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|ICSR-Struktur

[ The ICH ICSR j

cA O & D
l[dentification of the Case Safety Report 1.1 1.1 Patient characteristics
C.2r [ @ o E.i
Primary sourcelz) of information 1...n 1...n Reaction(s) [ Event(s)
cC.2 F.r
Information on Bender of Case Safety - O—< Results of tests and procedures relevant
Report 1...1 0...n to the Investigation of the Patient
C.4r } e v G.k
Literature Reference(s) 0..n 1..n LI Drug(s) Information
C.5 O ® Nrative Case Sun d Further
Etudy ldentification L 0..n {...14 slﬁfn:lnn'l‘.lant.iﬂ? and Fu




Attachments

» MAglichkeit zusatzliche Dokumente mit der
XML-Datei zu versenden
> Eingebettet, keine URL-Links
- Ein oder mehrere

- Verschiede Formate moglich (ggf. unterschiedlich in
den ICH-Regionen)

- Komprimierungen maoglich




C.1 = Identification of the case safcty report

C.1 - ldentification of the case safety report

11 =Sender's (Case) Safety Report LInique Identifier
42 -Date of Creation

132  -Type of Repant

14 - Date Report Was First Received from Source
15 = Date of Most Recent Information for this Report
161 -Are Additional Documents Available?

17  -Does this Case Fulfill the Local Criteria for an Expedited Report?
C.18.1 -Worldwide Unique Case |dentification Number
C.18.2 -First Sender of this Case

C.181 -Other Case ldentifiers in Previous Transmission
C,1 11 1 - Report Nullification/Amendment

C.111 2 - Reason for Nullifcation/Amendment

OO0OO00000

C 16 1.r- Documents Held by Sender
0..n (repeat as necessary)

C.1.61r.1=Documents Held by Sender
C.1.6 1r2-Included Documents

0..n C 1.9 1.r - Other Case Identifiers (repeat as necessary)

C.1.8.1 1 -0Other Case ldentifiers in Previous Transmissions
C.1 8.1 r2 -Case ldentifier

C 1.10.r - Identification Number of the Report Which is Linked
0..n to this Report (repeat as necessary)

C.1 10.r - |dentification Number of the Report Which Is Linked
to this Report




H - Narrative Case Summary and Other Information

H - Narrative Case Summary and Other Information

H.1 - Case Narrative Including Clinical Course, Therapeutic Measures, Outcome and Additional
Relevant Information

H 2 - Reporter's comments

H 4 - Sender’'s comments

H.3.r - Sender’s Diagnosis (repeat as necessary)

0. n H.3.r 1a - MedDRA Version for Senders Diagnosis / Syndrome and / or

Reclassification of Reaction / Event

H.3.r 1b - Sender's Diagnosis / Syndrome and / or Reclassification of
Reaction / Event (MedDRA code)

H.5.r - Case Summary and Reporter's Comments in Native Language
0..n (repeat as necessary)

H.5.r.1a - Case Summary and Reporter's Comments Text
H.5.r 1b - Case Summary and Reporter's Comments Language
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Weitere Neuerungen

» Seriousness: der jeweiligen UAW zugeordnet
> Nicht mehr am Fall

» Arzneimittel (neue 1:n Beziehungen)
- Chargennummern
- Dosierungen, Art der Anwendung
> Indikationen
> Substanzangabe und Starke
- Zusatzinformation zum Arzneimittel

> Abschnitt ,Drug Reaction Relatedness” noch
detaillierter

- EU-Besonderheit: Name des Medizinprodukts




Neue Codelisten (Beispiele)

.k.9.i.4 Did Reaction Recur on Re-administration?

User Gudance This data element indicates both if the patient was rechallenged with the
drug and the known outcome. This data element should not be coded 1f 1t
was not reported whether or not a rechallenge was done.

Conformance Optional

Data Type 1N

OID 2.16.840.1.113883.3.989.21.1.16

Value Allowed l1=yes —yes (rechallenge was done, reaction recurred)

2=yes —no (rechallenge was done, reaction did not recur)
3=yes —unk (rechallenge was done, outcome unknown)
4=no—n/a (no rechallenge was done, recurrence 1s not applicable)

Business Rule(s)

If the sender does not know whether a rechallenge was performed, this
data element should not be transmutted.

