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Jeandardisred MedDRA® Queries: Experience at Roche
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leom_ine Objectivers

e Undersband what SMYs are.
* Understand the barsic sbrucbures of SMY .

* Provide some examples of how SMYs have been used
at Roche LEd.



What Rre Standardised MedDRA Queries CSMPsI?

 IMYs are:
- Groupiqgf of MedDRA termys.
- Usually at the Preferred Term CPT) level.

- Relate bo a defined medical condition or area of
inGerest.

- Intended Go aid in the identification and retrieval of
potentially relevant individual case safeby reports.



me De:ieq Concepts

* Three (3) Main Designs
- Narrow and Broad.
- ﬂlgoribhm_.
- Hierarchy.



Norrow and Broad Searches

* Nlarrow search intended Go identify cases Ehat are
hjghjq likely Go represent condition of interest, and is
“specific”.

* Broad search intended to identify cases Ghat report
:igq:/:gmpbomf potentially related Go the condition of
inGerest, and is “srensitive”.



Norrow v-. Broad €éxample

Definition
Lactic acidosis 13 a form of high anion gap metabolic acidosiz. Intrinsic cardiac contractility may Blood lactic acid increased
be depressed, but inotropic function can be normal because of catecholamine release. Peripheral Hyperlactacidaemia
arterial wasodilatation and central wasoconstriction can be present. Central nerwous system Lactic acidosis
function iz depressed, with headache, lethargy, stupor, and, i some cases, even coma. Clucose
intolerance may occur. Characterized by an increase i plasma L-lactate, Acidosis 15 seldom
significant unless blood lactate exceeds 5 punolfl Clinical presentation m type B lactic acidosis: Acid base balance abnormal
Svmptoms: hyperventilation or dyspnea stupor or coma, vomiting, drowsiness, and abdomimnal Acidosis
painn. Onset of symptoms and signs 13 usually rapd accompanied by deterioration in the level of Anion gap abnormal
CONSCI0USHEess Anion gap increased

Blood bicarbonate abnormal
Source Blood bicarbonate decreased
1. Braunwald E, Fauci A, Kasper D. Hamison’ s Principles of Internal Medicine. 15th Edition, Blood gases abnormal
2001 pp 285-9 Blood lactic acid abnormal
2. Weatherall D, Ledincham J and Warell . Ozford Texthood of Medicine. Third edition, 1936, Blood pH abnormal
volume 2 pp 1541-44 Blood pH decreased

Coma acidotic
Note Kussmaul respiration
Testing i two regulatory databases confirmed that the term list 15 adequate; in one regulatory Metabolic acidosis
database, the term “acidosis” identified cases, but this may be a phenomenon of the database PCO2 abnormal
charactenistics (coding of verbatims to terms of an older terminology or other coding PCO2 decreased
conventions ). Urine lactic acid increased




mgoril:hn\ Jearches

. De:igqed Go identiPy cases based on the presence of
combinations of event termys :ugge:bive of the
condition of interest.



mgoril:l'm €xample

*  Anaphylactic reaction (/MP.:

- R case with any of the Pollowine PTs:

*  Anaphylactic reaction

*  Anaphylactic rhock
*  Anaphylactoid reaction

*  Anaphylactoid rhock
* (rculatory collopre

 Jhock
Type | hyperrensitivity

(Narrow search termys = Cobegorg R)



Rigorithm Example Ccontinued)

Cobesorg B - Upper Cobegorq C- Cobeeorg D-
airway/Respiratory ﬂqeioedenlo/ Cardiovascular/Hypote
Urticariq, etc. vion

Acute respiratory Foilure Q//erg)ic oedemo Blood presrure
decreased

Ar&éhma I-lr@ioedenza Blood presrure
diarstolic decreared

Bronchiol oedema €rybhema Blood presrure ryrbolic
decreased

« Case = A (Norrow terms)

e Or Term Prom Cobeaorq B and Germ From Cobegorg C

e Or Term From either Cobeeorg B or Cncegorq C plus Term From Cocegorg D



Hierarchy Searches

* Hierarchy SMQs are a series of queries Bhat have a
hierarchical relationship o each other.

