date on which the ICH ICSR message was initiated.

The diagram on the next page illustrates the specified relationship where each ICH ICSR
message will have one message header section, and one or more ICSRs.

ICH ICSR Specifications ICHICSR DTD Version 2.1 November 2000
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ICH M2 Safety Message

ichicsr
ichicsr messageheader safetyreport
AN
e ) -
ALIRIBUIES ., ATTRIBUTES
messagetype= /ch/gsr safetyreportid
messageformatversion safetyreportversion
messageformatrelease recejptdateformat
messagenumb recejptdate
messagesenderidentifier authoritviumb
messagereceiveridentifier compani// s
ECSERES LSBT casenullification
\/77essagedate Y, safetyreport
-

N\
primarysource repzrtldijflllcare p?}tﬁhil sender receiver linkedreport
A2 AL1112 B.17.2,B32 A31 A32 Al12

J

patientdeath B.1.9 medicalhistory parentpast parent B.1.10 reaction dru test summar
includes episode drugtherapy includes B2 B 49 B31 BS y
B.1.9.1,B.1.9.3 B.1.7.1 B.1.10.8 B.1.10.7.2 i ’ e ’

_sR_ 1to0or many relationship

—}< 1tomany relationship

. . patientdeath patient parentmedical patientpastdrug active drug drugreaction
| 1to 1 relationshi p cause autopsy historyepisode therapy substance || recurrence relatedness
B.19.2 B.19.4 B.110.7.1 B.18 B.4k22 || B4k172 B.4k.18

<> 1toOor 1relationship

Italic: attribute name
Bold: entity name

Figure gy \C}SRSQecifications ICH ICSR DTD Version 2.1 November 2000
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The DTD describes each element of the ICSR being transmitted and shows how the various
elements relate to each other. Within the encoded text, the DTD specifies which elements are
required and the order in which they should appear. According to the model specified in the
DTD, each ICSR consists of one message header, followed by one or more ICSRs. Please
refer to Appendix A.2 for afull text definition of this document. The original document can
be obtained from the M2 website at the following URL: http://www.if pma.org/m2-main.html.

To make improvements to version 1.0 of the ICH ICSR DTD, the M2 Expert Working Group
has made the following modifications that are reflected in ICH ICSR DTD, Version 2.0. The
documentation section of version 2.0 contains the complete list of changes.

The ICH ICSR DTD, version 2.0 is now designed to support multiple language character
sets to meet the diverse and complex reporting requirements of all the ICH regions. The
details on the use of multiple language character sets are described in section 6.0 of this
document.

To help manage, route, identify, and track ICH ICSR messages, new elements have been
added to the message header section of the ICH ICSR DTD.

Data prepared for the ICH ICSR, version 1.0 required that no carriage returns be inserted
after end tags. This was because version 1.0 of the ICH ICSR DTD was sensitive to
carriage returns.  Often, inserting carriage returns, after end tags caused SGML errors
when the file was parsed. This was caused by the use of “mixed content models’ within
the DTD, and in particular with the way sequence numbers were represented. It is not
necessary to understand the details of the SGML concept of a mixed content model, other
than to point out that using it within the ICH ICSR DTD version 1.0 caused unpredictable
parsing errors, when carriage returns were inserted after the end tags. This absence of
carriage returns in turn made the SGML documents difficult to read.

To make the SGML data more readable, by permitting insertion of carriage returns after
end tags and to eliminate the mixed content model problem, the sequence number
elements (all XXXXsqg elements) were removed. However, to maintain compliance with
the relational model, the SGML specification had to be modified so that the higher level
entities were specified as (+) for 1 or more or (*) for O or more.

The following table illustrates how datais prepared without the use of sequence numbers.
In version 1.0, repeating elements had a sequence number, such as <reportduplicatesg>
for <reportduplicate>. The elements related to the sequence number, such as
<duplicatesource> and <duplicatenumb> were repeated within a sequence. For version
2.0 of the ICH ICSR DTD, the data elements that required multiple occurrences are
repeated, such as <duplicatesource> and <duplicatenumb> within <reportduplicate>.