G.k.10.r Additional Information on Drug (coded) (repeat as necessary)




Neue Codelisten (Beispiele)

G.K.10.r Additional Information on Drug (coded) (repeat as necessary)

User Gmdance This data element capturesany additional information pertinent to the case
that 15 not covered by the sections above. For example, cases where the
suspect drug was taken by the father, this should be indicated mn thus data
element as “3” (Drug taken by the father). If the additional information
cannot be described by G k. 10 r then use the data element Gk 11

Conformance Optional

Data Type ZN

OID 2.16.840.1.113883.393921.1.17

Value Allowed 1=Counterfeit
2=0verdose

3=Drug taken by the father

4=Drug taken beyond expury date

5=Batch and lot tested and found within specifications
6=Batch and lot tested and found not within specifications
7=Medication error

8=Misuse

9=Abuse

10=0ccupational exposure

11=0ff label use




Nullwerte

Code Bedeutung
NI No Information

MSK Masked
UNK Unknown
NA Not Applicable

ASKU Asked But

Unknown
NASK Not Asked

Erlauterung
keine Information verfugbar

Maskiert (z.B. aus Grinden des
Datenschutzes)

geeigneter Wert ware einzutragen, ist aber
nicht verfugbar

nicht anwendbar (e.g. Gestationswoche bei
madnnl. Patienten).

nachgefragt, aber keine Information
erhebbar

nicht nachgefragt




Handhabung von Mehrfach-(Doppel-
)Meldungen

» Mehrfach-(Doppel-)Meldungen werden unter einer
Fallnummer zusammengefasst

» Zwei Mdglichkeiten
- Eine der ursprunglichen Fallnummern bleibt
erhalten, alle anderen Falle werden subsummiert
- Alle Falle subsummiert unter neuer Fallnummer
» EMA: neue Fallnummer




ICSR-Informationsfluss (original und
Masterfalle)

Applicant,j \\_\_/__//
MAH.| q
NCA: - EVPMY
\\_‘4__/,/
. EMA-Recoding
=....| == JCSR-Messages]
—
>

cnnngp  ICSR-Acknowledgment-Messages|




PSUR Repository

.



PSUR-Repository

» Zweizeitiger Ansatz
- Funktionalitaten, die auditiert werden
- zuklinftige Entwicklungen

» Audit geplant fur 2015
- Inkrafttreten ein Jahr spater gem. VO 726/2004
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PSUR-Repository Project

. Gegenstand der aktuellen Entwicklung/des
Audits

- In scope:

1. Empfang von PSURs und Metadaten

2. Validierung/Speicherung von PSURs

3. Empfang/Speicherung von Assessment Reports
4.,

Zugang zu PSURs and Assessment Reports:

1. Suchfunktionalitaten auf der Basis der eingereichten Metadaten
2. Download and upload von Dokumenten

Mitteilung and die Member States Uber neue Einreichungen

Plan zur Umsetzung zusatzlicher Funktionalitaten
derzeit “out of scope”
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PSUR Repository project

. Derzeit nicht berucksichtigt
> Automatisierte Funtionen zum tracking und zur
Termintuberwachung im Rahmen des Bewertungsprozesses
- Automatisierte Untersutzung des gegenseitigen
Dokumentenaustausches zwischen PSUR-Repository und
lokalen Systemen bei den NCAs
- Work-flow support fiir NCA-Assessoren
- Speicherung/Retrieval fur zusatzliche Dokumente im
Rahmen des Bewertungsprozesses
» Bereitstellung der Zusatzfunktionen als sog. “post-
audit-release”

- Defintion von business requirements
- Einbeziehung der Member States/des PRAC
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Project Plan (Governance)

IT Directors Executive
Committee

7
ééy/y/f{///% project Olivier Simoen, Kristiina Puusaari
727 % Management
(IT & Business)
Project Mgt - Project Team Development Team:
IT & Business EMA:
Andrew Flint, Antonios Yfantis,
Christophe Pee, Jose Araujo, Natasha
Advisory and/or Brown, Ray Power, Sajan Chandran,
Project Team SRsulting.orodbe Sushant Srivastava / Ivan Pedrazas,
Vivek Gupta, Wasif Sabir;
NCA:

PSUR Advisory Grous Jaakko Hartikka (FIMEA)




Project Plan (Governance, Advisory Group)

Representative Project Team 1 of + BfArM
Project 00305 (PhV):
Representative PRAC: « AGES