* They consist of a series of Rairly specific, subordinate
JMYs Bhat can be combined to create a superordinate,

more inclusive SMK.



Hierarchy €Example

Haematopoietic
cytopenias

——T—V—T1——

Erythropenia

Leukopenia

Thrombocytopenia

Cytopenia and
haemaotopoietic
disorders affecting
more than one
type of blood cell




Why Were SMQs Developed?

There wars a recogqized need in the MedDRA vser community For
standard tools o assist in identification and retrieval of safeby
data.

MedDRA Special fearch Cabegorie: (SSCs) did not adequately
address this need.

The MedDRA MSSO had starbed development of MedDRA
Analytical Groupings (MAG»).
Council For International Oreoqizobioq of Medical Sciences CCIOMS)

independently started initiative o develop Standardisred Search,
Queries (JIQs).

COMS and the MedDRA MSSO ogreed o combine their eFForts
and develop what are now known as SMY .



Why Were SMYs Developed ? (continued)

e JMYs cover medical concepts iqcludiqg PTs From
different SJOUCs.

* Thisr ensures consistency in searches at different
times or by different parties

e Examplers:

- Torrade de Pointes/PT proloqgobioq
- Qcute pancreatitis

Rpproximately 55 SMYs are currently in production



How Rre SMYs Developed?

* Development conducted under Bhe auspices of the CIOMS worlsqu
Group For SMQs.

. lﬂorlﬁqg Group composed of senjor scienbists From:
- Jeveral drug reguloborg ngeqcie:.
- Jeveral international pharmaceutical companies,
- MedDRA MSSO,
- Japanese Maintenance Orgoqizabioq (umo),
- AOMJS secretariat,

- IFPMA,
- Others.



How Rre S/Ms Developed? (Continued)

* Topics Por SMQs proposed by the MSSO, other U.lorl-giqe Group members, and
MedDRA vsers.

* Topics o::ieqed Go development teamy.

e Development teams then:
- Prepare a draft SMY,

- Test bhe draft SMY geqerallg in one reguloborg and one company safety
databare,

- Present results to Rull U.lorliiqe Group.
* [Gerative process.
. U.lorl-sjqe Group recommends the SMQ For production,

e MSSO releases SIMY For use to MedDRA vser communiby with next reasonable
version,

* Process Follows ICH procedure.



Are There Limitations Go SMYs?

e JMYs may not always be comprehensive, error-Free, or
universally acceptable.

* fleed Go use SMY Prom srame version of MedDRA that
the database beiqg searched is encoded Go.

e JMYs identiPy relevant cases For Purbher review and
assessment. They lead us Bo Bhe answer, but are not
the answer iGself!



Why Rre IMYs Important?

* IF an JMY exists For a bopic, Ehere isr no need to create
Q search :brob?g From_ scrabch since a complete search
strabegy already exists Colbhpugh_ ic n'lighb be
appropriate o “Fine tune” srome broad searches).

 fJome degree of reguloborg expectation that SMYs will
be used For data retrieval.

- Volume 9 recommends u.riqg JMSs For PSURs and
:igqol detection,

- ICH-endorsed MedDRA Points to Consider on Data
Retrieval and Presentation recommend u.riqg IMYs.



€EMER Case SGudy«

. ﬂlbhough not de.rigqed primarily For detection of drug
safety issues, is iG likely Ehat the SMYs will have
odvoqbaee: over other levels of MedDRA in early
:igqaliqg of new safety problems?

* flattery, J. Sandardised MedDRA Pueries: A Case SGudy of the Potengial For S igqol Detection, March 2007.



€MER Case Sbudy+ (Continued)

me hqperglgcoequ / new onset diabetes mellicus

RAn ontipsychobic with known association

Calculate PRR as Function of time

Compare PRR From SMY with PRR From fiqgle PTs and other levels of MedDRA
Rierarchy

* flattery, J. Sandardised MedDRA Pueries: A Case Sudy of the Potengial For S igqol Detection, March 2007.



