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Good Pharmacovigilance Practices (GVP)

« dozor nad lécivymi pripravky po jejich
registraci smerujici k zajisteni maximalni
bezpecnosti a co nejvyhodnejsiho pomeru
prospésnosti léCivého pfipravku k jeho rizikim
(Risk/Benefit)

e zahrnuje zejména shromazdovani informaci
vyznamnych pro bezpecnost lécivého pripravku,
vcetne informaci ziskanych prostrednictvim
klinickych hodnoceni, jejich vyhodnocovani a
provadeni prislusnych opatreni



STN

Farmakovigilance - legislativni zaklad EU

« forma a obsah zakladni dokumentace
farmakovigilancniho systému dana Provadécim
narizenim Komise (EU) €. 520/2012 ze dne
19.Cervna 2012 o vykonu farmakovigilancnich
cinnosti

N’ L aLB and

vychazejicich z Narizeni Evropskeho parlamentu
a Rady (ES) €. 726/2004 a Smernice Evropskeho
parlamentu a Rady 2001/83/ES
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Farmakovigilance - legislativni zaklad CZ

« Zakon C. 70/2013 Sb., kterym se meni zakon
C.378/2007 Sb., o leCivech a o zmenach nekterych
souvisejicich zakonu (tzv. ,Zakon o léCivech ve
znéni pozdejSich predpisu®) ze dne 19.2.2013,

S ucinnosti od 2.4.2013
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Evropske pozadavky v ramci GVP

* monitoring, hodnoceni a doplnovani dat
« vedeckeé vyhodnoceni

« centralni registr EudraVigilance
 aktualizace informaci

 Skoleni pracovniku
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Evropske pozadavky v ramci GVP

povinnost sledovat svetové databaze

povinnost sledovat lokalni tisk

frekvence sledovani nejménée jednou za tyden

hlasit nalezené nezadouci ucinky

(v CR na Statni ustav pro kontrolu 1&&iv)

— Do Dne 7 v pripadé umrti nebo ohrozeni zivota pacienta
— Do Dne 15 v ostatnich pfipadech nezadoucich ucinku
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Vyskyt ucinnych latek a obchod. znacCek ve vazbe na:

* nezadouci ucCinky, reakce a interakce

e predavkovani

o off-label pouziti (pouziti mimo schvalenou registraci)
* nespravné pouziti

» zneuziti / naduzivani (vCetne zavislosti)

* nedostateCnou nebo chybegjici uCinnost

« syndromy a reakce po vysazeni leku

* neocekavany priznivy ucinek

« chybné podani léku

« expozici léCivému pfipravku pri vykonu povolani
« dopady na zivotni prostredi
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Vecny obsah resersi pro farmakovigilanci

« povinnost zaznamenavat VSECHNY zku$enosti
S pouzitim monitorovanych ucinnych latek a
obchodnich znacek

— v obdobi tehotenstvi a laktace, a to i kdyz neni
uvedena vazba na nezadouci ucCinky nebo jiny
aspekt farmakovigilance

— u deti

— predavkovani, zneuziti

— off-label, chybné podani pripravku, zavady v jakosti
— expozice pripravku v zamestnani
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Teritorialni rozsah

 informace, které mohou mit vztah k pacientum
z daného teritoria (napf. Ceskych pacientu
v pripade sledovani Ceskych Casopisu)

* |sou sledovany:
— publikace autoru, jejichz pracovisté je na daném teritoriu

— pfispévky na konferencich téchto autort kdekoli ve svété
— pFispévky autoru z jinych zemi na konferencich v daném
teritoriu
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Sledovani farmakovigilance dle Medistyl-SEIS

» pravidelné reserse (SDI) ze svetovych databazi
s vyuzitim tzv. multifile searching
v databazoveé siti STN International

« monitorovani lokalni medicinské a farmaceutické
casopisy




Lokalni literatura

« Ceska republika, Slovensko, Polsko, Madarsko,
Litva, Lotyssko, Estonsko

« vice nez 200 &asopisd (CR+SR - 80)
— vétsina neni indexovana v zadné databazi

 hlavorucni zpracovani”
 elektronické vystupy

* nadstavbové sluzby — safety mail (hlaseni do 24
h.), komentare
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STN International

« MEDLINE

« EMBASE

« DERWENT DRUG FILE
* BIOSIS PREVIEWS
 ADISNEWS

« CAPLUS
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About 5TH

¥ 5TH at a glance

» Brochures and Presentations
P FAQ

Solutions for

¢ Information Professionals
b IP Professionals
» Researchers

b Academics

Product=z and Services

w 5TH Content

Catabase List A-Z
Databazez by Clusters
Databases by Clusters (POF)
Databases by Subject
Databazes by Feature
Databases with SLART (PDF)
Databases by Product
Databazesz by Producer
Keep & Share

