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KARDIOVASKULARNI SYMPOZIUM
OTTY MAYERA

Novinky ve farmakoterapii fibrilace sini

Martin Kolek

Ustav klinické farmakologie, Lékafska fakulta, Ostravska univerzita
a Kardiochirurgické centrum, Fakultni nemocnice Ostrava,

Ceska republika

Uvod: Fibrilace sin (FS) je nejcastéjsi setrvald srde¢ni arytmie u do-
spélych. Jeji pritomnost je asociovéna s vyznamné zvysenou morbiditou
amortalitou a snizenou kvalitou Zivota nemocnych. V ramci tohoto sdélenf
jsou prezentovany aktudini moznosti farmakoterapie FS.

Text: Optimalni vstupni management pacient( s FS zahrnuje posou-
zen( rizika cévni mozkové pfihody (CMP), zdvaznosti symptom, arytmické
zatéze a substratové zavaznosti (komorbidity, kardiovaskuldrni rizikové
faktory a rozsah sifiové kardiomyopatie). Cilem vlastni terapie jsou: prevence
tromboembolickych pfihod, kontrola symptomd s vyuzitim strategie kont-
roly frekvence nebo rytmu a kardiovaskularni a komorbiditni optimalizace.

V' rdmci antikoagulacnilécby jsou preferovana NOACs (non-vitamin Kan-
tagonist oral anticoagulants) pfed antagonisty vitaminu K. NOACs v porov-
nani s warfarinem signifikantné snizujf riziko CMP/systémové embolizace
(dano predevsim redukci hemoragickych CMP), pfi podobné redukci rizika
ischemické CMP, signifikantné snizuji celkovou mortalitu.

Klinicky Uspésna dlouhodobd antiarytmicka terapie spise vyznamné
redukuje nez eliminuje recidivy FS. Mezi mozné mechanismy Gcinku nové
vyvijenych antiarytmik patff selektivni plisobeni na K* iontové kanaly v sf-
nich, zasah do dynamiky intraceluldrniho kalcia nebo ovlivnénf elektrické

a strukturdlni remodelace sini.

www.klinickafarmakologie.cz

Zavér: Znacné Usili je vénovéano vyzkumu a hledani icinnych zplso-
bu 1écby, které by zlepsily klinické vysledky a kvalitu Zivota pacient( s FS.

Existuji preference jednotlivych pfimych peroralnich
antikoagulancif pfi terapii fibrilace sini?

Karel Urbanek

Ustav farmakologie, LékaFska fakulta Univerzity Palackého

a Fakultni nemocnice Olomouc, Ceska republika

Piima peroréini antikoagulancia (DOAC - Direct Oral AntiCoagulants)
je spolec¢né oznaceni pro dvé farmakologické skupiny latek, které jsou po-
uzivany ve shodnych indikacich. Nejvétsi z nich z hlediska poctu Ié¢enych
pacientll pfedstavuje prevence trombembolickych komplikaci fibrilace
sini. Prvni skupinou jsou pfimé inhibitory trombinu, které po selhani pro-
totypové latky (ximelegatranu) reprezentuje pouze dabigatran. Novéjsi
primé inhibitory faktoru Xa tvofi nékolik latek, z nichz nejpouzivanéjsi
jsou rivaroxaban, apixaban a edoxaban.

V doporucenych postupech nejsou mezi jednotlivymi skupinami
¢i ldtkami stanoveny preference, nebot v klinickych studiich mezi nimi
nebyly zjistény vyznamné rozdily v i¢innosti nebo bezpecnosti. Rozdily
mezi latkami spocivaji predevsim v jejich farmakologickych vlastnostech,
zejména farmakokinetice a v davkovacich rezimech. Velmi prekvapivé
je, Ze teoreticky jednoznacné vyhodnéjsi farmakodynamika inhibitord
faktoru Xa nevede ve studiich k vyznamné lepsim klinickym vysledkim
lé¢by. Ve farmakokinetice se jevi jako vyhoda predevsim existence vice
eliminacnich cest, kterd vede k mensimu riziku kumulace pfi poskozeni
jedné z nich (pfedeviim rendlnf). Z hlediska pacientovy adherence k [é¢bé
jsou jednoznacné vyhodnégjsi latky s jednodavkovym dennim rezimem.
Z tohoto pohledu se jako vyhodnéjsi jevi inhibitory faktoru Xa. Jejich
nevyhodou je prozatim nemoznost specifické antagonizace jejich Ucinku.
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TDM amiodaronu po ablaéni terapii fibrilace sini
Erika Hrudikova" 2, Milan Grundmann'?, Martin Kolek?3 4,
Romana Ufinovska'?, lvana Kacifova'" 2

