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Obsah prezentace

~, Medical Literature Monitoring service — MLM projekt
EMA

= EV Access Policy for MAHs — reseni pristupu MAHU k
hlasenim v EV db

% I1SO ICH E2B R3 format hlaseni a den D (2.7.2016)
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MLM service - legislativni zaklad |

Implementace ¢lanku 27 narizeni (ES) ¢.726/2004 ve smyslu
zmén dle nafizeni (EU) ¢.1235/2010

~ EMA monltorUJe vybranou medicinskou literaturu s cilem
najit hlaseni podezrelych NU pro LP obsahujici
definované ucinné latky

=, EMA zverejni seznam monitorovanych ucinnych latek a
seznam monitorované medicinské literatury

=, EMA vlozZi ICSRs z monitoringu literatury do db EV (pod
vlastnim vytvorenym cislem)

=, EMA (ve spolupraci s ostatnimi zainteresovanymi

stranami) pripravi dokument Detailed Guide regarding
the monitoring of medical literature and the entry of
relevant information into EudraVigilance db by EMA

erven 2015
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MLM service - legislativni zaklad Il
Clanek 107(3) smérnice 2001/83/ES — doplnéni:

U léCivych pripravku, které obsahuji uc¢inné latky uvedené v
seznamu publikaci, sledovanych agenturou podle clanku 27
nafizeni (ES) ¢. 726/2004 nemusi (nemaji) drzitelé rozhodnuti o
registraci hlasit do databaze Eudravigilance podezreni na
nezadouci ucCinky zaznamenana v Iékarske literature, ktera je na
seznamu, ale sleduji (musi) veSkerou dalsi |ékarskou literaturu a
hlasi jakékoli podezreni na nezadouci ucinky.
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MLM service projekt : EMA business proces

Zjisténi validity,
duplicity plus
exclusion criteria

Vytvoreni
ICSR a
vlozeni do
EV db

Zaznam
informace o

NU AS v lit

MLM seznam
literatury
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MLM service projekt : MAH business proces

Monitoring
AS v ne literatury Vytvofen ’Czdeélénl'
seznamu podle N hladseni podle
MLM AS? soucasného ICSR E pravidel
nastaveni |
kombinace ne E
latek v .
MLM i
seznamu? E ‘ Konec ’
Zjisténi
Je Casopis ne validity,
z MLM duplicity,
seznamu exclusion
casopist? criteria

ano

—> L Konec
se nevytvari
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MLM service projekt — vyvoj v case

Ukoncené vybérové rizeni pro MLM
service — —vybrana
externi firma

Pripraven MLM Guide, nové EV

funkcionality, internal EMA testing —

External testing EMA vs RA a MAHs
(dobrovolnici) —
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MLM service projekt — soucasny stav

Spusténi MLM website a komunikace
na strankach EMA —

Pilotni faze MLM projektu — od
spusténi pro

vybranych 50 chemickych AS

Spusténi MLM service v plné Sifi pro
300+100 AS groups
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MLM service projekt — kde hledat informace

= EMA website pro MLM service (od 12.5.2015)

WWW.ema.europa.eu
Human regulatory/Pharmacovigilance/Medical literature
monitoring:

= Legislativa

~ MLM substance and herbal substance groups — seznam

%~ MLM description of the journal/reference db used (EMBASE,
Medline Plus, IPA, AMED) — jmenny seznam titul( k dispozici

» Detailed Guide plus comments (public consultation)
% Inclusion/exclusion criteria- hlavné podle GVP M VI
%~ http://www.sukl.cz/leciva/doplnujici-informace-2

© 2012 STATNI USTAV PRO KONTROLU LECIV cerven 2015
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MLM service projekt — seznamy

MLM substance and herbal substance groups — seznam

» 300 chemickych ucinnych latek (substance groups —
by active moiety) — soli, estery, fixni kombinace

» 100 rostlinnych Uc¢innych latek (podle rodu)

=, Vybér dle nejvyssi Cetnosti v registracich a MAHU
(zabranéni vytvareni duplicit v EV db)

, Vlybér pevny — update az po 2 letech, zména jen v
pripadé zruseni LP v EU

=, MAHs muzou vznést navrhy na zmény plus vysvétleni

© 2012 STATNI USTAV PRO KONTROLU LECIV cerven 2015
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MLM service projekt — seznamy

MLM description of the journal/reference db - seznam

=, Vybrané odborné srovnavaci literarni db:

=) EMBASE (biomedical reference db)

<, EBSCO: Medline Plus, IPA, AMED (alternative treatment)
%, Tituly indexované i neindexované — konzultace i s MAHy

Inclusion/exclusion criteria pro zpracovani ICSRs — dle GVP
M VI — duvod nezarazeni vidy zaznamenan

=, Nezpracovana hlaseni z analyz RA v ramci EU
", Nezpracovand hromadnd hlaseni na skupiny pacientu

© 2012 STATNI USTAV PRO KONTROLU LECIV cerven 2015
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MLM business proces

ICSR =
nalezené v EudraVigilance EudraVigila

ramci MLM Gateway nce
service

download
area

HI4seni pro
NCA
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MLM EV nastroje (tools and functionalities): podminky

» Registrace v EV - nové nastroje jsou dostupné na
http://eudravigilance.ema.europa.eu/human/index.asp
v zabezpecené casti Production jen pro registrované uzivatele!!

