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WHODEFFINICE FARMAKOVIGILANCE

» ldentifikace
» Hodnoceni
» Pochopeni
» Prevence

NEZADOUCICH UCINKU NEBO JINYCH PROBLEMU
SOUVISEJICICH S LECIVEM
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PROGVZNIKIA
FARNAKOVIGIIMANGE?
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Talidomidova (Conterganova) afera

1958- 1961

=  Prelom 50. a 60. let - vice nez 10 000 déti narozeno s malformacemi koncetin
v 46 statech

= Prvni schvaleni léku kvéten 1950 (WHO)(predtim vyzkum na vzorku cca 300
pacientd, bez pritkazu NU)

= Do roku 1961 volny prodej, poté zjistén NU ,senzitivni polyneuritida“ a
nasledné omezeni léku ,na predpis”

» Lék nebyl schvalen FDA z divodu nedostatku Klin. studii (ALE v ramci klm
hodnoceni byly miliony tablet distribuovany lékariim)

=  Vroce 1962 stazeni z trhu, v roce 1998 schvaleni FDA
za prisnych podminek (Risk management Plan S.T.E.P.S)

http://en.wikipedia.org/wiki/Thalidomide
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VIOXX1999-2004

= Rofecoxib (Merck)

= Schvaleni 1999 FDA

= Studie - srovnan{ té¢innosti a NU s naproxenem
= Ucelnd dezinterpretace dat

= Stazeni z trhu 2004

= 10 000 pripadu, 190 hromadnych Zalob, naklady na
vyrovnani $4,85mld (nejvyssi odskodnéni $ 254mil.)

http://en.wikipedia.org/wiki/Vioxx
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Benfluorex 1976 - 2009

= Servier; primarne Kk terapii DM IlL.typu, off-label use
anorektikum

= Vdaném obdobi 500 - 2000 umrti

= 2009 stazeni z Evropského trhu z dvodu NU srde¢n{
fibrozy, fibrotizace trikuspidalni chlopné, plicni
hypertenze.. (1997 staZeni ve Svycarsku, poté Spanélsko,
Francie..)

= Ve Francii zména legislativy

http://en.wikipedia.org/wiki/Benfluorex
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Paxil'a Wellbutrin

* Paroxetin - antidepresivum

» GSK musela zaplatit $4mld. za nepravdivy popis ucinki
techto dvou lécCiv

= Vroce 1998 prvni verdikt uznani viny farmaceuticke
spolecnosti, co se tyka nezadoucich behavioralnich ucinku
u psychotropnich léciv

http://en.wikipedia.org/wiki/Paroxetine
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ADVERSE EVENT

* Jedna z nejcCastéjSich pricin morbidity a mortality
(Tsintis et al.)

= USA * 100.000-200.000 umrti rocné - 4.
nejcastejsi pricina

* Nova Evropska narizeni v roce 2012 (Risk

minimisation measures GVP Module XVI
Feb2014)

* Lazarou and coll Jama 1998,279(15) :1200-1205
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HLASENI NEZADOUCICH UCINKU -

NEZBYTNE UDAJE

* Good Pharmacovigilance Practice GVP
(Modules I - XVI)
= RozliSujeme Post-marketing vs. Clinical Trials

POST-MARKETING
1) Reporter
2) Patient
3) Adverse reaction
4) Suspect drug
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CLINICAL TRIALS

1) EUDRA CT No. if applicable

2) Sponsor study number

3) One identifiable coded subject
4) One identifiable reporter

5) One SUSAR/SAE

6) One suspect drug

7) A causality assessment
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CASE PROCESSING

Tk -

Case Receipt Triage Data Entry Medical Review Quality Control Regulatory
Submission

Clinical/Scientific
Database
Management
System

| PvNET
Safely Data

msmmmmm) | 2° Reporting,
Exchange Monitoring &
Analytical Tool

- 1

"Reports ICSR Submission

/N

CIOMS MedWatch E2B (XML)
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= (Oddéleni farmakovigilance ma za ukol sbirat/dokumentovat/hodnotit
nezadouci uCinky/SUSARs a nasledné je podavat na regulaCni
autority /EV databdaze dle platnych zakonu jednotlivych zemi

SAFETY DATABASE

= SlouZi ke sbéru dat z jednotlivych SAE reports

» Pomaha pri zpracovani periodickych reportti (DSUR a PSSR v KH,
PSUR v PM atd..)