'Ustav klinické farmakologie, Léka¥ska fakulta, Ostravska
univerzita, Ceska republika

20ddéleni klinické farmakologie, Ustav laboratorni mediciny,
Fakultni nemocnice Ostrava, Ceska republika

3Katedra internich obord, Lékatska fakulta, Ostravska univerzita,
Ceska republika

“Kardiochirurgické centrum, Fakultni nemocnice Ostrava, Ceské
republika

Uvod: Terapeutické monitorovani amiodaronu (AMI) a jeho ak-
tivniho metabolitu desethylamiodaronu (DEA) mUze pfispét k urcenf
optimalni sérové koncentrace u pacient s fibrilaci sini. Souvislost mezi
klinickym Ucinkem a sérovou koncentraci AMI, resp. DEA u pacientd,
ktefi podstoupili chirurgickou ablaci fibrilace sini (tzv. MAZE), vsak dosud
nebyla sledovana.

Cil prace: Cilem bylo objasnit, zda existuje korelace mezi sérovou
koncentraci AMI, resp. DEA a udrzenim sinusového rytmu (SR) u pacientt
po chirurgické ablaci fibrilace sini.

Metoda: Jednalo se o prospektivni, observa¢ni, monocentrickou
studii zahrnujici 68 pacient(, ktefi podstoupili chirurgickou ablaci fibri-
lace sinfv obdobf let 2014 az 2017. UdrZeni SR bylo hodnoceno standard-
nim 12svodovym EKG a 24hodinovym Holterovym EKG monitoringem
provedenymv 1, 3, 6.a 12. mésici po zékroku. Lé¢ba byla optimalizovéna
za pomoci terapeutického monitorovani sérovych koncentraci AMI, resp.
DEA. Dalsim sledovanym parametrem byly nezddoucf icinky souvisejicf
s podavanim AMI.

Vysledky: Median sérovych koncentraci AMI dosahoval 0,81 mg/!
(rozmezi 0,16-2,35 mg/l) a DEA 0,70 mg/I (rozmezf 0,19-2,63 mg/l).
Zaznamenali jsme vysokou Uspésnost udrzeni SR, a to celkove u 83 %
pacientd. Co se tykd jednotlivych ambulantnich kontrol, SR byl deteko-
van pfi 1. kontrole u 83 % pacientd, pfi 2. kontrole u 87 % pacientd, pfi
3. kontrole u 77 % pacientl a pfi 4. kontrole u 82 % pacientd uzivajicich
AMI. Mezi pacienty se SR a pacienty s perzistujici supraventrikuldr-
ni tachyarytmii vsak nebyl nalezen signifikantnf rozdil v ddvce AMI,
koncentracich AMI a DEA, souctu koncentraci AMI + DEA ani v poméru
koncentraci DEA/AMI s vyjimkou 2. ambulantni kontroly. V dobé této
kontroly (3 mésice po chirurgické ablaci) byly koncentrace AMI, DEA
a soucet koncentraci AMI + DEA signifikantné vyssi u pacientl bez SR,
pomeér koncentraci DEA/AMI byl naopak signifikantné nizsi. Vyznamna
korelace byla nalezena mezi sérovou koncentraci DEA a tyreotropniho
hormonu (p = 0,0092; korela¢ni koeficient = 0,6464).

Zaveér: Potvrdili jsme vysokou terapeutickou ucinnost AMI a jeho
aktivnfho metabolitu DEA v rdmci méfenych sérovych koncentraci.
Samotnéd analyza téchto koncentraci vsak nemUze zcela nahradit zhod-
nocenf klinické odpovédi na lécbu. Jako vyhodné se zda byt stanovent
tzv. individudlni sérové koncentrace AMI a DEA, pfi které je dosazeno
optimalni terapeutické odpovédi u daného pacienta. Z toho ddvodu
mUze byt terapeutické monitorovani AMI a DEA uzite¢né v rdmci per-
sonalizované farmakoterapie v kardiologii.

