Jeandardisred MedDRA® Queries
(mes)

comy l.UorI'qu Group on Seandardisred MedDRA
Queries (SMPs)

CALLreviation: CIOMS MY WG)

MedDRA® the Medical Dictionary for Regulatory Activities terminology is the international medical terminology developed under the
auspices of the International Conference on Harmonization of Technical Requirements for Registration of Pharmaceuticals for Human Use
(ICH).

MedDRA® is a registered trademark of the International Federation of Pharmaceutical Manufacturers Associations (IFPMA).



aomys /me We:
Role and Compovition

Role

To develop a standardized approach o the
identification of reports Ehat may represent defined
medical conditions with potential impact on benefit-risk
evalvationys.

Comypovition

Jenior scienbists From,
- Industry (n=14) )coverine all Ghree
- Regulatory Agengies (n=9) JICH Regions

- MedDRA Maintenance and Support Services
Organization (MSSO), Japanese Maintenance
Orgoqizobioq (JMmo)

- Other instibutions eg. WHO, dom/s



— Bock&rouqd of IMYs

MedDRA isr a clinically validated medical berquologg For
- Codiqg.
- Classification and
- Retrieval

oFf clinical reguloborg infFormation iqcludiqg drue safety
data.

Special Search Categories (S1Cs), iniGially released with
MedDRA, did not meet retrieval requirements



— Background of SMQ@s (cont'd)

* fince Jonuary 2003, the joint efFPort of the CIOMS /MY WG and
MJSSO has been directed at producine Jeandardisred MedDRA Pueries

Crmes).

e The ICH process is beiqg utilised. Key players include:

- doms Working Group on Standardisred MedDRA Pueries

Umes), Caoms rme WG).
ICH MedDRA Rdvisory Panel on MY s

MedDRA ﬂ[oqogemeqb Board
MedDRA MSSO and JMO

e JMQs are an iqbegrol port of the MedDRA and are provided without

an additional subscription cost



—— DePFinition of SMYs

* Groupings of terms From one or more System Organ
Cloue.rqgl'lob relate Go a defined medical coqdibion% or
area of interest.

* Intended to aid in identification and retrieval of
potentially relevant reports/cases From a MedDRA coded
database (pre- and po:bmorkebiqg).

* Include Germs related Go figq:. symptomys, diagnoseys,
syndromeys, phyrsical Piqdiqe:. laboratory and other
phyriologic test dataq, et that are associabed with the
medical condition of interest.

* The Focurs isr on the Preferred Term.



—— Process For development of SMQs

o dOMJS SMS WG identifies SIMYs For development.

« CdlOMJS S/MY WG tests IMY (Phase ) and refines ars
necessary.

e MJSO provides SIMYPs Go MedDRA vsers For phase |
Cprerelease) testing.

e COMJS MY WG and MSSO review results of Phase i
be:birQ and make appropriate chpqge:.



Process For development of SMYs
Ccont'd)

e |CH MedDRA Advisory panel on SMQs advises MedDRA MB.

* MedDRA MB endorses (production) release of SM@ by
mJsJso.

* MSSO routinely maintains IMY s Ceg. updates ar needed
with_each version release).

« Significant issues in production SMQs will be brought
back by MSSO to IOMJS M WG for its consideration.



ﬂ']_ebnodologg For relecbiqg content of
me

* Define the medical condition oFf interest based upon
relevant lierature.

e Conduct "bottom up” srearches with the MedDRA
Rierarchy.

* Identify all PTs associated with the selected LT .
Identify appropriate termys hjgh_er up the MedDRA
Rierarchy.

e Check For other suitable Germs with “top down”
review of the MedDRA hierarchy.



Content of SMY:
Norrow vs Broad

JMYs may include very specific as well as less specific
Germs. These constitute bwo bypes of searchers:

* "Narrow”: bo identify cases that are hjahjg likely to
represent the condition of interest (o "narrow” scope)

e "Broad”: bo identify all possible cases, iqcludiqg some
that may prove o be oFf little or no interest on closer
inspection Ca “broad” scope).



Figure 1. Schematic View of MedDRA Terms
Included in “Narrow” and “Broad” Searches.

~

Specific Terms
w” or “Broad”)

Candidate
SMQ

o

Core terms are included in both “Narrow” and “Broad” searches:;
Special variant terms may be included to modify a given search




Content of SM® Ccont d)
mgoribhnp'

e Betber case identification may result if cases are
selected by a defined combination of selected Germys
eg. the requirement of at least one term in each group
oF several :ubgroup: of termy.

