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What o0s New f or Me d I
Quick Link

By Brian J. OO0Har e

Terminology Maintenance Manager
What 6s New for
MedDRA Version 14.1 iedDRA Version 14.1 was made available to subscribers on 1 September 2011
from the MSSO Web site (https://meddramsso.com/secure/
Request to fAAdd subsciber dowalged translations.asp). There were a total of 1337 change re-
quests processed for this version including SMQ change requests; 1041 change

Removal of Codes of Earlier requests were approved and implemented, and 233 change requests were re-
Terminologies from MedDRA jected. There are, in addition, 63 change requests suspended for further consid-
eration and resolution beyond this version.
Improvements to Italian MedDRA v14.1 is a simple change version which means changes are made only
MedDRA at the PT and LLT |l evel s. Pl ease see the

document for specific details.
Pregnancy Exposure Terms

Number of Terms: MedDRA Version 14.1
Pharmacogenetic/
Pharmacogenomic Terms System Organ Classes (SOC) 26
) High Level Group Terms (HLGT) 335
WebCR Upgrade Available
High Level Terms (HLT) 1710
Friends of MedDRA Preferred Terms (PT) 19294
Lowest Level Terms (LLT) 69524
MedDRA MSSO Maintains - -
ISO 9001:2008 Certification Standardised MedDRA Queries (SMQ) 86
2011 User Group Meetings In addition to terminology changes, there were 106 translation correction re-

guests considered and 103 changes implemented to replace misspelled or mis-
translated terms in the non-English versions of MedDRA. Below is a summary of
the number of changes made and the languages affected.

7 Chinese

90 French

4 German

2 Spanish

MedDRA Training

The large number of changes to French MedDRA is due to efforts by the MSSO

and the Canadian regulatory authority, Health Canada, to identify and correct is-

sues with the French translation.

Continued on page 10
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Request t

By Patricia Mozzicato, MD

Chief Medical Officer, MedDRA MSSO

ome MedDRA users may be

unaware that they have the op-
tion to submit a change request
(CR) for a new Standardised Med-

DRA Query (SMQ).
With the recently updated

WebCR tool (http://mssotools.com/

the Panel provides a rationale
which is then posted and sent back
to the subscriber like other rejected
requests.

When submitting a request for a
new SMQ, you will be asked to an-
swer the following five questions to

webct/), subscribers can input their
request for a new SMQ directly into
the tool just like an ordinary Med-

help the ICH Advisory Panel evalu-
ate the request:

1. What is the scientific/

DRA CR. A request t ophdintabofigildhce duon
SMQo is a simple CR, mfichithB @quest for this
these requests are reviewed and SMQ?

considered for every version of
MedDRA.

When submitting a request for a
new SMQ, you are encouraged to
submit a list of proposed PTs to
populate the query. No matter how

many PTs are on the list of pro-

posed terms, the request to add a
new SMQ is considered a single
CR; so even if your list contains
many terms, the included PTs do
not count against your monthly al-
lotment of 100 CRs per subscriber.

Once the MSSO receives a re-

quest to add a new SMQ, the infor- 4
mation is forwarded to the ICH Ad-
visory Panel whose members are
also on the CIOMS SMQ Working
Group. The ICH Advisory Panel is
responsible for deciding which re-
quests should be developed into
SMQs. If the request is rejected,

DIRECT: +1 703.272.5505 F

2. Is the current MedDRA hier-
archy (e.g., HLTs, PTs) or
any existing SMQ suitable to
address the question? If not,
what are the deficiencies in
the hierarchy or existing
SMQs that should be ad-
dressed?

3. Would your organization be
able to address this question
without this new SMQ, and if
so, how? (That is, what
would be the strategy and
terms used?)

. Which SMQ structure (i.e.,
broad/narrow, hierarchical,
algorithm) do you think would
best address the question?

5. How often would your organi-
zation need this SMQ (e.g.,
only once to address a very
specific emerging issue or
regularly/routinely)?

WE WANT YOUR F

PLEASE CONTA
ToLL FREE INTERNATIONAL

EMAIL: mssohel
WEB SITE: www.meddr:

OAdd a

New

Besides using WebCR, subscrib-
ers may also submit a request to

add a new SMQ on the SMQ
Change Request form, which is

available on the Change Request

page of the MSSO Web site
(http://meddramsso.com/
subscriber download

change request.asp). This SMQ
Change Request spreadsheet also
contains the five questions that the

ICH Advisory Panel needs an-
swered to evaluate the request.