» Aktivace technologie Active X v ramci IE (pro nastroj stahovani
a ukladani ICSR)

EudraVvigilance:

Human

e&, ‘l@ http://eudravigilance.ema.europa.eu/human/indexasp O ~ B & X

l & EudraVigilance - Pharmaco... » l ]

Registered users: Test « Production

e in EEA

Pharmacovigilanc

General

» Mandatory e-reporting essentials

»= Community legisiation and guidance
documents

» 6 steps to e-reporting

» Registration with EudraVigilance

» Template for EU risk-management plans

© 2012 STATN[ USTAV PRO KONTROLU LECIV

Mandatory e-reporting essentials

EudraVvigilance is a data processing network and management
system for reporting and evaluating suspected adverse drug
reactions (ADRs) during the development, and following the
marketing authorisation of medicinal products in the European
Economic Area (EEA). The first operating version was launched
in December 2001.

EudraVigilance supports:

= Tha alartranic avehanna of cuienactad advarca Arnan

» MAHSs required to update, complete and
improve quality of authorised medicinal
product information submitted to the
European Medicines Agency between 16

June and 31 December 2014

» Bulk Update Manager Tool to enable
MAHs submitting medicinal product
information using EVWEB to perform
bulk data operations on their products
held in the XEVMPD is now available

Cerven 2015
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MLM EV nastroje (tools and functionalities):

http://eudravigilance.ema.europa.eu/human/index.asp

= MLM tracking spreadsheets

» MLM Search Results (sum_screen_YYYY_MM_DD) - Excel tab
» MLM ICSRs (sum_icsr_YYYY_MM_DD) — Excel tab

» Archiv ICSRs (Archive)

~ EV ICHISCR Export Manager (funkce ICSR Export) — pro stazeni
xml hlaseni v E2B R2 formatu (i davkové)

= MLM EVWEB - pro stazeni xml hlaSeni v E2B R2 formatu
(davkové stahovani neni mozné)

© 2012 STATNI USTAV PRO KONTROLU LECIV cerven 2015
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MLM EV nastroje (tools and functionalities):

MLM tracking spreadsheets — stahnout a ulozit

» MLM Search Results (sum_screen_YYYY_MM_DD) — vysledky
monitoringu EMA ve védecké a med. literature dle MLM lit
seznamu Vv Excel tabulce

» MLM ICSRs (sum_icsr_YYYY_MM_DD) - zhodnocené nélezy z
literatury a informace o vypracovanych ISCRs v Excel tabulce

=~ Update seznamu denné (business day) — v seznamu je pripad
(case) do stavu Completed report (potvrzeni, ze to je nebo
neni hlaseni, neni potreba FU nebo odpovéed k FU byla
obdrzena) — pak presun do c¢asti

» Archive — zde pristupné trvale (stejny nazev soubor( s datem
vytvoreni)

© 2012 STATNI USTAV PRO KONTROLU LECIV cerven 2015
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MLM EV nastroje (tools and functionalities):

Home Restricted
Home Public

Eudravigilance:

Medical Literature

Restricted Area

Monitoring

(> vwees )

P xEVMPD Export

Welcome to the restricted area of the EudraVigilance website P MLM Search results

To continue, please select one of the available functionalities
from the menus on the left of the screen

P MLM ICSRs

P xEVMPD Bulk update

P EV Post

EV Registered
Partners

» Manage your profile

P Archive
» ICSR Export

P Substances

> QPPV List

> Organisations List
——— P> Further MLM info
Medical Literature

Monitoring

P MLM Search results

P> MLM ICSRs

Medical Literature

P Archive

> ICSR Export

Monitoring

P Substances

P Further MLM info

P MLM Search results

User Support

» Help Desk
» EVWEB » MLM ICSRs
Troubleshooting

P XEVMPD product
export tool user
manual

P Archive

P XEVMPD Data-Entry
Tool (EVWEB) User
Manual

P xEVMPD Bulk Update
User Manual

» ICSR Export

P Substances

P Change Password

P Further MLM info
Copyrig 004
EMEA - European Medicines

SN

© 2012 STATN[ USTAV PRO KONTROLU LECIV

Medical Literature

Monitoring

P MLM Search results
P> MLM ICSRs

» Archive

» ICSR Export

P Substances

» Further MLM info

Cerven 2015
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MLM EV nastroje (functionalities):
sum_screen_YYYY_MM_DD

, Polozky v tabulce:

Substance group, reference db, datuma cas hledani, lit reference,
primary source country, DOI

D14 - Je | Dieckmann K-P, Anheuser P, Gehrckens R, Aries SP, lkogho R, Hollburg W. Factor V Leiden mutation triggering four major complications to standard dose cisplatin-chemotherapy for testicular seminoma: A case report. BMC =y

A 8 [ [ D [ E F ] k [E

Primary Document i

Reference Date & time of source  Object
1 Substance group database search Literature reference (Vancouver Style: Author(s). Title. Journal. Year;Vol:1st page-last page) country Identifier