* Moy work best For “syndrome” types of events Ce.g..
anaphylactic reaction).



Content of SM® Ccont d)
ﬂlgoribhrq:

Acute respiratory failure Allergic oedema Blood pressure decreased

Asthma Angioneurotic oedema Blood pressure diastolic
decreased

Bronchial oedema Erythema Blood pressure systolic
decreased

e Case = Term From Column R and term From Column B

e Carse = Term From_ either Column R or Column B plus Term
From Column C



Content of /MY Ccont'd)
Hierarchy

* Some JMs may have a hierarchical relationship similar o
the hierarchical sGructure of MedDRA.

* Consist of one or more subordinate SMYs that could be
combined to created a superordinate (more inclusive)

me.



€xample of hierarchy in SIMQs

Hepatic
Disorders

Possible drug-related hepatic
disorders (3)

Possible drug Possible Drug
related hepatic Related hepatic
disorders - disorders - Severe

Comprehensive events only (3.2)
search (3.1)

Hepatic
Cholestasis Hepatitis Liver . failure,
and jaundice non- Neoplasms L|\I/er fibrosis and
of hypatic infectious malignant t;] eopiasms cirrhosis and
origin (2.2) (2.3) and enign (2.5) other liver
unspecified damage (2.6)
(2.4

Liver related
investigations
, signs and
symptoms
21

Congenital,
familial,
neonatal and
genetic
disorders of
the liver (2.7)

Possible liver
related
coagulation
and beeding
disorders
(28)

Liver
infections
(2.9)

Events
specifically
reported as

alcohol

related (2.10)

Pregnancy

related

hepatic
disorders

(2.12)




Phase | Gesting of SMYs by
aomys s/me w

Identification of eligible databases and Gesters.

|deally be:biqg u:iqg one industry and one reguloborg
databarse.

Uring drugs that are labelled For Ehe condition
represented by the IMY. A qegobive control is
desiraLle.

Analysis of Best resulbs. Based on clinical judgement,
amendments and Further cefblqg may be rec%med

Documentation.



Phase | be:biqg by dOMS MY WG
Ccont'd)

Documentation includes:

* Introduction and boclserouqd

* DePfinitions CCIOMS or other reference)

¢ Inclusion/exclusion criberia

. ﬁlebhpdologg. iqcludiqe broad/narrow, oleoribhm, ebc.

* Testing; rhort description of be:biqg results (iqcludiqg
MedDRA version used)

* Discussion
* Qnnexes - boble:/li:biqg. references




—— Phase Il (pre-release) Gesting of SM@s

RPGer completion of Phase | be:biqg. the MSSO will
make candidate SMY specifications and draft
documentation available o MedDRA subscribers For
Phase i be:biqg Cpre-production release) and comment.

FeedbacK received will be considered by the AOMS SMS
WG and MSSO and any necessary choqee: made prior Go
production release of each SMY.



—— Maintenance of SMYs

« Maintenance will be performed by the MSSO

q eg. potentiol clzoqge/ with addition oF new MedDIPA
Eermyus and revirion with each new MedDRA version.)

« Users may request choqee: in production SMY s u.riqg the
JMe ch_oqge request process.

- Rs maintenance will result in mobch_iqg versions of
MedDRA and Pully released SMYPs, Ehe version of MedDRA
in bhe srafety database and the version of the utilised
JMS should be the rame.



—— When should IMQs be used? (D

* JaPety summaries For licence applications

* JaPety studies:

The relevant JMP(r) rhould be stated and Fully reFerenced in the
protocol.

* Qnswering queries From regulobor:. health professionals
or manuFacturer

* Formal reviews of identified safeby issuers
eg. €xpert reports, periodic raFety update reports



—— When should MY s be used? (2

. Con'\poriqg Frequency of the specified medical condition
between products Cpl'lorrrlocovigiloqce :ieqol detection):

Ure /MY insEead oF individval PTr in Bayerion Eechnique,
Proportionaol reporl:i/@ ratior etc.

