
tic
al

s
ar

m
ac

eu
t

Ph
a

Standardised MedDRA® Queries: Experience at Rochen M A Q p n h

Dr Astrid HerpersDr. Astrid Herpers
Barcelona 6 March



tic
al

sLearning Objectives

ar
m

ac
eu

t

• Understand what SMQs are

Ph
a• Understand what SMQs are.

• Understand the basic structures of SMQs.

• Provide some examples of how SMQs have been used 
at Roche Ltd.
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• SMQs are:

Ph
a• SMQs are:

– Groupings of MedDRA terms.
Usually at the Preferred Term (PT) level– Usually at the Preferred Term (PT) level.

– Relate to a defined medical condition or area of 
interestinterest.

– Intended to aid in the identification and retrieval of 
potentially relevant individual case safety reportspotentially relevant individual case safety reports.
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• Three (3) Main Designs

Ph
a• Three (3) Main Designs

– Narrow and Broad.
Algorithm– Algorithm.

– Hierarchy.
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• Narrow search intended to identify cases that are

Ph
a• Narrow search intended to identify cases that are 

highly likely to represent condition of interest, and is 
“specific”.specific .

• Broad search intended to identify cases that report 
signs/symptoms potentially related to the condition ofsigns/symptoms potentially related to the condition of 
interest, and is “sensitive”.
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• Designed to identify cases based on the presence of

Ph
a• Designed to identify cases based on the presence of 

combinations of event terms suggestive of the 
condition of interest.condition of interest.
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• Anaphylactic reaction (SMQ):
– A case with any of the following PTs:

Ph
aA case with any of the following PTs:

• Anaphylactic reaction
• Anaphylactic shock
• Anaphylactoid reaction
• Anaphylactoid shock
• Circulatory collapseCirculatory collapse
• Shock
• Type I hypersensitivity

(Narrow search terms = Category A)
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Category B – Upper 
airway/Respiratory

Category C –
Angioedema/

Urticaria etc

Category D –
Cardiovascular/Hypote
nsionUrticaria, etc.

Acute respiratory failure Allergic oedema Blood pressure 
decreased

Asthma Angioedema Blood pressureAsthma Angioedema Blood pressure 
diastolic decreased

Bronchial oedema Erythema Blood pressure systolic 
decreased

• Case = A (Narrow terms) 
Or Term from Category B and term from Category C

decreased

• Or Term from Category B and term from Category C
• Or Term from either Category B or Category C plus Term from Category D
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• Hierarchy SMQs are a series of queries that have a

Ph
a• Hierarchy SMQs are a series of queries that have a 

hierarchical relationship to each other.  

Th i t f i f f i l ifi b di t• They consist of a series of fairly specific, subordinate 
SMQs that can be combined to create a superordinate, 
more inclusive SMQmore inclusive SMQ.
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• There was a recognized need in the MedDRA user community for 
d d l i i id ifi i d i l f f Ph

a

g
standard tools to assist in identification and retrieval of safety 
data.

• MedDRA Special Search Categories (SSCs) did not adequately• MedDRA Special Search Categories (SSCs) did not adequately 
address this need.

• The MedDRA MSSO had started development of MedDRA h M A M h pm n M A
Analytical Groupings (MAGs).

• Council for International Organization of Medical Sciences (CIOMS) 
independently started initiative to develop Standardised Searchindependently started initiative to develop Standardised Search 
Queries (SSQs).

• CIOMS and the MedDRA MSSO agreed to combine their efforts M n h M A M g m n h
and develop what are now known as SMQs.
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• SMQs cover medical concepts including PTs from 
diff SOC Ph

a

g
different SOCs.

• This ensures consistency in searches at different 
times or by different parties

• Examples:mp
– Torsade de Pointes/QT prolongation
– Acute pancreatitisAcute pancreatitis 

Approximately 55 SMQs are currently in production
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• Development conducted under the auspices of the CIOMS Working

Ph
a• Development conducted under the auspices of the CIOMS Working 

Group for SMQs.

• Working Group composed of senior scientists from:Working Group composed of senior scientists from:
– Several drug regulatory agencies,
– Several international pharmaceutical companies,
– MedDRA MSSO,
– Japanese Maintenance Organization (JMO),
– CIOMS secretariat,
– IFPMA,

Oth– Others.
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• Topics for SMQs proposed by the MSSO, other Working Group members, and 
MedDRA users.

Ph
a• Topics assigned to development teams.

• Development teams then:
Prepare a draft SMQ– Prepare a draft SMQ,

– Test the draft SMQ generally in one regulatory and one company safety 
database,
P l f ll W ki G– Present results to full Working Group.

• Iterative process.

• Working Group recommends the SMQ for production• Working Group recommends the SMQ for production.

• MSSO releases SMQ for use to MedDRA user community with next reasonable 
version.

• Process follows ICH procedure.
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• SMQs may not always be comprehensive error-free or

Ph
a• SMQs may not always be comprehensive, error-free, or 

universally acceptable.

N d t SMQ f i f M dDRA th t• Need to use SMQ from same version of MedDRA that 
the database being searched is encoded to.

• SMQs identify relevant cases for further review and 
assessment.  They lead us to the answer, but are not 
th it lf!the answer itself!
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• If an SMQ exists for a topic, there is no need to create 
h f h i l h Ph

aa search strategy from scratch since a complete search 
strategy already exists (although it might be 
appropriate to “fine tune” some broad searches).appropriate to fine tune  some broad searches).