€MER Case Sbudy+ (Continued)

Broad SMQ
HLGT

HLT Hypgly
Harrow SMOQ
PT Diab M

PT Hypqgly
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Note: Points marked with a black dot have counts of 3 or more cases

»flattery, J. Sandardised MedDRA Pueries: A Case Sbudy of the Potengial For S igq_ol Detection, March 2007.



Use within Roche

o With each MedDRA version/update received Roche Feeds
the JMYs automatically into the QPuery Tool

* For data retrieval the PTs are copied by the data
managers to the SRS retrieval Gool



How Are SM®s Used At Roche?

o J igqol detection in clinical Grials
* To identify cases From Roche's po:b-marl-s_ebiqg safeby
databarse:
- For inclusion in PSURys,
- For inclusion in cumulative case reviews,
- For oq.rweriqg Qegulqborg requests.



For Clinical Trial fafety Tables

* Run SRS program coqboiqiqg JMY terms ogqiq:b clinical
Grial databarse.

* Prepare such Bables on a regu/ar basis Por specific
products and events of interest.

* Prepare such Bables on an ad hoc barsis For specific
products and issues.



For Po:b-n\orl-;_cbine Safety Dababase

e Several SIMYPs vsed regulorlg or :emj-regulorlg include:

Lactic acidoris

Torsade de pointes/QT proloqgobioq

Hepatic Railure, Fibrosis and cirrhorsis and other liver dompge-relobed
conditions

Jevere cubaneous adverse reactions

Lack of ePPRicacy/ePPect CFor PSURs)



Jearching the Po:b-n\orl-;_ebine Jafety Databarse
Wich S/Mes

e Searches are conducted ogoiq:b the safety database (ADVENT).
* ADVENT ir o cusbomized Oracle application.

* ADVENT was developed before SMQ s existed and was not set up
Go run SIMQs as is in MedDRA.
e Usrers can request analysis u:iqe an JM® directly in the query Gool.

e SJearches Por Germs For which an SM® exists are endorsed Go be
searched per SMQ criberio, customized chpqee: are accepted



Go bo Drug Jafeby Online Portal and select “MedDR
Browser"

2} Drug Safety Online Portal - Microsoft Internet Explorer provided by F. Hoffmann-La Roche Ltd

5
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Fil=  Edit Wiew Faworites Tools  Help

%

@Back - O - @ @ {;j|pSearch *Favorites @| Bv &_;, |.¢_.F| - |_‘J ﬁ .'ﬂ

Address IE http: ffdrugs afetyquerymanagement. bas. roche, com: 15140/ dsopartalf LI Go | Links **
a f p=) t y m Lagin | Contact us | Query Reguest Form | MedDRS Browser P Help |

Home

Bi=1a]

Drug Safety

General

Information Sources

PDMS Drganisation

Product Infarmation

Product Responsikilities

Query Management

~ I~ 0~~~ - -

Periodic Reports

SIGMA

The Drug Safety Online Porfal is the place where you can find all fhe tools you need
to do your job in a che-stop-shop...
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SJelect “Basket Directory®

Meddra Browser - Microsoft Internet Explorer provided by F. Hoffmann-La Roche Ltd - |ﬁ'|5|

File Edit Wiew Faworites Tools  Help |-”

OBack - o - @ @ (:j|pSearch “I"/\r\?Favorites @| 87 '“}:_!\F Iy_}] - |_‘J ﬁ _.ﬂ

Address @ http: f{beaadvpl . kau roche,com: 18140/meddra2/
L

MedDRA :: v10,1
Language :: EMGLISH
Current Version

ou are not lagged in.
Cnline User Guide

@

A Search

Browse MedDRA [;

|»

=ocBlood and lymphatic system disorders
=secCardiac disorders

=secCongenital, familial and genetic disorders
=ecEar and labyrinth disorders

secEndocrine disorders

socEye disorders

¥ Options

=ecGastrointestinal disorders

=ecGeneral disorders and administration site conditions
secHepatohiliary disorders

seclmmune system disorders

=oc[nfections and infestations

=ocInjury, poisoning and procedural complications

A Basket items

secInvestigations

=ocMetabolism and nutrition disorders
soc Musculoskeletal and connective tissue disarders o
seceoplasms benign, malignant and unspecified (incl cysts and polyps)

sechervous system disorders

secPregnancy, puerperium and perinatal conditions
socPsychiatric disorders
=ecRanal and urinary disorders Ll