ICH ICSR Specifications ICHICSR DTD Version 2.1 November 2000
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ICSRDTD ICSR SGML Data
Specification | Medicallyconfirm? & <medicallyconfirm>1</medicallyconfirm>
for ICH (reportduplicate? & <reportduplicate><reportduplicatesg>001<
ICSR, linkedreport? & duplicatesour ce> smith, coopers, barnies, and
Verson10 | ........ young pharmaceuticals
</duplicatesource><duplicatenumb>
<IELEMENT reportduplicate ~ -- | nmbr1234567891011121314151617181920</
(reportduplicatesg*) > duplicatenumb></reportduplicatesg><report
<IELEMENT reportduplicatesq - - duplicatesqg>002<duplicatesour ce> smith,
(#PCDATA, coopers, barnies, and young pharmaceuticals
(duplicatesour ce? & </duplicatesource><duplicatenumb>
duplicatenumb? )) > number12345678910111213141516171819</
<IATTLIST reportduplicatesq duplicatenumb></reportduplicatesg></reportd
%operec, > uplicate>
Specification | Medicallyconfirm? , <medicallyconfirm>1</medicallyconfirm>
for ICH (reportduplicate* , <reportduplicate>
ICSR, linkedreport* : <duplicatesour ce>smith, coopers, barnies,
Version 2.0 primarysource+ , and young pharmaceuti cal s</duplicatesource>

<IELEMENT reportduplicate

(duplicatesour ce?,

duplicatenumb?)>

<IATTLIST reportduplicate
%l ang.att;

>

<duplicatenumb>nmbr12345678910111213
14151617181920</duplicatenumb>
</reportduplicate>

<reportduplicate>

<duplicatesour ce>smith, coopers, barnies,
and young pharmaceuti cal s</duplicatesource>
<duplicatenumb>number1234567891011121
3141516171819</duplicatenumb>
</reportduplicate>

e Thedataelementsinthe ICH ICSR DTD version 1.0 could occur in any order. Now the
specifications are tighter, specifying a particular order.

e APP/REP/DEL wasremoved in version 2.0 to ensure that each ICSR submission will
contain as much information as is available at the time of submission (i.e., “complete
submission”). The %act.rec; and %ope.rec; internal entities, were removed, thus
removing all support for the "(app | rep | del )" construct. This also removes all support
for "old" attribute.

e Referencesto “old” attribute were removed from version 2.0 of the DTD to ensure that
new or changed information will not be electronically “highlighted” on electronic ICSR
submissions.

o The“lang” attribute was added to all the elements of the ICH ICSR DTD to ensure that

data in multiple languages can be supported.

e Tocover al of the languages necessary to support the use of the ICH ICSR message, five
declaration (DCL) files, including one for 1SO 10646 (UNICODE), are distributed with
the DTD. Additional information on the DCL filesis provided in section 3.4 of this
document.
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Special characters, such as“<” or “&”, are represented according to the SGML standard.
Specifications have been added to alow for standard character entities to escape SGML
special characters. When "<", ">" and "&" occurred in text, they can be replaced by
"&It", "&gt;", and "&amp;" respectively.

The relationship between Drug and Active Substance was changed from a1 to 1 or many
relationship to a1 to 0 or many relationship, in version 2.0 of the ICH ICSR DTD.

The data model of the ICH ICSR message has been modified so that the root element of
DTD isnow "ichicsr" which isrelated to one "ichicsrmessageheader" and multiple (1 or
more) "safetyreport” (See Figure 3).

A tag, safetyreportversion, has been added to go with safetyreportid to enable the
recording of the version number of the safetyreportid. A sender of an ICH ICSR message
might assign a number to the safetyreportid, to identify each ICSR, and assign a number
to safetyreportversion to differenciate the different versions of an ICSR.

Thefield resultstestsprocedures (E2B — B.3.2 Results of test and procedures relevant to
the investigation of the patient) is now an optional field.

The lengths of certain fields have been changed to meet the business requirements.

Improvementsin version 2.0 of the DTD and version 2.24 of the ICSR specification
document made by the E2BM EWG. The changes, resulting in version 2.1 of the DTD and
version 2.3 of the ICSR specification document, are summarized as follows:

¢ A new data element was added to allow for reporting of events/reactions as reported,
and as MedDRA Lowest Level Terms (LLT) and Preferred Terms (PT). The“as
reported” and reaction term elements existed in the previous version. A new element
was added alowing inclusion of both LLT and PT inthe ICSR. The ICSR attribute
list and the DTD were changed to reflect these modifications.

e There are severa data elements that are MedDRA controlled fields. MedDRA
version should beincluded for each term used. A data element for each MedDRA
controlled field has been added to accommodate MedDRA version number. The
ICSR attribute list and the DTD were changed to reflect these modifications.