88 KLINICKA FARMAKOLOGIE A FARMACIE / Klin Farmakol Farm 2021; 35(3): 87-95 /

EACPT MEETS CLINICAL
PHARMACOLOGY(ISTS) IN THE SLOVAK
REPUBLIC AND IN THE CZECH REPUBLIC

Clinical Pharmacology in the Czech Republic in 2021
Karel Urbanek

Department of Pharmacology, Faculty of Medicine and Dentistry,
Palacky University Olomouc, Czech Republic

Clinical Pharmacology (CP) in a narrower sense integrates experimental
pharmacology with clinical and laboratory disciplines in order to study
and evaluate the effect of drugs in both healthy people and patients
using objective methods. It combines three basic areas of activity: clinical
activity, teaching and research.

In the Czech Republic, CP research gives decent results commensu-
rate with the size of the country and the level of medicine as a scientific
discipline. Czech Society of Clinical Pharmacology organizes national, or
bi-national, conference every year and also many international confe-
rences. There is also the national Journal of Clinical Pharmacology and
Pharmacy, dealing with this topic.

Teaching CP is well established discipline in medical faculties throu-
ghout Czechia as a part of the medical student curriculum. It is established
also in non-medical healthcare professional curricula. CP is also the long-
-term focus of postgraduate studies in Medical Pharmacology at many
Medical Faculties.

Clinical work, the most important part of every medical specialty, is
the weakest point of CP in Czechia. Number of clinical pharmacologists
in health care system is constantly decreasing and the recruitment of new
medical doctors to the CP completely stopped several years ago. But the
situation is still not irreparable. Clinical Pharmacology remains an indepen-
dent medical specialty and new doctors may still obtain certification in it.

Situation of Clinical Pharmacology in the Slovak
Republic 2021

Jozef Glasa' 3, Klara Soborova3

Katedra klinickej farmakolégie Lekarskej fakulty Slovenskej
zdravotnickej univerzity v Bratislave (LF SZU), Slovenska republika
2(stav zdravotnickej etiky SZU, Slovenska republika

3Klinika klinickej farmakoldgie LF SZU a Fakultnej nemocnice

s poliklinikou Nové Zamky, Bratislava, Nové Zamky, Slovenska
republika

Clinical Pharmacology (CP) as a medical speciality to be integrated
into the system of health care provision, has been officially established
in Slovakia (SK) by acceptance of its conceptual document (,concep-
tion") by the SK Ministry of Health in 1979. It followed similar interna-
tional developments and was a marked success of long-term efforts
by a handful of devoted professionals stemming from various medical
specialities, especially the subspecialties of internal medicine, clinical
biochemistry and laboratory medicine, neurology and psychiatry. Thus,
CPin SK has been understood straight from its beginning as a predomi-
nantly clinical, patient care-oriented medical discipline. In a distinctive

www.klinickafarmakologie.cz



interdisciplinary manner, it helped to keep SK medicine abreast with
international developments of 1980-ies and 1990-ies and to launch
its thorough modernisation after the fall of the so-called ‘Iron Curtain’
(1989-1990). Building up CP capacities within the SK health care system
(HCS) went in parallel with the establishment of an integrated, state-
-accredited system of physicians’ postgraduate education and training
in CP (1993 - recognition of CP as a sub-speciality of internal medicine or
paediatrics, 2004 - as an independent medical speciality, 2007 - prescri-
bing authorisation of a physician — clinical pharmacologist extended
to that of a fully qualified internist). It has been supplemented by the
system of continuous medical education (CME) and professional deve-
lopment (CPD) for CP specialists, while CP contributed, content-wise, in
a substantial way, to the CME/CPD of other medical specialities. Despite
some recent setbacks and untoward competence struggles, CP in SKiis
poised to develop further its already well-established position within
the SK HCS and academia and hopefully flourish successfully in the
difficult years ahead. The re-establishing of the Department of Clinical
Pharmacology at the Faculty of Medicine (July 2020) and founding of
the Clinic of Clinical Pharmacology of the Faculty and of the Teaching
Hospital in Nové Zamky, together with other successful developments
provide for some realistically founded optimism.