Pharmaceuticals



Select "SMO”

=3 Meddra Browser - Microsoft Internet Explorer provided by F. Hoffmann-La Roche Ltd

File  Edit  “iew Favorites Tools  Help | #

Qe - © - 4] () (] Lo Jorons @[ (3-p - B

Address@http:,f,fbeaadvpl.kau.roche.com:1814D,|’meddra2,l' Go Links **
qﬁm. HEQIB‘! 'E%wﬁgfr =
Neoplasm mMalignant - Heamatological/lyrphatic cancers (Tocilizumah) MedDRA 1 wi0 1

Language :: EMGLISH
Current YWersion

fou are not lagged in,
Cnline Uszer Guide

-02 &ug 2007

& Search

Browse MedDR f Basket Directory Search Results

Reference Mo :: 2333
all SMQ AEGT Froject Mame :: Tocilizurmab

II" Meoplasm Malignant - Heamatological/lvmphatic cancers (Tocilizumab) -02 Aug 2007
ZI-- Pruritus (Tocizumah) -10 Dec 2007

ZI-- Rash (Tocilizumah) -10 Dec 2007

ZI-- Stroke Toclizurmab (Toclizumak) -11 Dec 2007

ZI-- Urticaria (Tocilizurmab) -10 Dec 2007

Accidents and injuries (SMO)
II--accutane_psychiatric:_quar‘terl\,r_aggression_basket (SRMS_AQP) -29 May 2007
ZI--accutane_pS\,rchiatric_quar‘terl\,r_depreSSiDn_baSket (SRMS_AQP) -29 May 2007
ZI--accutane_psyc:hiatric:_quar‘terly_psych_basket (SRMS_ACQP) -29 May 2007
:I--accutane_pS\;c:hiatric:_quar‘terl\;_Suicide_hasket (SRMS_AQP) -29 May 2007
Acute central respiratory depression (SMO)

Acute pancreatitis (SMO)

Acute renal failure (SMO)

¥ Options

& Basket items

Adverse pregnancy outcome/reproductive toxicity (inc neonatal disorders) (SMGQ)
AEGT_Atherosclerosis (RA Harmonization) -29 Oct 2007
SEGT_Autoimmune_Haemolytic_Anaemia_all (MabThera) -21 Jan 2002

SEGT Cardiac (Revised) (RA Harmonizationt -22 Jan 2008

Pharmaceuticals



ﬂ'[ovir@ the cursor Go the SMY oF interest the
description will be visible

2} Meddra Browser - Microsoft Internet Explorer provided by F. Hoffmann-La Roche Led == =]
File: Edit Wi Favorites Tools Help | ,'
a Back - d - (™ ,yj _70 | b Search \:;\L( Favorites 63 | <] = “*ﬁ Iy_/] - ii ‘3
Address I@ http:ffbeaadvpl kau.roche.com: 18140/meddraz) Links **

MedDRA browser =
{&JTorsade de pointes/QT prolongation (SMOQ) MadDRA 1 wl0.1
Language :: EMGLISH
Current Wersion
“rou are not logged in, =
Cnline User Guide | &
-]
w
-
Browse MedDRA arch Results Q
Reference Mo (MedDRA Code) :: 20000001
all AEGT (BEEEADEED 88 e . . .. . more..
E]--@Severe cutaneous adverse reactions (SMO) ;'
@ [J--@shack (SMOQ)
-_E E]--@Shock—associated circulatory or cardiac conditions (excl torsade de pointes) (SMO)
(=] BH-{&)Site unspecified hiliary disorders (SMO)
> E]-'@Skin premalignant disorders {(SMO0
E-(Z)suicide/self-iniury (SMQ) -
E]--@Supraventrlcular tachvarrbhivthmias (SMO) E
E]'@Systemic lupus eryvthematosus (SMC) 45
E]--@Tachyarrhythmias lincl supraventricular and ventricular tachyarrhythmias) (SM0Q) =
=, . =
E]--@Taste and smell disorders (SMOQ) =]
E]'(@I’hrc\mhacytnpema [SMO) =
E-(&JThrombophlebitis (SMG)
E]--@Torsade de pointes, shock-associated conditions (SMO)
HS)