Representative PSUR Work Sharing
Working Group:

One person TBC representing a small
NCA
One person TBC representing a medium
NCA
Representing a large NCA:

o MHRA

o AEMPS

o PEI

Representative Common Repository
Implementation Group:

AEMPS
IMB

Representative Industry:

EFPIA

EGA

AESGP

EuropaBio: TBC

EBE

Europham-smc (Representing SMEs):
EUCope (Representing SMES)

Representative eSub CMB:

MPA
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Zeitplan/"Milestones”

= Kick-off Advisory Group: Mdrz 2014

= Ausarbeitung der Anforderungen: April
2014

= User Acceptance Testing (UAT) durch NCAs
und Industrie: Oktober/November 2014

= Audit: Anfang 2015

19



Signaldetektion
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Prozessablauf

- Signalvalidierung und -bestdtigung
- Priorisierung und -Analyse

-Signalbewertung (public health impact)
- Informationsaustausch
- Empfehlungen zum weiteren Handeln;




—->Pharmacovigilance - signal management

http://www.ema.europa.eu >Regulatory
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http://www.ema.europa.eu/
http://www.ema.europa.eu/

Que

stions and Answers - Dokument

(EMA261758;2013, Questions and Answers on sianal management

» Adressiert praktische Fragen
> {E/?)mrging safety issues - sofortige Anzeige (Vgl. GVP-Modul

> Events may occur, which do not fall within the definition of reportable valid
ICSRs, and thus are not subject to the reporting requirements, even though
they may lead to changes in the known risk-benefit balance of a medicinal

pr

er issues - PSUR

oduct and/or impact on public health. Examples include:
major safety findings from a newly completed non-clinical study;

major safety concerns identified in the course of a non-interventional
post-authorisation study or of a clinical trial;

?]igriﬁll of a possible teratogen effect or of significant hazard to public
ealth;

safety issues published in the scientific and medical literature;

safety issues arising from the signal detection activity (see Module IX) or
emerging from a néw ICSR and which impact on the risk-benefit balance
of thé medicinal product and/or have implications for public health;

safety issues related to the use outside the terms of the marketing
authorisation;

safety issues due to misinformation in the product information;

marketing authorisation withdrawal, non-renewal, revocation or
suspension outside the EU for safety-related reasons;

urgent safety restrictions outside the EU;
safety issues in relation to the supply of raw material;
lack of supply of medicines.




Questions and Answers - Dokument

(EMA/261758/2013, Questions and Answers on signal management

» Informationsfluss

- When and how will MAHs know that a signal for their medicinal
product is being investigated by the PRAC?

- PRAC-Agenda
- To whom are PRAC recommendations addressed?

- PRAC recommendations to provide additional data are directly
actionable by the concerned MAHs. PRAC recommendations for
regulatory action (e.g. amendment of the product information)
are submitted to the CHMP for endorsement when the signal
concerns CAPs, and to the CMDh for information in the case of
NAPs. Thereafter, MAHs are expected to take action according
to the PRAC recommendations.
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Risk-management
plans

*Signal management

P PRAC
recommendations

List of medicines
under additional
monitoring

EU reference date
and PSUR submission

European Risk
Management
Strategy

Eudravigilance

Framework
Programme 7 funding

Incident
management plan

Guidance
Advanced therapies
Inspections
Quality by design

Product defects and
recalls

Parallel distribution

Medicine shortages

Pandemic influenza

PRAC recommendations on safety signals: monthly overviews

Back to top &~

Document(s) m First published Last updated Effective Date

@ PRAC recommendations on
signals adopted at the PRAC
meeting of 2-5 December 2013

(English only)

@ PRAC recommendations on
signals adopted at the PRAC
meeting of 4-7 November 2013

(English only)

E PRAC recommendations on
signals adopted at the PRAC
meeting of 7-10 October 2013

(English only)

@ PRAC recommendations on
signals adopted at the PRAC
meeting of 2-5 September
2013

(English only)

@ PRAC signal
recommendations requesting
an update of the product
information - September 2012
to July 2013

(English only)

List of safety signals discussed since September 2012

adopted

adopted

adopted

17/12/2013

28/11/2013

06/11/2013

04/10/2013

28/11/2013

18/11/2013

Back to top &~

Document(s) m First published Last updated Effective Date

@ List of signals discussed at
the PRAC since September
2012

(English only)