EACPT Lecture 1 — The Folke Sjoquvist Vision for
Clinical Pharmacology in Sweden and in Europe
Ylva Bottiger

Department of Biomedical and Clinical Sciences, Division

of Clinical Chemistry and Pharmacology, Linkdping University,
and Department of Clinical Pharmacology, Linkoping University
Hospital, Sweden

The motto of the 14th congress of EACPT (European Association of
Clinical Pharmacology & Therapeutics) in Stockholm in 2019 was ,Clinical
pharmacology meeting tomorrow's health care challenges”. This was
also a motto for Folke Sjoqvist. He was a visionary man, always one
step ahead of the rest of us. In clinical pharmacology, he emphasised
rational, evidence-based prescribing, services to health care, high qu-
ality teaching, as well as high quality research of clinical relevance, and
international collaboration and solidarity.

Folke was born in 1933 and studied medicine at the Karolinska
Institutet, Stockholm, where he also defended his thesis on cholinergic
transmission in 1962. He was a guest researcher in Boston, US, at the
Bernhard Brodie laboratory. At the age of 36, he became the first pro-
fessor in clinical pharmacology in Sweden, at Linkoping University. In
1972, he moved to Huddinge hospital in Stockholm, where he stayed
until his retirement in 1998 and onwards. Folke was crucial in the es-
tablishment of the discipline clinical pharmacology in Sweden and had
a major influence in its development in Europe and around the world.
He was member of the founding group of EACPT and its first chair in the
1990 s. Folke was devoted to supporting the discipline also in eastern
European countries; which was one of the reasons for starting EACPT.
Apart from his professional achievements, Folke was a close friend and
inspiration to me, and many others all around Europe.

www.klinickafarmakologie.cz
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FARMAKOTERAPEUTICKE
INOVACIE 2020-2021

Inovacie v liecbe chronickej lymfocytovej leukémie,
prvé skisenosti s BCL 2 inhibitormi

Anna Vallova

Hematologické oddelenie, FNsP F. D. Roosevelta, Banska Bystrica,
Slovenska republika

Chronicka lymfocytové leukémia (CLL) je najcastejsou B-bunkovou ma-
lignitou dospelych v zdpadnom svete. Nové liecebné agens ziskali dolezité
postavenie v lie¢be CLL a manazment CLL prechadza dynamickym vyvojom.
Dlhé obdobie bola chemoimunoterapia Standardnou lie¢bou pre pacientov
s CLL. S prichodom novych — cielenych liekov sa rozsirili liecebné moznosti,
ktoré zlepsili preZivanie predovsetkym vysokorizikovych pacientov.

TP53 poruchy (zahfrajuce TP53 mutdciu a 17p deléciu) su najsiinejsim
prediktorom chemorezistencie. Okrem uvedenych genetickych portch
aj mutacny status génov pre variabilni oblast tazkého retazca imuno-
globulinu (IGHV) pomaéha klinikom pri rozhodovani o lieCebnej stratégii.
Medzi nové cielené lieky, ktoré boli schvalené pre pacientov s R/R CLL
patria inhibitory Bruténovej kindzy — ibrutinib, akalabrutinib, zanubrutinib,
inhibitory fosfatidylinozitol 3-kindzy — idelalisib, duvelisib, alebo inhibitory
BCL2 - venetoklax.

Relabujlca, refraktérna CLL zostava nevyliecitelnym ochorenim na-
priek liecebnym pokrokom. DIhoro¢na monoterapia novymi liekmi je
asociovana s prerusenim liecby pre rozvoj mutécif veducich k rezistenci,
s finan¢nou zatazou, kumulativnou toxicitou aj s problémom s dlhodobe;j
adherencie pacienta k liecbe. Tieto faktory viedli k potrebe dalsieho
rozvoja konceptu ¢asovo limitovanej inovativnej lie¢by s dosiahnutim
hibokych a dlhotrvajucich remisii a s idedlne ¢o najdlhsim obdobim bez
liecby. Odpovede na koncept fixnej liecby ndm poskytuju vysledky studie
Murano. Dostupnost uvedenej liecby zlepsila liecebné vysledky aj nasich
pacientov, vratane tazko predlie¢eného pacienta, alebo pacienta vo vys-
som veku a s pocetnymi komorbiditami. Nova dostupna, kombinovana
a fixovana lie¢ba venetoklax a rituximab je dobre manazovatelnd. Pri
dostatocnej hydratacii a antiuratickej lie¢be vieme predchadzat syndromu
z nadorového rozpadu buniek. U nasich pacientov sme nezaznamenali
vyraznejsie cytopénie ¢i infek¢né komplikdcie.