2 |Erythromycin Embase 17.4.2015 14:00 McCoy, Spock, Uhuru, &t al. An unexpected food interaction with a commeon antibiotic. Interstellar Journal of Medicine. 2012; 43: 007-69 ES 2015-04-001
3 |paracetamol Embase 17.4.2015 14:00 Love D et al. Valproate in pregnancy. Lancet. 2015; 336:309-15 GB 2015-04-005
4 |Rivastigmine Embase 24.4.2015 14:45 Stollberger C, Ulram A, Bastovansky A, Finsterer J. Traumatic fatal cerebral hemorrhage in an old patient with a history of multiple sclerosis under dabigatran: A case repol AT 2015-04-007
5 |Cisplatin Embase 2442015 14:45 Melichar, B. Hepatic arterial infusion in hepatocellular carcinoma: a single center experience. Biomedical Papers of the Medical Faculty of Palacky University in Olomouc, CZ 2015-04-008
6 | Cefuroxime Embase 2442015 14:45 Paukert ), Kopelentova E, Dvorakova IL, Kralova M, Charvatova M, Paukertova M, et al. Allergy to beta-lactam antibiotics in children. Ces-slov Pediat. 2015;70(1):9-13 [ord 2015-04-009
7 |QUETIAPINE Embase 24.4.2015 14:45 Garcia S. Clinical case: Medication errors in a polymedicated patient during hospitalization. Pharm Care Esp. 2015;17(1):287-91 ES 2015-04-010
8 |Anastrozole Embase 24.4.2015 14:45 Lacey R, et al. Anastrozole: Steatohepatitis: case report. Reactions weekly. 2015;1537:27 GB 2015-04-012
g9 | LINEZOLID Embase 2442015 14:45 Agrawal R, Addison P, Saihan Z, Pefkianaki M, Pavesio C. Optic neuropathy secondary to Linezolid for multidrug-resistant mycobacterial spinal tuberculosis. Ocul Immuno GB 2015-04-013
10 |Risperidone Embase 2443015 14:45 M. Tirza Naarden, Alie Schuitemaker, Hilde M H. Braakman, Tristan P.C. van Doormagl, Giorgio L Porro en 1 5. [Rob) Straver. |diopathische intracraniéle hypertensie bij obe NL 2015-04-014
11 |AZATHIOPRINE ~ Embase 24.4.3015 14:45 Ruck T, Bittner §, Kuhlmann T, Wiendl H, Meuth SG. Long-term efficacy of alemtuzumab in polymyesitis. Rheumatology (Oxford). 2015;54:560-562 DE 2015-04-017
12 |AZATHIOPRINE  Embase 2442015 14:45 Bakhtiar §, Jarisch A, Sorensen J, Klingebiel T, Rietschel C, Keller KM et al. Long-term follow-up after stem cell transplantation in a child with LRBA deficiency suffering from DE 2015-04-018
13 |AZATHIOPRINE ~ Embase 2442015 14:45 Thomas S, Schelker R, Klobuch 3, Zaiss 8, Troppmann M, Rehli M, et al_ Biomodulatory therapy induces complete molecular remission in chemorefractory acute myeloid leu DE 2015-04-018
4 |CISPLATIN Embase 24.4.2015 14:45|Dieckmann K-P, Anheuser P, Gehrckens R, Aries SP, Ikogho R, Hollburg W. Factor V Leiden mutation triggering four major complications to standard dose cisplati n-chemoth|DE 2015-04-020
15 |Ramipril Embase 24.4.2015 14:45 Bas, M. Arandomized trial of icatibant in ace-inhibitor-induced angicedema. New England Journal of Medicine. 2015;372 (5):418-425 DE 2015-04-021
16 |PARACETAMOL  Embase 27.4.2015 16:09 Akhtar ), Brant £, Morato D, Yanta ) H. Atypical neuroimaging findings in a patient presenting with overdose: A case report. Clinical Toxicology. 201553 (4):306 us 2015-04-022
17 |PARACETAMOL  Embase 27.4.2015 16:09 Bengali R, et al. Multiple drugs Various toxicities: case report. Reactions Weekly. 2015;1544:65 us 2015-04-023
18 |CODEINE Embase 27.4.2015 16:09 Herndon GW, Wyman JF, Felo JA, Lavins ES, Gilson TP. Various drugs Fatal intoxication and sepsis. Reactions monthly. 2015;1542:215 us 2015-04-024

19 |PARACETAMOL  Embase 27.4.2015 16:09 Daisuke Takeuchi, et al. Two Cases of Chronic Somatic Pain Successfully Treated with Duloxetine. Japanese Journal of Psychiatric Treatment. 2015;30 (3):415-419 P 2015-04-025 1

Harimoto N, Wang H, lkegami T, Takeishi K, Itch 5, Yamashita Y- et al. Hepatology: Rare Stevens-Johnson syndrome and vanishing bile duct syndrome induced by i
20 |PARACETAMOL  Embase 27.4.2015 16:09 acetaminophen, requiring liver transplantation. ] Gastroenterology and Hepatology. 2015;30:656 P 2015-04-026

Lee P, Shen M, Wang §, Spiegler P, Caraccio T, DeMuro J, et al. Possible hepatotoxicity associated with intravenous acetaminophen in a 36-year-old female patient. P T.

21 |PARACETAMOL Embase 27.4.2015 16:09 2015;40(2):123-32. us 2015-04-027

Nanishi E, Hoshina T, Ohga §, Nishio H, Hara T. Drug reaction with eosinophiliz and systemic symptoms during primary EpsteineBarr virus infection. Journal of