Because SMQs take time to con-

struct and test, a request to add a
typically

new SMQ i s

until the new SMQ is put into pro-
duction or until the ICH Advisory

Panel provides a rejection ration-
ale. Therefore, the usual 7 to 10

working day timeline for responding
to a MedDRA CR does not apply to
new SMQ requests. If the ICH Ad-

visory Panel decides to accept the

topic for a new SMQ, the MSSO

initiates the process of developing

and testing it within the CIOMS
SMQ Working Group.

The MSSO encourages you to
consider adding a new SMQ as
part of your routine for helping us
maintain MedDRA as a rigorous
terminology responsive to user
needs.
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Removal of Codes of Earlier Terminologies
from MedDRA

By Patrick Revelle
MSSO Director

Since the initial release of MedDRA (v2.1) in March 1999, the terminology has included numeric or symbol
codes from earlier terminologies. The codes are links from other terminologies to similar or identical terms

in MedDRA. This includes codes from COSTART, WHO-ART, ICD9, ICD9-CM, HARTS, and JART. The ICH M1
Expert Working Group 1 who created the original version of MedDRA i included these codes with the text of the
terms believing that the codes would be useful in the transition to MedDRA.

LLT - Lowest Level Term : 14.0 - English =101 %]

LLT - Lowest Level Term

MedDRA Code |10002948

MedDRA Term IAphasia

COSTART Sym  |4PHASIA HARTS Code  |440
WHO-ART Code |0087001 ICD10 Code |
ICD9 Code [784.3 ICDS-CM Code |784.3
Currency [v~ JART Code 0343

Because most organizations have long since migrated their data to MedDRA, and to avoid potential confusion
because these codes have not been maintained or updated since the original release of MedDRA, the MSSO in-
tends to remove these codes from all of MedDRA starting with the release of MedDRA v15.0 (March 2012).

The following points should be noted:

1. No terms will be removed from MedDRA as a part of this effort; only the codes and symbols associated
with earlier terminologies will be removed.

2. The MedDRA code assigned to each term will not be changed in this process.

3. The structure of the distributed ASCII files will not change. The entries in the distribution files for these
earlier codes will be empty (i.e., null fields).

If you or your organization have any concerns about the removal of the codes, please contact the MSSO Help
Desk (mssohelp@ngc.com) by 1 November 2011.

In the event that no major concerns are raised, the MSSO will proceed to remove these codes. m
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Improvements to Italian MedDRA 1 i
an Interview with Dr. Ugo Moretti

By Dr. Tomas Moraleda
International Medical Officer

1’0 keep up the quality of MedDRA language transla-
tions, the MSSO has begun to engage with regula-
tory authorities to determine what quality issues they
have noted and how they would like to address them.

As part of this effort, the MSSO visited the Italian
regulatory authority i Agenzia ltaliana del Farmaco,
(AIFA) T in October 2009. A substantial number of cor-
rections to the Italian translation have been made since
then, involving around 700 change requests. Dr. Ugo
Moretti i responsible for the Regional Pharmacovigi-
lance Centre of the Veneto Region and also Aggregate
Professor of Pharmacology in the Faculty of Medicine
of the University of Verona, Italy i was a key person in
the identification and correction of issues with Italian
MedDRA. We thought it would be interesting to ask Dr.
Mor et t.i some questions
in collaboration with the MSSO.

1) How much or how often do staff at AIFA use
the Italian translation of MedDRA?

The Italian version of MedDRA is extensively used
within the Italian spontaneous reporting system. The
system in Italy is highly decentralized. Reporters send
the forms to a Local Health Unit where a pharmacist in
charge of the pharmacovigilance enters the form in the
Italian database, coding the information with Italian
MedDRA. Since about 400 Units are present in Italy,
the system gives the opportunity to have close relation-
ships with the reporters, improving reporting and feed-
back information. On the other hand, the training in cod-
ing of such a high number of persons is a challenging
task.

More than 20,000 reports were inserted last year in the
database. Regional Centers have been recently added
to the system to support and validate the coding activ-
ity.

In the National Agency (AIFA) the Italian version of
MedDRA is used also in the Clinical Experimentation
Office whereas the English version of the terminology is
used in the Agency in all the procedures related to the
European Medicines Agency (EMA).

2) Describe the main issues in Italian MedDRA
that you broughtto t he MSSOO6s
were these issues addressed?