Reference No (MedDRA Code) 1 20000001
Description ::

Tarsade de pointes (TdP) is a Farm of rapid ventricular
tachycardia which can be hereditary or acquired. In some il
acquired Forms, there appear to be genetic predispositions
| related to sub-clinical potassium channel abnormalities. On B
electrocardiogram (ECG), TdP is assorciated with or preceded
by polyvrmorphic QRS complexes; other ECG changes include
prolonged QT or QTc interval, prominent U waves, T wave
alternans or bizarre T wave aberrations, and long-shork
sequences, TdP can resolve spontaneously, buk acquired
Forms often recur until the underlying cause is corrected,
and can progress to ventricular Fibrillation,  Clinical
manifestations include palpitations, dizziness, syncope,
and, rarely, sudden death.




By opening the browser you can see the narrow
aond broad (wide) preferred Germs

4} Meddra Browser - Microsoft Internet Explorer provided by F. Hoffmann-La Roche Ltd : ==l =]

File Edit \View Favorites Tools Help | ';'

eBack - -d - |ﬂ @ ;;j /I__j Search “E:“\'g‘ Favarites €‘3| __-’v .,:\; lv_)] - _J ﬁ :’3

address I&j http:j/beaadyvpl . kau.roche.com: 151 40/meddraz) Links **
Q, MedDRA browser =

E""Drsade de pointes/QT prolongation (SMOQ) MedDRA 1 wll.l
Language :: EMSLISH

Surrent Wersion

“fou are not lagged in,

Online ser Guide

A Search

Brovise MedDRA Search Results 9
Refergnc_:e Mo (MedDRA Code) @ 20000001
all AEGT E)escrlpthn R . ; : B . more..

Drsade de pointes/QT prolongation (SMO) ;I

EIN arrow

&

- PT Electrocardiogram QT interval abnormal
- PT Electrocardiogram QT prolonged

- PT Long QT syndrome

FH- PT Long QT syndrome congenital

B

B

¥ Options

PT Torsade de pointes

i PT ventricular tachycardia
E-4ide

B~ PT Cardiac arrest

- PT Cardiac death

E-PT Cardiac fibrillation

IZZI---.PT Cardio-respiratory arrest
[

[

[

I

A Basket items

H- PT Electrocardiograrm QT interval abnormal J
H- PT Electrocardiogram QT prolonged

H- PT Electrocardiogram repolarisation abnarmality
H PT Clocteocardicorarn o e s sk s lite =l




Go back Drug fafety Online Porbal and select “Query
Request Form”

2} Drug Safety Online Portal - Microsoft Internet Explorer provided by F. Hoffmann-La Roche Ltd

5
Ix

Fil=  Edit Wiew Faworites Tools  Help

n

@Back - O - @ @ {b|p5&arch *Favorites @| 8- &_;, |.¢_.F| - |_‘J ﬁ .'ﬂ

Address IE http: ffdrugs afetyquerymanagement. bas. roche, com: 15140/ dsopartalf LI Go | Links **
a f p=) t y m Lagin | Contact us | Query Reguest Form | MedDRS Browser P Help |

Home

Bi=1a]

Drug Safety

General

Information Sources

PDMS Drganisation

Product Infarmation

Product Responsikilities

Query Management

~ I~ 0~~~ - -

Periodic Reports

SIGMA

The Drug Safety Online Porfal is the place where you can find all fhe tools you need
to do your job in a che-stop-shop...

—— i
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Select Drue and timeline For Ghe review

Query Request Form - Microsoft Internet Explorer provided by F. Hoffmann-La Roche Led
# Source country of request: -]

# Repaorter Type: I LI

_im =]

Drug Details

All Drugs: 0 ves ® Mo

Preferred Drug Name: T ~ | -

Generic Mame:

Foute:

Formulation:

Indication:

Dose;

Cther Roche Drugs:

=)

Response timelines

# Date response requested by: |25;| |Feb LI |2008;|

=l
Urgerncy: (required only if 'Date Response Requested By' is < 14 calendar days from date of request)
Attachments

The following attached docwmment tvpes are acospiable: 1, odf and .doc
The sysforn cah hol open nsg fles [(full ernail ressage saved a5 3 file). These showld be saved as K formmat then attached.