© 2012 STATN[ USTAV PRO KONTROLU LECIV
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[ ]
nastroje (functionalities):
— — — —
lozk bul b f db, datum a cas hledani, li
.
Polozky v tabulce: substance group, rererence , datum a cas hledani, lit
. . . . .
reference, primary source country, DOI, Inclusion/exclusion criteria,
firmed ial ious?, full d full '
confirmed/potential ICSR, serious?, full text request date, full text receive
. . . . .
date, translation request date, translation receiv date, suspect or interacting
d ion d
products, WWID, Creation date ....
Ka - Jx | 24.4.2015 v
A B (5 D E F G H I ] =
- K L M N 0o P a "
. . Primary Document Confirmed ) Full text Translation Translation Suspect or interacting . N
Reference Date & time of Literature reference (Vancouver Style: Author(s). . . Serious Full text B Creation  Transmiss
Substance group source Object . [ potential reguest . request receive  products/ substances WWID (A.1.10.1)
databar~ search Title. lournal. Year;Vol:1st page-last page) . ? receive de*~ . . date date (E\
1 i hd ~ | count ~ Identifie ~ ICSRs (C) ~ - date - hd date ~ date ~ (semicolon delimite ~ - -
2 |Erythromycin Embase 17.4.2015 14:00 McCay, Spock, Uhuru, et al. An unexpected food interac ES 2015-04-001 V C ¥ 17.04.2015 20.04.2015 Erythromycin ES-MLMSERVICE-MLMTESTCASEL 21.04.2015 21.04.2
3 |Paracetamol Embase 17.4.2015 14:00 Love Det al. Valproate in pregnancy. Lancet. 2015; 336: GB 2015-04-005 V C Y 17.04.2015 20.04.2015 Codeine; Paracetamol; E GB-MLMSERVICE-MLMTESTCASE2 21.042015 21.04.2%
4 |Rivastigmine Embase 24.4.2015 14:45 Stollberger C, Ulram A, Bastovansky A, Finsterer J. Traui AT 2015-04-007 V [ Y 24.04.2015] 24. 2015. Rivastigming; Dagibatrii AT-MLMSERVICE-TESTCASE-20150427-01  27.04.2015 27.04.2
5 | Rivastigmine Embase 24.4.2015 14:45 Stollberger C, Ulram A, Bastovansky A, Finsterer |. Traui AT 2015-04-007 V C Y 24.04.2015 24.04.2015 Rivastigming; Dagibatrii AT-MLMSERVICE-TESTCASE-20150427-02  27.04.2015 27.04.2
6 |Cefuroxime Embase 2442015 14:45 Melichar, B. Hepatic arterial infusion in hepatocellulai CZ 2015-04-008 V C ¥ 24042015 24042015 Cefuroxime; Benzylpenic CZ-MLUMSERVICE-TESTCASE-20150427-03  27.04.2015  27.04.2
7 |Cisplatin Embase 24.4.2015 14:45 Paukert J, Kopelentova E, Dvorakova IL, Kralova M, Cha CZ 2015-04-009 V © Y 24042015 24042015 Cisplatin CZ-MLMSERVICE-TESTCASE-20150427-04 27.04.2015 27.04.2
8 |QUETIAPINE Embase 2442015 14:45 Garcia S. Clinical case: Medication errors in a polymec ES 2015-04-010 V C Y 24042015 24042015 24.04.2015 24.04.2015 QUETIAPINE ES-MLMSERVICE-TESTCASE-20150427-05  27.04.2015 27.04.2
5 |LINEZOLID Embase 24.4.2015 14:45 Agrawal R, Addison P, Saihan Z, Pefkianaki M, Pavesio GB 2015-04-011 V C Y 24042015 24042015 LINEZOLID GB-MLMSERVICE-TESTCASE-20150427-06 27.04.2015 27042
10 Anastrozole Embaze 24.4.2015 14:45 Lacey R, et al. Anastrozole: Steatohepat case report. GB 2015-04-011 V C Y 24042015 24042015 Anastrozole GB-MLMSERVICE-TESTCASE-20150427-07 27.04.2015 27.04.2
11 QUETIAPINE Embase 24.4.2015 14:45 Wassef N, Khan N, Munir 5. Quetia nduced myoca GB 2015-04-012 V C Y 24042015 24042015 Quetiapine; Methylphen GB-MLMSERVICE-TESTCASE-20150427-08  27.04.2015  27.04.2
12 |QUETIAPINE Embase 24.4.2015 14:45 Wassef N, Khan N, Munir 5. Quetiapine-induced myoca GB 2015-04-013 V C Y 24042015 24042015 Quetiapine; Methylphen GB-MLMSERVICE-TESTCASE-20150427-09  27.04.2015  27.04.2