Howt ent i

The need to review some aspects of the Italian transla-
tion of MedDRA was suggested by analyzing the use of
the terminology in spontaneous reporting. Some of the
identified coding errors were related to the translation.
An analysis of the problems related to the Italian trans-
lation of MedDRA was performed, and the issues were
brought to the MSSO6s att

The first issue identified was the lack of many acronyms
generally used in medicine (e.g. CPK, SGOT, SGPT,
etc.) leading to coding challenges by the pharmacists in
the Local Units. The analysis also identified a problem
of redundancy 1 i.e., different English LLTs translated
with the same ltalian term i leading to a reduced avail-
ability of Italian terms. There were other issues, e.qg.,
terms with the string fAem

c o n c Wslyapsigned ta $OE Angestigationg (8.§- Ccemiae

aumentata instead of Glucosio ematico aumentato).

A proposal to make corrections to the Italian translation
was discussed with the MSSO, and a solution was
found for most of the problems.

3) What were the positive aspects of the AIFA
and MSSO collaboration to address the Italian Med-
DRA issues? How could the collaboration be im-
proved?

MSSO since the beginning was interested in the review
and ready to collaborate to improve the Italian transla-
tion. They discussed the problems we brought to their
attention, and they realized that some of the same
problems could also be present in the other translations
of MedDRA. At the same time, they explained to us the
MedDRA term translation conventions. For example,
British/American spelling variation of the same term
(e.g. Oedema/Edema) or reverse word order pairs in
English (e.g. Brain edema/Edema brain) cannot be
translated with different Italian terms.

For each issue, we proposed different solutions that
were discussed with the MSSO to arrive at an agree-
able solution.

Some of the issues have now been finalized, and oth-
ers are still in progress. In the future, we hope we will
be able to improve the collaboration with the MSSO,
with a goal of a complete analysis of the Italian transla-

tion. From the AIFA point of view, an important point.
on.

Continued on page 10
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Pregnancy Exposure Terms

By Brian J. OO6Hare
Terminology Maintenance Manager

ased on suggestions from the ICH Points To Con-

sider Working Group, new sets of preghancy expo-
sure terms have been added (e.g., PT Exposure during
breast feeding, PT Foetal exposure during delivery) and
existing terms reorganized to make them more self ex-
planatory and easier to use for pharmacovigilance pur-
poses. Regroupings involving hierarchical changes will
be implemented in v15.0 for March 2012.

Both the new and existing terms were organized to
refer to circumstances involving transmission of various
agents through intimate contact (e.g., mother to fetus or
newborn, between partners, etc). The two main circum-
stances considered are exposures related to pregnancy
and lactation, and terms representing relevant forms of
potential transmission of various agents through intimate
contact (e.g., PT Exposure via partner).

Existing terms where an actual harm is proved were
not part of this set, even if they convey the concept of a
pregnancy or intimate related previous exposure (e.g.,
PT Maternal drugs affecting foetus and PT Anaesthetic
complication foetal). Additionally, existing exposure
terms related to an agent or form of contamination which
does not involve intimate contact and is only applicable
to one individual (e.g., PT Exposure to toxic agent) were
not included in this reorganization. Terms related to ex-
posures to communicable diseases or environmental
occupational and non-occupational exposures were not
included either. Below is a summary of changes for
v14.1.

e 29 new terms (14 PTs, 15 LLTS)
e 19 moved terms (10 PTs, 9 LLTS)
e 6 demoted PTs

The MSSO plans to make additional changes to preg-
nancy exposure terms at the HLT and HLGT level for
MedDRA v15.0. These changes are summarized as
follows:

e Add HLGT Exposures, chemical injuries and poi-
soning to SOC Injury, poisoning and procedural
complications.

i The proposed HLGT will replace existing
HLGT Chemical injury and poisoning in SOC
Injury, poisoning and procedural complica-
tions.

e Add HLT Exposures associated with pregnancy,
delivery and lactation to proposed HLGT Expo-
sures, chemical injuries and poisoning.

i The proposed HLT will replace HLT Preg-
nancy related accidental exposures and inju-
ries.

i Add an additional link for new HLT to HLGT
Pregnancy, labour, delivery and postpartum
conditions in SOC Pregnancy, puerperium
and perinatal conditions. The PTs in HLT Ex-
posures associated with pregnancy and lacta-
tion would be primary to SOC Injury, poison-
ing and procedural complications with a sec-
ondary link to SOC Pregnancy, puerperium
and perinatal conditions.