= Mozné vytvorit CIOMS form/Medwatch/E2B

» UmozZnéni elektronickych reportii - zasilani pfimo do evropské
EUDRAVIGILANCE databaze

»= Analyza
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Safety Database

Case Tools Common Regulatory Reports  Regulatory Reports  Administration  Help  Login : vendrychova (User - Medical Reviewer)

Ea d&EREXxED 20000008 cEIWUaE®RDD

| Last6 Months All Cases (10) /| NewCase *| Case 201400006 | ADDSD-5322ESA7CFBDC %I
‘Caselnfo |A.1 tification of th Y rep | A.2Primary source(s) ~ |B.1Patient characteristics | B.1.7-8 Relevant history | B. 1. 10 Parent information [B.2 Reaction(s) / Event(s) 'B.3Resultsoftests  |B.4Drug(s) i i |B.4.k f drug to reaction(s) / event(s) | B.5 Narrative case summary
|Exertional angina of functiona | |- | [Exercise induced angina |Angi toris |[46.1 | |Cardiac disorders 5" () [recoveredresolved e ]

Urlisted  Core data sheet countr: Unexpected  SmPC countr LB Wersion
e L@ o L @ o g e v

® !‘\Iu’gI @ !‘\Io'gI

Date of start of Date of end of Duration of Unit
reaction/event reaction/event reaction/event
04Feb-2014 7 [21Feb-2014 i by @D

Back to Top|

Criteria date

ospitalisation or prolongation of existing Hospitalisation
ersistent or significant Disability / Incapacity

ongenital Anomaly / Birth defect

Other medically important condition

B In case of Hospitalisation
Back to Top|

Admission Date 5till hospitalised ?  Discharge Date
—
O¥es

@

O In case of Death

Date of Death Was autopsy done? Autopsy Date (if necessary)
- -~

B Reported cause of death #1

Back to Top|

Back to Top|

Term 50C
\ IC F&

B Autopsy-determined cause(s) of death #1
Back to Top|
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Problemy; kterym celime:

* Chybéjici udaje
» Causality assessment (CT)
» Serioussness criteria (CT)
» Concomitant medication
» Medical history
» Relevant results/examinations

* Nespravne udaje/discrepancies

* Chybné vyplnéna pole -

PV QUERIES
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ChybyavenormulasChisSAE

- v poli pro AE term (pripadné indikaci) je uvedena vice nez
jedna diagnoza pripadné procedura (napr.
zvraceni/prujem)

- uvedeni symptomu a zaroven diagnozy mezi AEs (pr.
myalgie, horecka, chripka)

- PriliS obecny termin (pr. CYSTA)

- Nedodrzeni definice AE dle protokolu
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VZPOMENTE SI:

= Analyza dat - nutné okddovani
» Lékarské terminy MedDRA Dictionary
» Léciva WHO Drug Dictionary

CHYBY

DM/CODER QUERIES
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Priklad: eCRF

ports Rand

lical Coding == View ltems => Update ffem

Term RGO prophylaxy LLT CODE
Subject 042001 (Jump to Page) LLT NAME
Dictionary MedDRA vi7.0-5 level PT CODE
Staus PT TERM
Last Modified By Smekalova, Paina GETETTE
Last Modified Date 31-MAR-14 08:02:28 CEST HLT TERM
Revision B HLGT CODE
Visit/ Page #s Visit Name: Previous/Cancomitant medication HLGT TERM

Visit Sequence: 0 50C CODE

Page Name: Previous/Concomitant medication 50C TERM

Page Sequence: 7 (View Data)
Comments. A

v
Update

SEARCH DICTIONARY:

Use % for wildcard in front, middle, or back.

urewe ]

- LT LLT NAME PT FTTERM HLT HLT TERM HLGT | HLGT TERM s0C_ | socTERM Primary | Apely