13 |Risperidone Embase 24.4.2015 14:45 M. Tirza Naarden, Alie Schuitemaker, Hilde M.H. Braakr NL 2015-04-014 V C Y 24.04.2015 24.04.2015 Risperidone NL-MLMSERVICE-TESTCASE-20150427-10 27.04.2015 27.04.2 l
14 Zopiclone Embase 2442015 14:45 Holvast A, et al. Sodium oxybate/zopiclone: Various tox NL 2015-04-015 V C ¥ 24.04.2015 24.04.2015 Zopiclone NL-MLMSERVICE-TESTCASE-20150427-11  27.04.2015 27.04.2
15 Zopiclone Embase 2442015 14:45 Holvast A, et al. Sodium oxybate/zopiclone: Various tos NL 2015-04-015 vV C ¥ 24042015 24042015 Zopiclone NL-MLMSERVICE-TESTCASE-20150427-12  27.04.2015 27.04.2
16 Zopiclone Embase 24.4.2015 14:45 Holvast A, et al. Sodium oxybate/zopiclone: Various tos NL 2015-04-015 V C ¥ 24042015 24042015 Zopiclone NL-MLMSERVICE-TESTCASE-20150427-13  27.04.2015 27.04.21=§
17 ACETYLSALICYLIC Al Embase 24.4.2015 14:45 Bergmann KC, Zuberbier T, Church MK. Omalizumab in- DE 2015-04-016 V P Y 24042015 24042015 24.04.2015 27.04.2015 ACETYLSALICYLICACID  DE-MLMSERVICE-TESTCASE-20150428-14 28.04.2015 28.04.2
18 AZATHIOPRINE Embase 24.4.2015 14:45 Ruck T, Bittner S, Kuhimann T, Wiend| H, Meuth 5G. Lonj DE 2015-04-017 V P Y 24042015 24042015 24.042015 27.04.2015 AZATHIOPRINE DE-MLMSERVICE-TESTCASE-20150428-15  23.04.2015 28.04.2
19 AZATHIOPRINE Embase 2442015 14:45 Bakhtiar 5, larisch A, Sorensen J, Klingebiel T, Rietschel DE 2015-04-018 V P Y 24042015 24042015 24.04.2015 27.04.2015 AZATHIOPRINE DE-MLMSERVICE-TESTCASE-20150428-16  28.04.2015 28.04.2
20 AZATHIOPRINE Embase 24.4.2015 14:45 Thomas S, Schelker R, Klobuch §, Zaiss §, Troppmann MDE 2015-04-015 vV P Y 24042015 27.04.2015 27.04.2015 28.04.2015 AZATHIOPRINE DE-MLMSERVICE-TESTCASE-20150428-17  28.04.2015 25.04.2
21 |CISPLATIN Embase 24.4.2015 14:45 Dieckmann K-P, Anheuser P, Gehrckens R, Aries SP, Ikog DE 2015-04-020 V P Y 24042015 27.04.2015 27.04.2015 28.04.2015 CISPLATIN DE-MLMSERVICE-TESTCASE-20150428-18 28.04.2015 28.04.2
22 Ramipril Embase 24.4.2015 14:45 Bas, M. A non-randomized trial of icatibant in ace-inhi DE 2015-04-021 V P Y 24042015 27.04.2015 Ramipril DE-MLMSERVICE-TESTCASE-20150428-19  28.04.2015 28.04.2
23 |Ramipril Embase 24.4.2015 14:45 Bas, M. A non-randomized trial of icatibant in ace-inhi DE 2015-04-021 V P Y 24042015 27042015 Ramipril DE-MLMSERVICE-TESTCASE-20150428-20 23042015 28042 !
24 |Ramipril Embase 24.4.2015 14:45 Bas, M. A non-randomized trial of icatibant in ace-inhi DE 2015-04-021 V P Y 24.04.2015 27.04.2015 Ramipril DE-MLMSERVICE-TESTCASE-20150428-21 28.04.2015 28.04.2
25 Ramipril Embase 24.4.2015 14:45 Bas, M. A non-randomized trial of icatibant in ace-inhi DE 2015-04-021 V P Y 24042015 27.04.2015 Ramipril DE-MLMSERVICE-TESTCASE-20150428-22  28.04.2015 28.04.2
26 |Ramipril Embase 24.4.2015 14:45 Bas, M. A non-randomized trial of icatibant in ace-inhi DE 2015-04-021 V P Y 24042015 27042015 Ramipril DE-MLMSERVICE-TESTCASE-20150428-23 23042015 280421 N
27 |Ramipril Embase 24.4.2015 14:45 Bas, M. A non-randomized trial of icatibant in ace-inhi DE 2015-04-021 V P Y 24.04.2015 27.04.2015 Ramipril DE-MLMSERVICE-TESTCASE-20150428-24 28.04.2015 28.04.2 I
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MLM EV nastroje (functionalities):
sum_icsr_YYYY_MM_DD cast Il