» 5TH Interfaces and Tools

» Search Service

b STH Full-Text Solution

b Hew 5TH Platform

Customer Support

Helpdesk
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Representatives

Prices

Account Setup/Administration
5TH Site Administration - Login
Database Summary Sheets
Software Downloads
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Newsletters

Training Cent

Databases on STN International

Your connection to sci-tech and patent information

For 25 years, STHE has provided global access to an integrated network of the most
important and comprehensive sci-tech and patent databases from the world's most
respected producers. With STH, you can find precisely what you need to answer
business-critical questions, whether it's the answer to a broad research question or
information about a single molecule. Use STH fo:

» |nvestigate new research cpporunities

= Assess patentability and freedom-to-operate

»  Track competitive intelligence

= Search for chemical substance and bioseguence information
= Support strategic business planning

Wide subject coverage

STH provides access to the aptimal versions of CAS-produced databases, including
CaAplus® and CAS REGISTRY=M interms of content, imeliness, and updating. As a
tightly integrated system, STN ties together published research, journal literature,
patents, structures, stereachemistry, trade names, physical properties, sequences, and
other data. With ST, you can find information on a wide range of disciplines within
natural, social, and applied sciences and mathematics, including:

= Bioscience

» Bictechnology

= Business

»  Chemistry

= Energy and Environment
= Engineering

= Health and Safety
= laterials Science
= Medicine

= Panctechnology
= Patents

= Pharmacology

= Toxicology

= and maore

A world of patent information - STH's unparalleled offer

STM integrates the world's largest and most important value-add and first level patent
databases on one platform. Patent databases on ST are key information resources
for determining patentability, state ofthe ant, infringement, and the legal status of the
patents. And: Only on STH you can search patent information from Thomson Reuters,
Chemical Abstracts Service, and the European Patent Office’s worldwide Patent
Information Resource in one place; Derwent WP, CAplus, and
INFADOCDBAMPAFAMDE.
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Direct Access

Quicklinks T
April 2014

New Format Adopted for Taiwanese
Granted Patent Numbers in CAS
Databazes and INPADOC

¥ Read more

April 2014

News STHN Platform Enhancements
Available, Increase Efficiency of Search
Workflow

F Read more

March 2014

The latest release of the new STH
platform, provides enhanced features and
content that enable searchers to work
more proficienthy

¥ Read more

k More Hews Messages

Databazes in Focus

P Chemical Abstracts Plus
(CAplus ™) and CAS REGISTRY M

F Derwent World Patents Index (DVWPI)

F INPAFAMDB

Meet us at

PATINFCO 2014- 38. Kolloguium der
Technischen Universitdt Imenau Gber
Patentinformation, Imenau, 04.-06. Jun

ICIC 2014, Heidelberg, 12.-14. Oct

¥ More

5TH User Meetings

Frankfurt, 06.05.2014
KMinchen, 13.05.2014
Eseen, 22.05.2014
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=> fil lmedline

=> s DEATH# or DIED or FATAL? or ?TOXI? or POISON? or ABUSE# or
OVERDOS? or MEDICATION# (2A) ERROR# or INTERACT? or OFF (W)LABEL

L1l 2951 DEATH# OR DIED OR FATAL? OR ?TOXI? OR POISON? OR ABUSE#
OR OVERDOS? OR MEDICATION# (2A) ERROR# OR INTERACT? OR
OFF (W) LABEL

=> s (ADVERSE or UNDESIRABLE or SIDE or REDUCED) (2A) (EVENT# or
REACTION# or EFFECT# or OUTCOME#)

L2 1457 (ADVERSE OR UNDESIRABLE OR SIDE OR REDUCED) (2A) (EVENT#
OR REACTI ON# OR EFFECT# OR OUTCOME#)

=> s BREASTFEED? or LACTAT? or PREGNAN? or GRAVIDIT? or PERINATAL
or NEONAT? or INFANT# or BABY or BABIES or CHILD? or PEDIATRIC#

L3 2549 BREASTFEED? OR LACTAT? OR PREGNAN? OR GRAVIDIT? OR
PERINATAL OR NEONAT? OR INFANT# OR BABY OR BABIES OR CHILD? OR
PEDIATRIC#



=> fil medline

=> s 20140201<UP<20140209
L4 62118 20140101<UP<20140109

=> s "IBUPROFEN: AE, ADVERSE EFFECTS"/CT or "IBUPROFEN: TO,
TOXICITY"/CT or "IBUPROFEN: PO, POISONING"/CT

L5 1475 "IBUPROFEN: AE, ADVERSE EFFECTS"/CT OR "IBUPROFEN: TO,
TOXICITY"/CT OR "IBUPROFEN: PO, POISONING"/CT

=> s IBUPROFEN (5A) (L1/TI,AB or L2/TI,AB or L3/TI,AB)
L6 950 IBUPROFEN (5A) (L1/TI,AB or L2/TI,AB or L3/TI,AB)

=> s (L5 or L6) and L4 and HUMAN/CT
L7 4 (L5 OR L6) AND L4 AND HUMAN/CT



=>d ti 1-4

L7
TI

L7
TI

L7
TI

L7
TI

ANSWER 1 OF 4 MEDLINE .RTM. on STN

Effects of aggregation of drug and diagnostic codes on the
performance of the high-dimensional propensity score algorithm:
an empirical example.