11 Description;

2% Description:

41 Description:

I I
I I
31 Description; I I
I I
I I

5 Description:

Browse... I
Browse.. I
Browse... I
Browse... I
Browse... I

Cumulative details

Cumulative period: = ves LO
If no please provide the dates!

Date From: I LI I LI I
Date To: I LI I LI I

Irterval: I

Query details




Y

AFter “save” enber criGeria Por search and output,
submit with “nextc"

a Signal Detection;/Issue Work Ups/ASIMEs - Microsoft Internet Explorer provided by F. Hoffmann-La Roche Ltd

z

Query Tracking Tool

Home | QRF | Query List | Search | Quick Search | Help ASTRID HERFERS

Signal Detection/Issue Work Ups/ASIMEs

Fields marked with a # are mandatary

Description Of Query
~ # Your guestion: Torsade de Pointes SHQ narrow and broad ;I
= =
- CIOMZ report and Excel sheet ;I
Adverse Eventis):
=

Pharmaceuticals



Review the search and *submic”

Requester Details

First Mame:

Last Mame:

Tel Mo:

Fax Mo

Email &ddress:
Zountry;
organisation MNarme:
Organisation Type:

w - Microsoft Internet Explorer provided by F. Hoffmmann-La Roche Ltd

AETRID
HERFERS
86317

HERFPERSA@EMEA.ROCHE . COM
SWITZERLAMD

BASEL

Roche Internal

_ =]

Query Origin

Source Country of Request:
Reporter Type:

SWITZERLAMD
Roche Internal

Drug Details

all Drugs:

Preferred Drug Mame:
Genearic Drug Narme:
Route:

Forrmulation:
Indication:

Dose:

Other Roche Drugs:

Mo
SHTZB RECEFTOR ANTAGOMNIST

Response Timelines

original Due Date:
Urgency:

25-Feb-z002

Query Details

Query Type:
Followup Mumber:
Query Title:

Signal Detection/Issue Work-Ups/AaSIMES

Attachments

Cumulative Details

Curnulative Period:
Interval:

Query Description

Mature of Question:

FPER SMOQ TORSADE DES POINTES

Adverse Eventis):

CIOMS

Submit |

Sawe Draft I

Amend Quenys |

Delete Queny I

Frint |




€xclusion of PTs From an SM® Search

e Sometimes you may want to exclude specific PTs From an SMY:
barsed search or add PTs that n\igl'lb have been specifically For
your drug.

o €xample = a-blockers and Eorrade de pointer

- Broad search of Torsrade de pointes/@PT proloqgobioq JMY includes
syncope-related PTs

- ablockers are assrociabed with syncope directly related to hemodynamic
eFPect of drug NOT related to orrade de pointer

- Inclusion of syncope-related PTs creaters a lot of "noise” that makes
interpretation of the case series JifFicult.

e Sometimes you may want to include specific PTs From an SMY:
based srearch or add PTs Ehat n\ighp be specifically relevant For
your drug Ce.g. due to ofF label use).



Define bhis in the query CRoche)

ssue Work Ups/ASIMEs - Microsoft Internet Explorer provided by F. Hoffmann-La Roche Led

Query Tracking Tool

| Cric ch | Help

Signal Detection/Issue Work Ups/ASIMEs

= Fields marked with 2 # are mandatory

Description Of Query
# Your guestion: PER SMQ TORSADE DES POINTES =1
(U] exlude PT syncope
include PT X¥E| =l
CIOHS reports ;I
Advarse Eventis):
[z

Pharmaceuticals



mgoril:hn\ IMYs

Not :orqebh_iqe that is automatically done.

Requires some progmmqug and Gechnical support.
I6 needs Go announced in the query tool.

* Daba monagement will contact you and discuss the requested
output.