e Add proposed HLT Exposures NEC (excl medi-
cation errors due to accidental exposures) to pro-
posed HLGT Exposures, chemical injuries and
poisoning.
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Pharmacogenetic/Pharmacogenomic Term Initiative

By Savian Nicholas, MD
International Medical Officer

P harmacogenetics and
pharmacogenomics are rapidly

advancing areas of research that
may lead to development of
therapies tailored to an individual
patient's genetic profile. As a
proactive maintenance initiative
based on a MedDRA user request,
the MSSO has added to MedDRA
Version 14.1 an initial group of
pharmacogenetic/pharmacoge-
nomic terms that have potential
relevance for MedDRA users.
Recogni zing
neticso and

are sometimes used synonymously,
and have a variety of definitions, the

MSSO considers the term
Aphar macogenetic
of both concepts.

Because there are numerous

theoretical and investigational phar- .

macogenetic concepts described in
the scientific literature, the initial

t h-at
Aiphar ma% b T@‘?J'@ﬁ{lfe[;pgogedures in

e A genetic concept that has an
impact on drug therapy

e A genetic assessment or test
that helps to identify the most
appropriate or effective therapy
for a specific patient, or helps to
objectively select patients that
have a high probability of bene-
fitting from a specific therapy.

Four HLTs have been selected
for placement of the new terms.
Two are existing HLTs and two are
Complex Changes forthcoming in

ylsﬂar ma C

SOC Investigations (e.g., PT
Androgen receptor assay)

e HLT Cell metabolism disorders
S 0 t NECHnReSOC Meatabdlissniavde
nutrition disorders (e.g., PT
NAT2 polymorphism)

New HLT for v15.0: Gene
analyses in SOC Investigations
(e.g., PT Gene mutation identifi-

in SOC General disorders and
administration site conditions
(e.g., PT K-ras mutation)

Two additional Complex Changes

(for MedDRA v15.0) relevant to
pharmacogenetic terms are as fol-
lows:

The merging of existing HLT
Acquired mutations NEC to new
HLT Acquired gene mutations
and other alterations, to group
all non-germ cell genetic altera-
tions in one HLT

The moving of HLT Cell marker
procedures from HLGT Immu-
nology and allergy investiga-
tions to HLGT Cytogenetic in-
vestigations to group terms
such as PT Androgen receptor
assay, and PT Oestrogen re-
ceptor assay

The MSSO encourages MedDRA

users to become familiar with the
initial pharmacogenetic terms, as

group of MedDRA pharmacoge-
netic/pharmacogenomic terms is

cation test)

we anticipate the addition of future
terms of this nature in response to
the needs of MedDRA users.

focused on having at least one of
the following criteria:

New HLT for v15.0: Acquired
mutations and other alterations,

By Bri

rection change requests.
the previous WebCR version have been corrected.

For information about how to use WebCR, please view the WebCR Quick Reference
guide located on the change request section of the MSSO Web site

WebCR Upgrade Available

an J.
Terminology Maintenance Manager

O6Har e

he MSSO deployed an upgraded version of WebCR (https://mssotools.com/webcr), the

on-line application for MedDRA users to submit change requests, in July 2011. The en-
hanced version now supports Standardised MedDRA Queries (SMQs) and Translation Cor-
In addition, the user interface has been improved, and issues with

(http://www.meddramsso.com/subscriber _download change request.asp). More detailed

information can be found in the Change Request Information document also located on the
change request section of the MSSO Web site.

If you have any questions, please contact us at mssohelp@ngc.com.
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Friend of MedDRX\wards to Two Individuals

By Brian OO0Har e
Terminology Maintenance Manager

i he MSSO is pleased to recognize two individuals who are recipients of
this yearoés Friend of MedDRA (FOM)

The award is presented to MedDRA users who have demonstrated a
sustained level of support to MedDRA through active participation in Med-
DRA activities, helping the MSSO resolve difficult issues, and being a re-
source for MedDRA experience to fellow users.

ﬁ.\;«;‘ N
At the MedDRA User S

Group meeting in March
2011, in Geneva, the FOM

was presented to i e

Dr. Norbert Paeschke of 5 - ‘3 ! g
BfArM (the German regula- . N 5

tory authority). by

In June 2011, at the MedDRA User Group
meeting in Chicago, USA, the FOM was awarded
to Dr. Sonja Brajovic of the US FDA.

The MSSO congratulates the 2011 FOM
awardees and looks forward to recognizing
future deserving supporters.
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