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The project is implemented under the Innovative Medicines TNTioTiVe
(IMI2).
The project is co-funded by the European Union and the Europea

pharmaceutical industry.

The project involves 34 academic centers and 10 commercial partners.
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centers for pharmacology education and neonatal/pediatric clinicol
trials in the Czech republic and Slovakia
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The Innovative Medicines Initiative — international collaboration
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= Title: A multidrug PK/PD analysis for anticonvulsive pharmacotherapy

In neonates and children up to three years of age

30.11 2018 (thelst sublbbmission) 25.1 2019 (the 2nd submission)
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Projekt Connect4Children (c4c): spoluprace v oblasti
klinické farmakologie v neonatologii

P. Pokorna 123, O. Slanar ! B8 Univeri Karovs
1) Ustav farmakologie I. LF UK a VFN v Praze, Ceska republika
2) Klinika détského a dorostového lékarstvi |. LF UK a VFN v Praze, Ceska republika
3) Intensive Care and Department of Pediatric Surgery, Erasmus MC - Sophia Childrens Hospital, Rotterdam, Nizozemsko

- Erasmus MC

= - e
Uvod efpia
Projekt Connect4Children je planovan pro obdobi 2018-2024 (http://www.imi.europa.eu/). Karlova univerzita se zapojila do projektu dne
23.12.201. Farmakologicky Ustav 1. LF a VFN spolu s Klinikou détského a dorostového Iékafstvi 1.LF UK a VFN se staly koordina¢nim

centrem pro Ceskou a Slovenskou republiku. Projekt je realizovan v ramci iniciativy pro inovativni légiva (IMI2). Jedna se o projekt
spolufinancovany Evropskou unii a evropskym farmaceutickym pramyslem. Do projektu je zapojeno 34 akademickych center a 10

komerénich partnert (obrazek 1).

Cil a metody

Cilem projektu je vytvorit celoevropskou sit klinickych center pro provadéni neonatologickych a pediatrickych klinickych hodnoceni. Karlova
univerzita se bude podilet na projektu zapojenim do sité klinickych center (WP7), farmakologického vyzkumu (WP2) v neonatologii a
pediatrii, v€etné podpory scientific advice c4c a propojeni s CzechPharmNet a vzdélavaciho modulu (WP6), jehoz cilem je vytvorit
integrovany vzdélavaci systém pro v8echny ztu¢astnéné v neonatologickém a pediatrickém klinickém hodnoceni (obrazek 2).

Vysledky
Obrazek 1: The Innovative Medicines Initiative: Obrazek 2: The CzechPharmNet: celostatni spoluprace (WP6)

mezinarodni spoluprace

Farmakologicky ustav 1. LF a VFN
Klinika détského a dorostového lékarstvi 1.LF UK a VFN

v Praze, Ceska republika

Display 8 Display 8
— (.
Centrum v CR: E-programy $koleni
The CzechPharmNet PRI
Jina centra v CR: Vzdglavaci materialy,
WP2 Organizace Kratkodobé kurzy (1-2dny) zamétené na
WP6 Vzdélavani experimentalni a klinicka hodnoceni v

WP7 Klinicka hodnoceni neonatologii a pediatrii

Pozn. Display A, B: EU — centrum a spoluprace s koordinaénim centrem v CR Display A, B,C: koordinaéni centrum v CR (WP) a spoluprace na celostatni Grovni

Zavér

Projekt je prvni vyzvou véem pracovistim v Ceské a Slovenské republice ke spolupraci v oblasti neonatologické a pediatrické klinické
farmakologie.

Kontakt MUDr. Pokorna Pavla PhD: pavla.pokorna@vfn.cz; Prof. MUDr. Slanaf Ondfej PhD: oslan@Ifl.cuni.cz

Podékovani: Prof. Mark Turner, leader projektu, Prof. MUDr. Jifi Zeman PhD, Doc MUDr. Tomas Honzik, PhD a Prof. Dick Tibboel Podpora nasi prédce:
Projekt RV- VFN(64-165/2012) Praha, Project of Erasmus Sophia Children Hospital Rotterdam a c4C EU-projekt

Step 1 Project intfroduction 2018:
Step 2 Network development 2019
Step 3 Third sites: Czech Neonatal Society

Boretice — CzNscommittee 24.1.2019

Presentations on network c4C project:
2018 Ipokrates Educational Seminars
2018 the Czech Pharmacology Society
2018 the Czech Pediatric Society

2018 the Czech Neonatal Society
2020 European Pharmacology Society

2023 ESDPPP in Prague
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WP 2 /WP é6— National Infrastructure

CHARLES UNIVERSITY

¥

Czech Neonatology Society
Czech Medical Society of JEP Assoc. Prof. Jifi Dort M.D., Ph.D. — chairman

\ 4 4

Perinatal centers, infermmediate care

v 4 4

Seminars, GCPs, MEETINGS

www.neonatology. cz/en
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http://www.neonatology.cz/en

WP 2 /WP é6— National Infrastructure

CHARLES UNIVERSITY

¥

Czech Pediatric Society
Czech Medical Society of JEP Prof. MUDr. J. Zeman DrSc — chairman