Innovative Asthma Treatment with Fixed Triple
Inhaler Combinations

Stefan La33an

Department of pulmonology, phthisiology and functional
diagnostics, Slovak Medical University and Bratislava University
Hospital, Bratislava, Slovakia

Introduction: Asthma is a serious global health problem affecting all
age groups with increasing prevalence and stillimposes a significant burden
on health care systems. The GINA 2021 document recommends in the field of
pharmacotherapy stepwise approach with two treatment tracks which differ
in reliever medication. Add-on treatments for patients who are already being
treated at the step 4 or 5 include long-acting muscarinic antagonists (LAMAGS).
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Expert opinion: Only relatively recently have studies been con-
ducted to evaluate the efficacy of LAMASs, as add-on to either inhaled
corticosteroid (ICS) or ICS/long-acting 32-agonist (LABA) combinations.
Subsequently, a number of single-inhaler ICS/LABA/LAMA triple therapies
(SITT) have been approved or are in clinical development. There is now
substantial evidence of the efficacy and safety of LAMAs in asthma. This
regimen is recommended by GINA as an optimisation step for patients
with severe asthma before any biologic or systemic corticosteroid tre-
atment is initiated. Currently, two SITT combinations are approved in
asthma. In addition to the pharmacological composition, they differ in
the inhalation system which produces fine or extra fine particles. This
allows tailoring of treatment for patients with small-airway disease as it is
a common feature of severe asthma.

Conclusion: There is now substantial evidence of the efficacy and
safety of LAMAs in asthma as add-on controller therapy to ICS/LABA.
Furthermore, SITT proved their ability to improve treatment adherence.

TDM MALYCH MOLEKUL UZiVANYCH V LECBE
SCLEROSIS MULTIPLEX

Farmakoterapie sclerosis multiplex

Zuzana Kusnirikova"?, Pavel Hradilek3, Ivana Kacifova"*
'Ustav klinické farmakologie, LékaFska fakulta,

Ostravska univerzita, Ceska republika

20ddéleni détské neurologie, Neurologicka klinika,

Fakultni nemocnice Ostrava, Ceska republika

3Neurologicka klinika, Fakultni nemocnice Ostrava, Ceska republika
“0ddéleni klinické farmakologie, Ustav laboratorni mediciny,
Fakultni nemocnice Ostrava, Ceska republika

Roztrousend skleréza je chronické zanétlivé autoimunitni onemoc-
néni, pfi kterém dochézi k demyeliniza¢nimu a neurodegenerativnimu
poskozeni centralniho nervového systému. V soucasnosti je postizeno
vice nez 2,8 miliond lidi na celém svété, v Ceské republice je to pfiblizné
20000 pacientd s prevalenci187/100000 lidi. Zacatek choroby nastava
nejcastéji mezi 20.-40. rokem véku (z toho pfiblizné 2/3 tvofi zeny) a i pfes
vyrazny rozvoj véasné diagnostiky a nové lé¢by zUstava toto onemocnénf
nejcastéjsi neurologickou pricinou invalidity mladych lidi.

Krozsiteni modernf lécby roztrousené sklerdzy doslo v 90. letech mi-
nulého stoleti, kdy byl k 1é¢bé relaps-remitentni formy vyvinut interferon-
-beta, ke kterému po nékolika letech pfibyl glatiramer acetét. Tato léciva
pfinesla zcela novy pohled na Ié¢bu se snahou dlouhodobého ovlivnéni
pribéhu onemocnéni na podkladé imunomodulace a byla definovéna
skupina ,disease modifying drugs”. Dalsi vyznamny pokrok nastal v roce
2006, kdy byl k [é¢bé schvélen natalizumab, nésledovany fingolimo-
dem, alemtuzumabem, teriflunomidem a dimethyl-fumaratem a pozdéji
kladribinem, ocrelizumabem a moduldtory sfingosin-1-fosfat receptoru.