Polozky v tabulce: pokracovani: transmission date (EV), transmission date

(NCA), FU to be initiated?, date FU initiated, Date reply requested by, Reply
received?, Date FU received, FU creation date, FU transmission date (EV), FU

transmission date (NCA), duplicate?, Master WWID-other case numbers,

Nullified?, Nullification date

+ o Kopirovat tormat - = - = T - - 7" formatovani = jako tabulku = M - . . (£ Vymazat filtrovat = wybrat ~
Schranka Pismo Zarovnani Cislo Styly Buriky Upravy
T22 M f
A D o] P Q R 5 T u W w X Y z AA AB AC AD
Literature reference (Vancouver . . .. Futobe Date reply  Reply . FU Fu . HAntEL § T
Creation  Transmission Transmission | Date FU . Date FU  FU creation . . . Duplicate? WWID; MNullifie Nullification
Substance group  Style: Author(s). Title. Journal. WWID (A.1.10.1) initiated? | requested received? . transmission transmission
date date (EV' | date (NCA* initiated receiver date (Y/N)— Othercar~ d? date
1 A Year;Vol:1st page-last page} |~ " - - | (Y/N~ - by |*| [¥/N~ - v date(EV v | date (NC/~ - A - -
2 |Erythromycin McCoy, Spock, Uhuru, et al. An unexg ES-MLMSERVICE-MLMTESTCASEL 21.042015| 21.04.2015| 21.04.2015|Y 22042015 20052015|Y 29.04.2015| 29.04.2015| 29.04.2015| 29.04.2015
3 |Paracetamol Love D et al. Valproate in pregnancy|GB-MLMSERVICE-MLMTESTCASE2 21.042015| 21.04.2015| 22.04.2015|Y 22042015 20052015|Y 29.04.2015| 29.04.2015| 29.04.2015| 29.04.2015
4 Rivastigmine Stollberger C, Ulram A, Bastovansky | AT-MLMSERVICE-TESTCASE-20150427-( 27.04.2015| 27.04.2015| 28.04.2015|Y 27.04.2015( 20052015|Y 29.04.2015| 29.04.2015| 29.04.2015| 29.04.2015
5 Rivastigmine Stollberger C, Ulram A, Bastovansky | AT-MLMSERVICE-TESTCASE-20150427-( 27.04.2015| 27.04.2015| 28.04.2015|N
6 Cefuroxime Melichar, B. Hepatic arterial infusio|CZ-MLMSERVICE-TESTCASE-20150427-(] 27.04.2015| 27.04.2015| 28.04.2015|Y 27.04.2015( 20052015|Y 29.04.2015| 29.04.2015| 29.04.2015| 29.04.2015
7 |Cisplatin Paukert ), Kopelentova E, Dvorakova|CZ-MLMSERVICE-TESTCASE-20150427-( 27.04.2015| 27.04.2015| 28.04.2015|N
8 QUETIAPINE Garcia §. Clinical case: Medication § ES-MLMSERVICE-TESTCASE-20150427- 27.04.2015| 27.04.2015| 27.04.2015|Y 27.04.2015| 2005.2015]Y 29.04.2015| 29.04.2015| 29.04.2015| 29.04.2015
S LINEZOLID Agrawa| R, Addison P, Saihan Z, Pefk|GB-MLMSERVICE-TESTCASE-20150427- 27.04.2015| 27.04.2015| 27.04.2015|Y 27.04.2015( 20052015|Y 29.04.2015| 29.04.2015| 29.04.2015| 29.04.2015 Y 29.04 2015
10 |Anastrozole Lacey R, et al. Anastrozole: Steatohe GB-MLMSERVICE-TESTCASE-20150427- 27.04.2015| 27.04.2015| 27.04.2015|Y 27.04.2015( 20052015|Y 29.04.2015| 29.04.2015| 29.04.2015| 29.04.2015
11 QUETIAPINE Wassef N, Khan N, Munir 5. Quetiap{GB-MLMSERVICE-TESTCASE-20150427-{ 27.04.2015| 27.04.2015| 27.04.2015|N
12 QUETIAPINE Wassef N, Khan N, Munir 5. Quetiap{GB-MLMSERVICE-TESTCASE-20150427-{ 27.04.2015| 27.04.2015| 27.04.2015|N
13 Risperidone M. Tirza Naarden, Alie Schuitemaker| NL-MLMSERVICE-TESTCASE-20150427-1 27.04.2015| 27.04.2015| 28.04.2015|Y 27.04.2015( 20052015|Y 29.04.2015| 29.04.2015| 29.04.2015| 29.04.2015
14 |Zopiclone Holvast A, et al. Sodium oxybate,/zop| NL-MLMSERVICE-TESTCASE-20150427-1 27.04.2015| 27.04.2015| 28.04.2015|Y 27.04.2015( 20052015|Y 29.04.2015| 29.04.2015| 29.04.2015| 29.04.2015 Y 29.04 2015
15 |Zopiclone Holvast A, et al. Sodium oxybate,/zop| NL-MLMSERVICE-TESTCASE-20150427-1 27.04.2015| 27.04.2015| 28.04.2015|N
16 |Zopiclone Holvast A, et al. Sodium oxybate,/zop| NL-MLMSERVICE-TESTCASE-20150427-1 27.04.2015| 27.04.2015| 28.04.2015|N
17 ACETYLSALICYLIC Al Bergmann KC, Zuberbier T, Church M| DE-MLMSERVICE-TESTCASE-20150428-] 28.04.2015| 28.04.2015| 28.04.2015|Y 28.04.2015 21.05.2015|Y 29.04.2015| 29.04.2015| 29.04.2015| 29.04.2015 Y 29.04 2015
18 AZATHIOPRINE Ruck T, Bittner §, Kuhlmann T, Wiend DE-MLMSERVICE-TESTCASE-20150428-] 28.04.2015| 28.04.2015| 28.04.2015|Y 28.04.2015 21.05.2015|Y 29.04.2015| 29.04.2015| 29.04.2015| 29.04.2015
15 AZATHIOPRINE Bakhtiar 5, Jarisch A, Sorensen J, Klir| DE-MLMSERVICE-TESTCASE-20150428-] 28.04.2015| 28.04.2015| 28.04.2015|N
20 AZATHIOPRINE  |Thomas §, Schelker R, klobuch S, Zai{ DE-MLMSERVICE-TESTCASE-20150428-] 28.04.2015| 28.04.2015| 28.04.2015|N
21 CISPLATIN Dieckmann K-P, Anheuser P, Gehrcke DE-MLMSERVICE-TESTCASE-20150428-] 28.04.2015| 28.04.2015| 28.04.2015|N
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IMLM EV nastroje (tools): preposilani a stahovani ICSRs

=, NCAs — automatickeé preposilani MLM ICSRs (podle
zemi vyskytu) podle dohody (z ID MLMSERVICE pres
Gateway nebo WebTrader)

=, MAHSs — nastroj pro stazeni MLM ICSRs v E2B
formatu:

-, EV ICHISCR Export Manager (funkce ICSR Export) —
pro stazeni xml hlaseni v E2B R2 formatu (i davkové)

=, MLM EVWEB - pro stazeni xml hlaseni v E2B R2
formatu (davkové stahovani neni mozné)

© 2012 STATNI USTAV PRO KONTROLU LECIV cerven 2015
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MLM EV nastroje (tools): stahovani MLM ICSRs

-, EV ICHISCR Export Manager
=, Vydany manudl (EMA) 11/05/2015:

New functionalities in support of the medical literature
monitoring service (User manual: EV ICHISCR Export
Manager, MLM EVWEB & tracking spreadsheets)

http://www.ema.europa.eu/docs/en GB/document lib
rary/Other/2015/05/WC500186798.pdf

=, V\yukova prezentace (kratké video)- YouTube

© 2012 STATNI USTAV PRO KONTROLU LECIV cerven 2015
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MLM EV nastroje (tools): stahovani MLM ICSRs
, EV ICHISCR Export Manager

EUROPEAN MEDICINES AGENCY P
0 U & Eudravigilance ICHICSR Export Manager

) Click the filter name to display / hide the filter. e pdassep (AAA)
e The Celechom it b ered om anly when 10 MgRighted in the st e it HUMAN PRODUCTION V. 7.11.5.1