\ 4 4

Society for Primary Pediatric Care Czech Pediatric Society
Head Secretary Czech Medical Association of J.E. Purkyne MUDr.
Hana Cabrnochovd

v 4 4

Seminars, GCPs, MEETINGS

OSPDL CLS JEP
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WP 7—- A multidrug PK/PD analysis for anticonvulsive pharmacotherapy

in neonates and children up to three years of age

¥

CHARLES UNIVERSITY

Al

Czech Pediatric Society and Neurology Society
Czech Medical Society of JEP and Czech Neonatology Society
Czech Medical Society of JEP and Society for Primary Pediatric Care Czech Pediatric Society

2 & £

CLINICAL TRIALS multidisciplinary - doc MUDR Cabala, Radomir

Department of Analytical Chemistry, Faculty of Natural Sciences, Charles University in Prague,
Prague, Czech Repubilic. Institute of Forensic Medicine and Toxicology, General University Hospital
in Prague, Prague, Czech Republic * ‘conect
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A multidrug PK/PD analysis for anticonvulsive pharmacotherapy

iIn neonates and children up to three years of age

Objectives

To create a PK model for individualized dosage of selected antficonvulsants
(on a group of about 20 patients per drug model and the tfreatment phase

(acute and chronic phase)

- to study PK parameters (Vd, CL, T1 / 2) and PD (clinical, subclinical
seizures - aEEG, EEG, video-EEG) during the acute phase of
treatment (24 h-7 days), or with AEDs during the chronic phase of

treatment (>1month)

S conect
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A multidrug PK/PD analysis for anticonvulsive pharmacotherapy

iIn neonates and children up to three years of age

Aims
1.

TO BUILT AN INFRASTRUCTURE ON CLINICAL PHARMACOLOGY FOR CARE
GIVERS (PHARMACOTHERAPY WITH AED:s)

2,

TO DEVELOP THE DOSAGE RECOMMENDATIONS ON TREATMENT FOR
SEIZURES FOR A DRUG MODEL IN NEONATES AND CHILDREN UP TO THREE
YEARS OF AGE

S conect
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A multidrug PK/PD analysis for anticonvulsive pharmacotherapy

In neonates and children up to three years of age

Study design

PHASE I: A RETROSPECTIVE DATA COLLECTION AND DATA ANALYSIS
PHASE II: A PROSPECTIVE PK/PD OBSERVATIONAL STUDY

PROTOCOL PK/PD STUDY

PHARMACOLOGY INFRASTRUCTURE BUILT VIA NaTHuUBS

ACUTE PHASE OF TREATMENT (24h-7days)
CHRONIC PHASE OF TREATMENT (>1mo)

PHASE Il - LONG TERM OUTCOME PARAMETERS VIA NaTHUBS

S conect
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A multidrug PK/PD analysis for anticonvulsive pharmacotherapy

In neonates and children up to three years of age
Methods

A multi-center, multionational and interdisciplinary observational PK/PD
study for acute and chronic phase of treatment for seizures with

anticonvulsive drugs (AEDs)

PHASE | A retrospective analysis (1/2 year) to collect data

PHASE Il A prospective timepoint schedule of PK/PD multidrug analysis
during acute phase of anticonvulsive tfreatment, 2 to 5 blood samples per
patient will be collected. While during chronic treatment 2 samples

PHASE lll follow up programme

S conect
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A multidrug PK/PD analysis for anticonvulsive pharmacotherapy

In neonates and children up to three years of age

Patients

Main Inclusion criteria

Gestational age (237 weeks of gestation to 3 years)

term 237 weeks gestational age -28 days of PNA

young infants 29 days — 1 year

children upt to three years

Anticipated need for anficonvulsive treatment for at least 24 hours — 7 days

(acute phase) or at least >1 month (chronic freatment)

S conect
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1. TDM simulation - training programme, GCPs in preparcﬂidﬁ
2. Questionnaire | - WP 2/6 and Questionnaire Il - WP 7 \‘\

1.3. 2019

Home page - Czech Neonatology Society, Pediatric Society
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http://www.neonatology.cz/en

Dear colleague.

I would like to ask vou for your help with mapping the current situation in the use of
anticonvulsive drugs in the Czech Republic in children under the age of three.

The information obtained in this survey research will later be used as one of the iitial

materials for planned studies.

Thank you in advance for your answers.
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This project has received funding from the Innovative Medicines
Initiative 2 Joint Undertaking under grant agreement No 777389.
The Joint Undertaking receives support from the European Union’s
Horizon 2020 research and innovation programme and EFPIA.



How many patients are registered at your practice?

How many of your patients under the age of three suffer with convulsion?

Which are the primary diagnosis of these patients?

Who initially prescribed these diugs to them? Do vour cooperate with any of the specialists
when deciding on their treatment?

amn u . : . . .

\ |m|/ e This project has received funding from the Innovative Medicines
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How do you set therapeutic goals and develop treatment plans? (benefits X adverse effects...)

How do you succeed in meeting these goals? Have you noticed any subgroup of patients
whose disease 1s particularly difficult to manage?

aame . : . . iy
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MUDr. Pokornd Pavia PhD: pavla.pokorna@vfn.cz, pokornakarlov@seznam.ez
Prof. MUDr. Slanar Ondrej PhD: oslan@If1.cuni.cz
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FOUNDATION of Prof. MUDr. Helena Raskovq, DrSc., dr. h. c. 1993-2010
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