e The use of report identification and sender identification elements has been clarified.
The previous description of unique identifier was removed from the ICSR
specification and is now described in detail in the E2BM revised Step 4 document
(version 4.4).

o Thevalidfield lengths for several data el ements were extended to allow for more
information to be submitted. These new lengths are detailed in the ICSR Attribute
List.

e TheDCL (declaration) file for supporting the Shift JI'S character set for encoding
Japanese has been modified.

o Safety Report Version (ICH ICSR M2 Data Processing element) is not an E2BM data
element, but rather should be used for technical transmission purposes.
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3.4 DCL Filesfor Multi-Language Char acter Sets

The DCL (declaration) file describes the capabilities of an SGML system. It includes the
following information: the character encoding used in the DTD and the document, the
amount of system resources required by the DTD, the delimiters used in marking up the
document, the SGML features used by the document markup, and other information specific
to the application.

The SGML declaration provides severa critical pieces of information to the SGML parser
that alow it to correctly interpret an SGML document. Relevant to the use of the ICH ICSR
message is the SGML declaration's function to tell the SGML parser which character set has
been used to encode an SGML document. Because ICH ICSR messages may be interchanged
in several languages, and because each language may require a different character set, the
SGML declaration becomes critical in documenting which character set is being used in an
ICH ICSR message.

SGML was designed with the assumption that only one character set would be used within
any one document. As such, an SGML declaration documents a single character set, and
expects that any one SGML document will be encoded with a single character set. A single
character set may be able to represent more than one language. The ASCII character set can
only represent English, however the 1SO 8858-1 character set can represent most of the
Western European languages, and SO 10646 (UNICODE) can represent amost all of the
world’s currently written languages.

To meet the multi-language capabilities of the three regions, five different DCL files have
been provided for use with the ICH ICSR, version 2.0 and the ICSR Acknowledgment
Message DTDs. The receiver of the SGML message needs to know which of the five DCL
files were used for the reports. For example, one way might be to use the trading partnership
agreement to specify the type of DCL filethat can be used for the submission.

The DCL files along with brief descriptions of their purpose are provided in Appendix A.3.
The ICH ICSR and ICSR Acknowledgment DTDs aso have a technica note with
instructions on appropriate use and brief descriptions of the five DCL files.

3.51CH M2 Numeric Codesfor E2BM Unit Codes and Routes of Administration

E2BM has specified various unit codes and routes of administration codes for population of
certain fields. To facilitate efficient data transport, validation, and information exchange, the
M2 EWG has provided numeric codes for both the unit codes and the routes of
administration.
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3.5.11CH M2 Numeric Codesfor Unit List (E2BM Attachment 1)

The ICH M2 numeric codes, listed in Appendix A.4, must be used to populate fields that
require the E2BM unit list, documented in Attachment 1 of the E2BM document. The three
digit ICH M2 numeric codes represent unit measurements for mass, volume, radioactivity,
other units, and unit intervals.

3.5.2 Routes of Administration (E2BM Attachment 2)

The three digit numeric codes provided in Appendix A.5 must be used to populate fields that
require the E2BM routes of administration, documented in Attachment 2 of the E2BM
document. The M2 numeric codes represent various pre-defined routes of administration.
For example, the fields B.4.k.8 - drugadministrationroute and B.4.k.9 - drugparadministration
require to be populated with the codes for the E2BM routes of administration.

3.6 E2BM Document on Data Elementsfor the Transmission of | ndividual Case
Safety Reports

The E2BM document provides a detailed breakdown of the data elements for the ICSR, as
well as notes on transmission and user guidance information. The E2BM document provides
the appropriate background, scope, and detailed specifications on the data elements for the
transmission of all types of ICSRs. In order to comply with the standardized data elements
for the successful electronic transmission of information, it is vital for the user to understand
the E2BM document. A copy of this document can be obtained from the ICH Web Site,
hosted on the IFPMA server, URL: http://www.ifpma.org/ichl.
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4.0 APPROACH TO PREPARING ICSR SGML DATA FILES

Extracting, trandating, populating, and packaging adverse events (AE) data from
heterogeneous AE databases can be complex. The M2 specifications, such as the relational
view diagram, entity relationship diagram, attribute list, codes for E2BM route of
administration list and unit list, and the ICH ICSR DTD have to be used to develop an
electronic ICSR that complies with the E2BM d