Active Substance Group
Active Substance Combination

Start Date* Medical Literature

Official Receive Date 2015-03-11

(Date the ICSRs were entered into EV)

End Date* Monitoring
Official Receive Date 2015-03-26

(Date the ICSRs were entered into EV)

Country of Occurrence P MLM Search results
Country of Occurrence (Groups)

Dosage Form ™ MLM ICSRs

» Archive
s > ICSR Export
Active Filters ik oo theran: cithe ieatn Start Date End Date
- P Substances
@ Initial - =
Request Name S m Count Request ] I Refresh List
» Further MLM info
Request Name Size Status
EEEEE——————

Requested on 18/03/2015 16:18, ICHICSR 3(3KB) Completed
allcountriesSonly (on 18/03/2015 12:53), ICHICSR 5 (3 KB) Completed
3-18march59records (on 18/03/2015 12:23), ICHICSR 59 Cancelled
3-18march59records (on 18/03/2015 12:23), ICHICSR 59 (186 KB) Completed

KO_Cntry,dosform&com (on 18/03/2015 11:09), ICHICSR 3(3KB) Completed "
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MLM EV nastroje (tools): stahovani MLM ICSRs

-, EV ICHISCR Export Manager

, Filtry:

» Nazev AS LP podezrelého nebo interagujiciho
» Datum case transmission to EV

» Zemé vyskytu (occurence country), pokud neni znama tak
Primary source country

» Pharmaceutical form
=, Povinné filtry pro spusténi hledani:
» Start date/End date (podle data vlozeni ICSR do EV)

=, Funkce Save filters/Load filters !
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MLM EV nastroje (tools): stahovani MLM ICSRs

~, MLM EVWEB:

56 filter options — vice nez ICSR Export Manager

Display Settings -

Create and Send ICSRs | Create and Send Acks | WEB Trader ”l ICSHs ICreate and Send Product Reports | Medicinal Products | MedDRA |

_I Reset Application | Reset Section | Clearl ﬂﬂlg:; l Run to Excel | J

- Safety Reports (-)
~-ICHICSR Messages ()
- Aueries

--Case Tracking List
l All Reports
LM Reparts

-Reports with Warnings
B Reports with Errors
m@-ICHICSR Messages
=- Statistics

EudraVigila

| / Description| Name/Value

Reporting Type

Local Repert Number (Matches)
Blinded Suggestion

Blinded

Blinded (Manual Recode Status)
Message Receive date
Message Receive date (From)
Message Receive date (Up to)
Transmission date
Transmission date (From)
Transmission date (Up to)
Primary Source Country
Occurrence Country

Reporter Country

Study Mame (Matches)

Study Number (Matches)
Study Type

Medicinal product (Matches)
Active substance (Matches)
Drug characterization

Product Scientific Name (Matches)
Drug Indication (code)

w |

OO0O00O0O00O00O000000000000

© 2012 STATN[ USTAV PRO KONTROLU LECIV

EV Services
(> cvwee
P xEVMPD Export

> xEVMPD Bulk update

P EV Post

EV Registered
Partners

P Manage your profile

P QPPV List
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MLM service projekt

%, Co se od MLM ocekava? Prinos v oblastech:
%, Zvyseni efektivity procesu hlageni NU

s, Zjednoduseni procesu monitorovani literatury pro
farmaceuticky pramysl (?)

=, Snizeni pocCtu duplikatt v EV db, tim zvyseni kvality
datv db

=, Prispévek k usporam (zdroju) pro farmaceuticky
prumysl

=, Podpora a zlepseni detekce signalu
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I

EV Access Policy pro drzitele (MAH)

, Pristup k ICSRs v EV db (data z EVDAS) pro MAHs, NCAs and
EMA — podle preddefinovanych Urovni pristupu

= MAHSs — pristup ke vSem hlasenim s podezrelou AS, pokud pro
LP obsahuijici tuto AS jsou drzitelé registrace v EU (od MAHs,
NCAs, EMA MLM)

%, Pristup k line listings hlaseni (EVDAS)

%, s moznosti vygenerovat tzv. ICSR R3 form (podle access level)
ICSR R3 form (nahradi CIOMS)

» uis polozkami R3 formatu

» ,dynamicky” formular — nevyplnéna pole a pole pro které je
uzivateli zamezen pristup se vibec neobjevi

» Vlybér polozek, které budou ve formulari — co nejvic, ne
vsechny
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EV Access Policy pro drzit

EVEM Master ICSR(s)
Warkdwide Uriue Caze Number C151 5 FHARMACOMPANY INC 200816350
Sender type C 3.1 [Fharmacmtical Company

[sender's Organisation C3.2
‘Was Recerved from Source C14

[Prianmacompany N

[Date of Wost Recant Information C15.
Type of Report €13 [Seaay
EucraCT C8 11

Study Name
<.