• Some degree of regulatory expectation that SMQs will 
be used for data retrieval.be used for data retrieval.
– Volume 9A recommends using SMQs for PSURs and 

signal detection. g
– ICH-endorsed MedDRA Points to Consider on Data 

Retrieval and Presentation recommend using SMQs.
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• Although not designed primarily for detection of drug

Ph
a• Although not designed primarily for detection of drug 

safety issues, is it likely that the SMQs will have 
advantages over other levels of MedDRA in earlyadvantages over other levels of MedDRA in early 
signaling of new safety problems? 

* Slattery, J. Standardised MedDRA Queries: A Case Study of the Potential for Signal Detection.  March 2007.
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• SMQ hyperglycaemia / new onset diabetes mellitus

Ph
a• SMQ hyperglycaemia / new onset diabetes mellitus

• An antipsychotic with known association 

• Calculate PRR as function of time n n m

• Compare PRR from SMQ with PRR from single PTs and other levels of MedDRA 
hierarchy

* Slattery, J. Standardised MedDRA Queries: A Case Study of the Potential for Signal Detection.  March 2007.
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*Slattery, J. Standardised MedDRA Queries: A Case Study of the Potential for Signal Detection.  March 2007.
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• With each MedDRA version/update received Roche feeds

Ph
a• With each MedDRA version/update received Roche feeds 

the SMQs automatically into the Query Tool

F d t t i l th PT i d b th d t• For data retrieval the PTs are copied by the data 
managers to the SAS retrieval tool
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• Signal detection in clinical trials

Ph
a• Signal detection in clinical trials

• To identify cases from Roche’s post-marketing safety 
d t bdatabase:
– For inclusion in PSURs,
– For inclusion in cumulative case reviews,
– For answering Regulatory requests.



tic
al

sFor Clinical Trial Safety Tables

ar
m

ac
eu

t

• Run SAS program containing SMQ terms against clinical

Ph
a• Run SAS program containing SMQ terms against clinical 

trial database.

P h t bl l b i f ifi• Prepare such tables on a regular basis for specific 
products and events of interest.

• Prepare such tables on an ad hoc basis for specific 
products and issues.
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• Several SMQs used regularly or semi-regularly include:
L i id i

Ph
a– Lactic acidosis

– Torsade de pointes/QT prolongation
– Hepatic failure, fibrosis and cirrhosis and other liver damage-related g

conditions 
– Severe cutaneous adverse reactions 
– Lack of efficacy/effect (for PSURs)k y/
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• Searches are conducted against the safety database (ADVENT).

• ADVENT is a customized Oracle application• ADVENT is a customized Oracle application.

• ADVENT was developed before SMQs existed and was not set up 
to run SMQs as is in MedDRAto run SMQs as is in MedDRA.

• Users can request analysis using an SMQ directly in the query tool.

S h f t f hi h SMQ i t d d t b• Searches for terms for which an SMQ exists are endorsed to be 
searched per SMQ criteria, customized changes are accepted
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• Sometimes you may want to exclude specific PTs from an SMQ-
based search or add PTs that might have been specifically for 

Ph
ah h m gh h n p y

your drug.
• Example = α-blockers and torsade de pointes:

– Broad search of Torsade de pointes/QT prolongation SMQ includes 
syncope-related PTs

– α-blockers are associated with syncope directly related to hemodynamic 
effect of drug NOT related to torsade de pointes

– Inclusion of syncope-related PTs creates a lot of “noise” that makes 
interpretation of the case series difficult.

• Sometimes you may want to include specific PTs from an SMQ-
based search or add PTs that might be specifically relevant for 
your drug (e.g. due to off label use).
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• Not something that is automatically done

Ph
a• Not something that is automatically done.

• Requires some programming and technical support.

I d d i h l• It needs to announced in the query tool.

• Data management will contact you and discuss the requested 
outputoutput.

• Data delivery might include different outputs.
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• The system will send you the requested dataset within 
th t d ti li d d t t (CIOMSthe requested timelines and agreed output (CIOMS 
reports , line listing, data sheets, PSUR tables)

• Case analysis will be recorded in a Safety reportn y n y p
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• Any cumulative case series review

Ph
a• Any cumulative case series review.

– To respond to a regulatory request.
For inclusion in a CTD post marketing safety– For inclusion in a CTD post-marketing safety 
summary.
For use as part of an internal review (after signal– For use as part of an internal review (after signal 
detection).

– To support CDS/labeling revisions– To support CDS/labeling revisions.

• For use in PSURs.
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• For “narrow” searches, include ALL PTs that are part of the 
i f h SMQ

Ph
anarrow portion of the SMQ.

• For “broad” searches, should include all PTs that are part of the 
broad search if feasiblebroad search if feasible.

– It may be appropriate to modify the broad search if it is 
considered appropriate to do so, such as if the broad n pp p h h
searches includes particularly non-specific PTs or other PTs 
that might be expected to identify a large number of 
irrelevant casesirrelevant cases.

– If the broad search is modified, a written justification should 
be provided as part of the methodology of the case review.g

• For algorithm searches, include ALL PTs that are part of the 
algorithm. 
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• SMQs are groupings of MedDRA terms used for data

Ph
a• SMQs are groupings of MedDRA terms used for data 

retrieval and analysis.
• SMQs cover medical concepts including PTs from• SMQs cover medical concepts including PTs from 

different SOCs.
• “Types” of SMQs include Narrow and Broad Algorithm• Types  of SMQs include Narrow and Broad, Algorithm, 

and Hierarchy.
• SMQs are used at Roche to generate safety tables• SMQs are used at Roche to generate safety tables 

from clinical study databases and to identify cases 
from the post-marketing safety database.g
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