ANSWER 2 OF 4 MEDLINE .RTM. on STN

Comparison of oral paracetamol versus ibuprofen in premature
infants with patent ductus arteriosus: a randomized controlled
trial.

ANSWER 3 OF 4 MEDLINE .RTM. on STN

Evaluation of etoricoxib in patients undergoing total knee
replacement surgery in a double-blind, randomized controlled
trial.

ANSWER 4 OF 4 MEDLINE .RTM. on STN

A method of chemiluminescence coupled with ultrafiltration
for investigating the interaction between ibuprofen and human
serum albumin.



=>d all 2
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ANSWER 2 OF 4 MEDLINE .RTM. on STN
2014160337 MEDLINE <<LOGINID::20141111>>

Comparison of oral paracetamol versus ibuprofen in premature infants
with patent ductus arteriosus: a randomized controlled trial.

Department of Neonatology, The First Hospital of Jilin University, China.
Wang Dongxuan; Zhang Chuan; Zhou Wenli; Zhou Qi; Wu Hui

PloS one, (2013) Vol. 8, No. 11, pp. e77888.

United States

(COMPARATIVE STUDY)

English

TRIAL DESIGN: Oral ibuprofen has demonstrated good effects on symptomatic
patent ductus arteriosus (PDA) but with many contraindications and
potential side-effects. In the past two years, oral paracetamol
administration to several infants with PDA has been reported. Here, a
randomized, non-blinded, parallel-controlled and non-inferiority trial
was designed to evaluate the efficacy and safety profiles of oral

paracetamol to those of standard ibuprofen for PDA closure in premature
infants.

Acetaminophen: AE, adverse effects

*Ductus Arteriosus, Patent: DT, drug therapy
Heart: DE, drug effects

Humans

*Ibuprofen: AE, adverse effects

Infant, Premature



=> fil embase

=> s "IBUPROFEN: AE, ADVERSE DRUG REACTION"/CT or "IBUPROFEN:
IT, DRUG INTERACTION"/CT or "IBUPROFEN: TO, DRUG TOXICITY"/CT

L8 6887 "IBUPROFEN: AE, ADVERSE DRUG REACTION"/CT OR
"IBUPROFEN: IT, DRUG INTERACTION"/CT OR "IBUPROFEN: TO, DRUG
TOXICITY"/CT

=> s (L8 or L6) and L4 and HUMAN/CT
L9 6 (L8 OR L6) AND L4 AND HUMAN/CT

=>d ti 1-6



L9
TI

L9
TI

L9
TI

L9
TI

L9
TI

L9
TI

ANSWER 1 OF 6 EMBASE (c) 2014 Elsevier B.V. on STN

A case of anaphylaxis?.

ANSWER 2 OF 6 EMBASE (c) 2014 Elsevier B.V. on STN

Cardiovascular risks associated with low-dose ibuprofen and diclofenac
as used OTC.

ANSWER 3 OF 6 EMBASE (c) 2014 Elsevier B.V. on STN

Variability in histamine receptor genes HRH1, HRH2 and HRH4 in
patients with hypersensitivity to NSAIDs.

ANSWER 4 OF 6 EMBASE (c) 2014 Elsevier B.V. on STN
Risk of stroke associated with nonsteroidal anti-inflammatory drugs.

ANSWER 5 OF 6 EMBASE (c) 2014 Elsevier B.V. on STN

Comparison of oral paracetamol versus ibuprofen in premature infants
with patent ductus arteriosus: A randomized controlled trial.

ANSWER 6 OF 6 EMBASE (c) 2014 Elsevier B.V. on STN

Evaluation of pharmacokinetic and pharmacodynamic interactions of
sodium oxybate with ibuprofen: A randomized, double-blind, placebo-
controlled, crossover study.



Vyuziti

* vyzkum a vyvoj
* marketing

« podklady pro zpravy PBRE - Periodic benefit-risk
evauation report (drive PSUR - Periodic Safety
Update Report)

 splnéni legislativnich pozadavku
 sledovani konkurence



Dekuji za pozornost.
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