ele (MAH): ICSR R3 form

| 2z |

Stuay Tvee
[Reporter's quafication C 2.4 [Fhysican
Patient initials | Country Date of birth Age Rge group Sex Weight (kg
(Number,UNIT) 023 s 03
01 cars; D.2.23;
c2cs 22
Reacton sart | Reacion p | Durstionsf | Ouicome of heacion | Rechallnge?) | Seriouaness®
e aane Reaction €17 reaction
MeaoRALLT [ £is (rumber, recumea?’ | 13204
IR s} Groia
(€16, E168)
[ija00 0 Vel Geth
8 [Caldumlow 16/11/2007 yesing. e threat.
g Potassium low S6/11/2007 haspital
2 [WC decremed 16/11/2007 vk | dissviey
16/11/2007 cangen
puimonany hemorrg /AT Faal aher
hiestoche _fpa007 nofma
e maptysi —/_noor o
Fivpenia 2007 gl
= RIS Trommy | B | Defmbon ot e
| k21108621208 | Theapysan | Thempyson | cumten | (number | imerval untiekans) | Aciontakenwith
e Ghzarin ate aste tromeer, | wme) | a0 nomberofuns oz
ot rane Gkars wie) | Gharsa in the interval Gka
Gh2ars cusros | cusrm Grara
N Er— S|t o e
g /102007
H Crveiioi oo
I carvediol _/_f2005
Ty —
Sonectatin o
Tetnoprt Generel
c tsincprl /o
Tarmaprasole Generd
< amoprazsle
* Seriousness: death = resuits in death; ife threat.= = requires of
hespitalization; disability = results in ; cengen. = congenital defect; other = other medically
important information; blank = non-serious

**Drug role: S=suspect; Nenot
*+* additional information on Drug” 1=Counterfeit; 2= Overdose; 3=Drug taken by the father; 4=0rug taken beyond expiry date;
ted and found within Batch and
s=Misuse; o=abuse; 11=0ff zbel use; blank=na additional information

o Route of
i sdmiristration
Orug | GR22EU G211 08 Indication indication as reporied | (5472020 0% Basch/
it | Gh2i20RGk23r20 Medoas LT by the primany source | <% 47104 20 Lot number
G0 or GkTrib e & Ghan?
- (YRS
Ghar1l2moR
Ghariia) Uterature reference:
Sutent/sunitinib Renal cancer car2
L
Carvediol Genercl
carvediol
Resrvastatin Generel Pr—
P - 2
Tiinopril Generie/
? hsinoprl
Gnsoprazole Generi/
fanzoprazole
TMZADRA Term StariDate | Continuing | EnaDate | Family  [Comments Syimns ] o A b i
DIirih 0712 | 071c3 | Daiee | Hsory [o7es
D716
-
5 [Rematsurgery T ™ iy removed e
£ £ |me I ST 0 ngs e
ZE [Heortansck s
I
f hestastatc senal sl Lung ane itar node involvement. from 2003 to
g e "
28 |oowm | soarzoos Jres Jearty 2006 v ested with soratenit
E
23
2 |t History and C [ Jevent]
72
[ Sy ' s Tt
DRUG StartDate | End Date Indication Reaction (MedDRA term]
¢ |paryosricuiosrie] pars Dars (MedORA Term)
2 u3 DEr6h
I
El !
H] Tert e Vo | Wormal | femt Commerss res o)
s ] ey i 7 e v o v s iy
% 7 quaiter) | £ra3 | fes | Fre | edpsa
2 s (e et
/ S raa
5
i
3 Coicom Very tow]
Reported 4
utopey-determived Causels)of tassium ry tow]
Doteof | Causel] of Desth|  Reported Causele) of Death | Autogsy- determined | HPFIET ) e fenlow
Death | (Me£DAA Term) (frwe text) = Cause{s)of Death oy,
= . {free ext) Chest Xray
H
1gentification of duplicates and the reports linked to this report
12/13/2007 upicates Tinked reports
c191r2 caor
I US PHARMACOMPANY INC-200611129
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case narrative:
Hi

Lorem ipsum dolor sit amet, consectetuer adipiscing efit. Mascenas porttitor congue mass2, Fusce posuere, magna sed pulvinar ultricies,

purus lectus it amet Hunc v en
pellentesque habi et

peds. Mauris etorci asnean nec lorem.

In porttitor. Done laoreet nonummy augue. Suspendisse dui purus, scelerisque at, vulputate vitag, pretium mattis, nunc. Mauris eget

neque at sem venanatis elsifend. Ut nonummy.

Fusce aliquet pede non pede. Suspendisse dapibus lorem pellentesqus magna. Integer nulla. Donee blandit feugiat ligula. Donec

hendrerit, purus ipsum pretium metu:

nonummy

Lorem ipsum dolor sit amet, consectstuer adipiscing it congue massa. Fusce sed pulinar ultricies,
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I

ICSR E2B(R3) format - implementace

=, Den D: 0od 1.7.2016 — MAHSs, NCAs i EMA musi byt
schopni prijmout hlaseni zaslané v R3 formatu

% IT systém (EMA) dale podporujici i R2 — neni termin pro
zastaveni pouzivani R2

= EMA — k 07/2016 spusténa EV db pracujici s hlasenimi v
R3 formatu (EMA odesila v R3)

= MAHs —

» E2B(R3) db

» E2B(R2) db s pouzitim EMA backwards and forwards
conversion tool (BFC)

» EVWEB — pripravena verze v R2B(R3) formatu
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-
ICSR E2B(R3) format - implementace

=, EVWEB - E2B(R3) format i vzhled

s, Training courses — od EMA

» E-learning pro stavajici EVWEB uZivatele
» Face to face jen minimalné

» Novi EVWEB uzivatelé —i face to face training plus
nové materialy

%, Casovy pribé&h zmén do ,zprovoznéni db EV“

Soucasnost — audit Ukonceni EV July 2016 -6 mésicu po

EV auditu —July 2016 oznameni uspésného ‘ auditu — dale
FAZE | ukonzent auditu FAZE Il W_

Cerven 2015
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Dékuji za pozornost

STATNI USTAV PRO KONTROLU LECIV
Srobarova 48, 100 41 Praha 10

tel.: +420 272 185 111

fax: +420 271 732 377

e-mail: posta@sukl.cz
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