LT AN cone cone cone cone cobe pan
PTCODE

10088538 Allergy prophy 10088538 Allergy prophylaxis 10038888 Prophylactic procedures NEC 10043412 Therspautic grocedures and supporive care NEC 10042813 Surgical and medical procadures ¥ o
i E—
HLT CODE l:l 10050250 Anaemia prophyiaxis 10080250 Anaemia prophylzxis 10038586 Prophylactic procedures NEC. 10043413 Therspautic procedures and supporive care NEC 10042813 Surgical and medical procedures v &
HCT R |:| 10048080 Anzphylavis prophyleris 10043090 Anaphylaxis prophylaxis 10033868 Prophylactic procedures NEC 10043413 Therspeutic procedures and supporiive care NEC 10042613 Surgical and medical procedures ¥ o
mercore [
T 10054313 i 10080250 Anaemia prophylaris 10033868 Prophylactic procedures NEC 10043413 Therspeutic procedures and supporiive care NEC 10042613 Surgical and medical procedures ¥ o
50C CODE l:l 10042088 Antibacterial prophylaxis 10054738 Antibiotic praphylaxis 10038888 Prophylactic procedures NEC. 10043412 Therzpeutic procedures and suppontive care NEC 10042813 Surgical and medical procadures. Y \i‘
s | —

10084738 Antiviotic prophylasis 10084734 Antibiosic prophylaxis 10033808 Prophylactic procedures NEC 10043413 Therapeutic procedures and supporiive care NEC 10042613 Surgical and medical procedures v o
Sortesuts By
Search Type 10048085 Antifungal prophylasis 10049035 Antifungal proghylaxis 10033808 Prophylactic procedures NEC 10043413 Therapeutic procedures and supporiive care NEC 10042613 Surgical and medical procedures v o
MedDRA Primary

10048087 Antiviral prophylzxis. 10043037 Antivial prophylasis 10038888 Prophylactic procedures NEC. 10043413 Tharspauiic procedures and supporiive care NEC 10042613 Surgical and medical procadures ¥ o
Run Search

10081308 Arthythmia prophylasds 10061308 Arthythmiz prophylasis 10033568 Prophylactic procedures NEC 10043413 Therapeutic procedures and supporive care NEC 10042613 Surgical and medical procadures 4 &

10087848 Arterizl thromboembalism prophylais 10043834 Thrombosis prophylasis 10038888 Prophylactic procedures NEC 10043412 Therspautic grocedures and supporive care NEC 10042813 Surgical and medical procadures ¥ o

10045888 Asthma exacerbation prophylaxis 10083854 Asthma proghylasds 10038888 Prophylactic procedures NEC 10043412 Therspautic grocedures and supporive care NEC 10042813 Surgical and medical procadures ¥ &

10068854 Asthma prophylaxis 10068854  Asthma proghyiasis 10038586 Prophylactic procedures NEC. 10043413 Therspautic procedures and supporive care NEC 10042813 Surgical and medical procedures v &

10088537 Atherosclerosis prophylaxis 10063337 Atherosclerasis prophylaxs 10033808 Prophylactic procedures NEC 10043413 Therapeutic procedures and supporiive care NEC 10042613 Surgical and medical procedures v o
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Concomitant medication

Medication used to treat the event

- SPRAVNA indikace
- Davkovani
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Dalsi'zdroeje informaci pro PV:

Napr.

» Literatura

» Internetova diskusni fora

» Spontanni hlaseni HCP/nHCPs/lawyers
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Co se hlasi?

Drug exposure during preghancy

Misuse _—

Abuse %
Overdose

Medication error

Off-label use /
Product complaint (quality issues)
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POVINNOST' , HLASIT*

§93b zakona o 1écivech uvadi, 1ékar, zubni 1ékar nebo jiny
zdravotnicky pracovnik, ktery zaznamenal podezreni na
zavazny nebo neoCekavany nezadouci ucinek nebo jiné
skuteCnosti souvisejicl s pouzitim léCiveho pripravku, které
jsou zavazné pro zdravi pacientt je povinen

» toto neprodlené oznamit Statnimu dstavu pro kontrolu 1éciv, a
to i tehdy, jestlize 1éCivy pripravek nebyl pouZzit v souladu se
souhrnem udaju o pripravku nebo byl zneuZit,

» poskytnout soucinnost pri ovérovani skutecnosti souvisejicich s
podezrenim na nezadouci ucinek a na vyzadani zpristupnit
Statnimu ustavu pro kontrolu 1é¢iv dokumentaci, véetné
dokumentace obsahujici osobni udaje.
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