Data delivery mjgllb include different outputs.



The system will send you the requested dataset

Query Answer - Microsoft Internet Explorer provided by F. Hoffmann-La Roche Led = |E' |5|

File Edit ‘iew Favorites Tools  Help |#

GBack - O - @ @ \{h|pSearch i‘r\\?Favorites @| B- % E |_J ﬁ .“3

Address IE http:/fbeaadvpl . kau.roche. com: 181 40/qttfQueryResponse . do?qno=127 1 S&key="Se44a55042057 2752 1 ed5595be0fe 3F 1

B = K=t |Links

>

Query Tracking Tool

1 | Help ASTRID HERPERS

ch | Qui

O Query Answer

-

Query Answer Information

. Query No. QTT1012718

Drug Mame
Query Type

ROFEROMN-A
Signal Detection/Issue Wark-Ups/ASIMEs

Response Document Name Date Deposited Deposited By

EMAIL WITH DATA

20-Jan-2008 SCHWARRD

©

QRF

Requester Details

drganisation Type:

First Mame: ASTRID

Last Mame: HERPERS

Tel Mo: 26317

Faw Mo —
Email Address: HERPERSA@EMEA, ROCHE ZOM

Country: SWITZERLAMD

Qrganisation Mame: BASEL

Roche Internal

Query Origin

Reporter Type:

Source Country of Request:

SYWITZERLAMD
Roche Internal

Drug Details

Al Drugs:

FPreferred Drug Mame:
Generic Drug Mame;
Foute:

Formulation:
Indication:

Dose:

Mo
ROFEROM-A

el ] e

Pharmaceuticals



How Do You Proceed From Here?

* The system will rend you the requested dataset within
the requested timelines and oereed output CClOMJS
reports , line Ii:biqg. data sheets, PSUR Gables)

e Case analyrsis will be recorded in a Safety report



RPSer excludiqe Jyncope-Related PTs From SMY

hocte

DRUG SAFETY REPORT N°1023704.
Date: 27 November 2007

Author(s) Astrid Herpers
Reviewer(s) Martin Wermelinger, Malte Schutz, Miklos Salgo, Lucille Donatacci
Department Pharma Development Medical Science, Safety Risk Management
F. Hoffmann-La Roche Ltd, 4070 Basel, Switzerland
Theme(s) 2008
Roche-number(s)/ ROO0318959 / Invirase / Fortovase
Drug Preferred
name
SOC(s)/ADR(s): QT- prolongation as per MedDRA SMQ Torsade de pointes; QT prolongation

(preferred term)
Cut-off date
/Requester

(wide search)
October 1, 2006 - October 31, 2007 / Continued Monitoring




When fhould MY+ be Used?

* Qny cumulative case series review.
- To respond Go a reguloborg request.
- For inclusion in a CTD po:b-marl-sgbiqg safeby
summory.
- For use as part of an internal review Cafter .rigqol
detection).

- To support CDI/Iobeliqg revisions.
e For use in PSURs.



How Should SM® Termys Be Included?

* For "narrow” searchers, include ALL PTs Ehat are part of the
narrow portion of the SM.

* For "broad” searches, should include all PTs Ehat are part of the
broad search if Fearsible.

- 16 may be appropriate o modify Ehe broad search if it is
considered appropriate to do so, such as if Ehe broad
searchers includers particularly non:specific PTs or obher PTs
that mjghp be expected to identify a Iorge number of
irrelevant cases.

= |k Bhe broad search isr modified, a written justification shovld
be provided as part of the mgbl'lodologg of the case review.

* For algorithm searches, include ALL PTs Bhat are part of the
olgorib m.



Summary of Presentation

 IMYs are 8roupiqgf of MedDRA Germs used For data
retrieval and analyrsis.

e JMYs cover medical conceptbs iqcludiqg PTs Prom
different SJOULs.

e "Types” of SMYs include Narrow and Broad, ﬂleoribtm,
and Hierarchy.
e JMYs are used at Roche o generate safetby tables

From clinical sEudy databases and to identify cases
From Cthe po:b-mor&ebiqg safeby databarse.
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Thonk you!