04,/10/2013

17/12/2013



#§# BfArM fiir Biirger > ENGLISH PRESSE RSS GLOSSAR KONTAKT WY LEICHTE SPRACHE
'»
c-s BfArM Q

Bundesinstitut fir Arzneimittel und Medizinprodukte

Uber das BfArM» Arzneimittel~ Medizinprodukte~ Bundesopiumsteller Forschungr Servicer

Signalbewertungen durch den PRAC

# STARTSEITE -+ ARIMEIMITTEL -+ PHARMAKOVIGILAMZ -+ RISIKOIMFORMATIOMEM B
-+ AUFFORDERUMG ZUR TEXTAMPASSUNG -+ SIGNALBEEWERTUNGEN DURCH DEN PRAC

Textanpassungen in Folge von Signalbewertungen durch den PRAC

Datum Titel

@

27.02.2014 Paracetamolhaltige Arzneimittel: Schwere Hautreaktionen ® EQEB

Wirkstoff Paracetamol
Die Produktinformationen paracetamolhaltiger Arzneimittel (Mono-

und Kombinationsarzneimittel, alle Darreichungsformen) sind
basierend auf der PRAC-Empfehlung zu Signalen vom Februar 2014
hinsichtlich der Mebenwirkungsangaben bezilglich schwerer
Hautreaktionen zu aktualisieren. Das BfArM gibt hiermit die deutschen

Texte bekannt.




Anwendungsbeobachtungen




Bekanntmachung zu NIS und AWB

» Inhalte

- Formale Aspekte

- Abgrenzung AWB, PASS und klinische Priufung
- Abgrenzung Anzeigepflichten §§63f und g, 67 Abs. 6 AMG
- Retrospektive Daten/Sekundardaten

> Inhalte der Anzeige, z.B.

- Angaben zum Anzeigenden, Titel, Ziel, Beginn, Ende, Anzahl
Patienten

- Erstanzeige oder Anderung, Abschlussbericht (durchsuchbar,
nicht kopiergeschutzt)

- Bobachtungsplan (durchsuchbar, nicht kopiergeschiitzt)
- betroffene Arzneimittel

0 NICht interventioneller Charakter der Studie
o wird PAES nicht adressieren




Datenbank zu PASS/AWB

» Verpflichtung zur Anzeige nach AMG
» fur PASS und AWB
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Nichtinterventionelle Studien
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Weiterentwicklung MedDRA

Ergebnisse vom
Blue Ribbon Panel der MSSO



Weiterentwicklung von MedDRA

» BRP im April 2014

» Nicht beflirwortete Themen

> Colloquial terms?
- Relevant fur direkte Berichte von Patienten?
- Im Ergebnis nicht unterstiitzt
- Fehlinterpretation, lokale Bedeutung
- Begriffe fur Kosmetika, Nahrungsmittel,
Genussmittel

- Nicht unterstiutzt, sofern ausschlieBlich fiir diese
Produkte verwendbar

- Bedeutung bezlgl. Interaktionen
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Weiterentwicklung von MedDRA

» Unterstitzte Themen

- Terms bezugl. Pharmakogenetik

- Terms bezlugl. pharmaz. Qualitat
- Uberschneidungen Drug safety €= pharm. Qualitat
- Daher einheitliche Terminologie beflirwortet
- Berichtspflichten zur pharm. Qualitat in USA

- Terms bezugl. Medical Devices
- Unterschiedl. Zulassungen weltweit
- Uberschneidungen Drug safety €<-> Medical Devies
- Medikationsfehler

- Daher ebenfalls einheitliche Terminologie beflirwortet
- Zumindest Kompatibilitat mit ggf. anderen Terminologien
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Weiterentwicklung von MedDRA

» Niedrigere Prioritat
- Terms zur Arzneimittelanwendung
- Human use factors - Medikationsfehler
- Labelling Terms/Qualifier

- first-, second-, third-line treatment,
Erkrankungsstadien, Altersgruppen, Therapie vs.
Prophylaxe

» Einordnung von Terms zu neuen Themen in
MedDRA

- Medical devices, pharm. Qualitat >27. SOC
» weiteres Vorgehen
> Entscheidung MedDRA Management Board
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Vielen Dank fir lhre
Aufmerksamkeit
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