* Risk management programmes

. ProPiliqe the srafeby of individual medicines

plo)



— J brqubh_: and Weaknesses of SIMQs

/brer)gblz/

* Jeandardisration of search termys

e Reproducible results

* Rids comparisron of products in rame class

Weoknesrer
* Moy not be comprehensive

Bolance in choice of Eermy: Too inclusive leadr Eo “noire” (retrieval
OF non relevant carer); lesr inclusive resulbr in nzi//ir@ casersr

* MedDRA version of database must match Bhat of SMK.
e Connot resolve differencers in codiqg worl-squ practices
e Cannot resolve quguoge Granslation Factor s

2|



How Bo document the use of an S/MY D

e €xecutive summoary

. Bockerouqd infFormation:
o Type oF query/ baclygrouqd oF request
. Bocl{grouqd oF drug.- Mechonirm oF action, patient exporsure etc
. Bad(grouqd oF adverre event

. ﬂ]gbhpdologg
 data rource, inlicenred or not

e Jeorch ond relection sbrate ﬁy MedDPRA verrion, ony
modiFications Eo JM§ and rationale For c/zaqgef, Full lirE oF carse
identiFierr in appendix.

*  Medical onolyrir

22



—— How to document the use of an MY (2)

e Results

* Overview of information From databarse:

eg. summoary oF data, cut oFF date For rearch, denzogroplzia,
seriour cares, deatbhy. gmplzical disrplay-.

 Carses: narratives or tables
e Jummory of data:

eg. /zlglz//g/zb relevont infFormation, company asresrment
e [dditional information;

eg. lierature, late breal(iqg infFormation

* Discussion and Conclusion

23



—— Production/near production SIMYs CJan2005)

Production verrsion releared

Rhabdomyolyris/myopathy
Torsade de pointes/PT proloqgobioq

fleor production releare
Rcute renal Failure
Haemolytic disrorders
Hepatic dirorders
Jevere cubaneous adverse reactions

2y



Candidate SMYs in development
(Pharse Il testing, Jon 2005)

Rcute pancreatitis
ﬂeroqulocgbo:i:
Rnophylactic reaction
ﬂngioedemo
Asthma/bronchospasrm
Haematopoietic cytbopenia
Hyperlipidaemia

Lack of ePRicacy/efPect
Lactic acidoysis
Peripheral neuropathy
Juicide/depression,

25



Candidate SMYr in later

development (Jan2005)

Rdverse pregnancy
outcome

ﬂqbicholiqergic syndrome
Arrhythmia

Cardiac Failure
Circulabory Failure Cingl.

shock)
Drug abuse/dependence

€ye disrorders Ccould be 3
reparate SMPs)

I-[oen'lorrnoge.r

I-[gperglgcoernio/diobebe:
mellicus
InGerstitial lung disrorder

incl. pulmonary Fibrovsis
Irchaemic heart disease
Nevroleptic rrloligqoqb
syndrome

JysGemic lupus
erychematosus

Thromboris/embolisrm
Vasculitis
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~_ Candidate SMQr in earlier stagers of

development (Joq 2005)

Cerebrovascular disorder
PerForation, ulcer bleeding (GD
Pseudomembranous colitis
Retropericoneal Ribrosis
Jerobinin syndrome

Jmell and baste disorders

27



—— Feedback requested From users

e Feedback From Phase 2 be:biqg

- Guidance For Feedback provided on MSSO webrsite
www.meddramsso.com

o J ugee:bioq.r For new SIMYs

« Comments relobiqg Go application of SMQs

28



— InPormation on SMY s

e CIOMS web rsite:

www.cioms.ch /What's New
Csree CIOMS publication on MY+
e MSSO web site:

www.meddramsso.com
e JMO web site

www.sjp.jp/ jmo2/
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http://www.cioms.ch/

Members C(January 2005)

* Regulatory Rubhorities. AFSSAPS CFrance); BFPArM (Germoany); EMER
(€uropean Union); Health Canada'; FDA CUSA); MHLW? CJapan); MHRA
CUnited Iiinedorq); MPAR (Sweden); and TGA (Australia)

» Pharmaceutical lndurstry. Amgen; RstraZeneca; Aventis-fanofil;
Boeh_rl er- Iggell'lequ. BristollMyersSquibb; €irai; €li-lilly; GlakoS mithKline;
Jonq:oqo Johnson; Novartis'; Oreoqoq, PFRizer'; Pharmacia’; Roche!;

J chgrlne RC, J ch_erlqg Plough and Wyeth.

« Otherr. CIOMS; Degge Group, Ltd,; €lliot Brown Coqfulbiqg. Ld.\3;
IFPMA CICH Secretariat); JPMA; MedDRA MSSO and JMO, and WHO'
(Uppsala Monjtoring Centre)

Noteys: 'Orlgqul Participant in the l.l.lorlgn% Group; 2OLrerver; 3Qengqed
December 2003;
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