Vybér vhodného Iéc¢iva nenf jednoduchy, protoze se jednotlivé latky
mezi sebou lisi nejen svou Uc¢innosti, ale také zpdsobem podani, davkou,
davkovacim schématem a bezpecnostnim profilem. Z tohoto ddvodu je
velmi ddlezité l1éc¢bu individualizovat a vybrat spravné [écivo pro sprav-
ného pacienta.
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Vyvoj novych LGCMS/MS metod pro stanoveni malych
molekul uzivanych v [é¢bé sclerosis multiplex
Veronika Pesakova' 2, Hana Brozmanova"?, Pavel Sistik" 2,
Zuzana Kusnirikova' 3, Milan Grundmann'?

'Ustav klinické farmakologie, LékaFska fakulta,

Ostravska univerzita, Ceska republika

20ddéleni klinické farmakologie, Ustav laboratorni mediciny,
Fakultni nemocnice Ostrava, Ceska republika

30ddéleni détské neurologie, Neurologicka klinika,

Fakultni nemocnice Ostrava, Ceska republika

Uvod: Pro docilenf dlouhodobé remise roztrousené sklerézy je velmi
dulezity vybér vhodného lécivého pripravku. Kvantifikace jeho koncentrace
v séru mUze vyznamneé prispét k optimalizaci farmakoterapie u pacient(
s touto chronickou chorobou.

Cil: Vyvinout a validovat metody kapalinové chromatografie s hmot-
nostni detekci pro stanovenfi nizkomolekuldrnich 1éciv pouzivanych v 1é¢bé
roztrousené sklerézy.

Metodika: Pro stanoveni koncentraci teriflunomidu, kladribinu a fam-
pridinu bylo 50 ul krevniho séra precipitovdno smési methanol:aceto-
nitril (3:2) s pfidavkem siranu zine¢natého. Analyza byla provedena na
UPLC systému propojeného s hmotnostnim spektrometrem Xevo TQ-XS.
Gradientové eluce probihala na koloné Acquity UPLC BEH C18 1,7 um
(100 x 2,1 mm) pfi teploté 30 °C. Doba analyzy byla 6-7 minut.

Vysledky: Vyvinuté metody byly validovany dle pravidel Food and
Drug Administration pro validaci bioanalytickych metod. Opakovatelnost
a mezilehld pfesnost byla testovdna na 5 koncentra¢nich hladinach.
Varia¢ni koeficienty se nachézely v rozmezi 1,62-14,84 % a vytéznost
metod se pohybovala v rozmezi 91,26-118,22 %.

Zavér: Tyto nové vyvinuté metody umoznuji rychle a jednoduse sta-
novit koncentrace teriflunomidu, kladribinu a fampridinu v pacientskych
vzorcich séra. V soucasnosti metody rozsitujeme o dalsi latky.

Tato studie vznikla na LF OU v rdmci projektu SGS12/LF/2021 podporené-
ho z prostiedkd Gcelové podpory na specificky vysokoskolsky vyzkum, které
poskytlo MSMT v roce 2021.

Prvni praktické vysledky terapeutického monitorovani
teriflunomidu u pacientl s roztrousenou sklerézou
Zuzana Kusnirikova"?, Veronika Pesakova'*4,

Pavel Hradilek3, Ivana Kacifova" 4, Milan Grundmann™*
'Ustav klinické farmakologie, LékaFska fakulta,

Ostravska univerzita, Ceska republika

20ddéleni détské neurologie, Neurologicka klinika,

Fakultni nemocnice Ostrava, Ceska republika

3Neurologicka klinika, Fakultni nemocnice Ostrava, Ceska republika
“0ddéleni klinické farmakologie, Ustav laboratorni mediciny,
Fakultni nemocnice Ostrava, Ceska republika

Uvod: Teriflunomid patii mezi tzv. disease modifying drugs, které
tvori zéklad farmakoterapie roztrousené sklerdzy. Je také metabolitem
leflunomidu, pouzivaného u pacientd s revmatoidni artritidou, kde jiz
byla vhodnost terapeutického monitorovani teriflunomidu prokazana.
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Cil: Analyza sérovych koncentraci teriflunomidu v korelaci s klinic-
kym stavem pacientd s roztrousenou sklerézou.

Metodika: Sérové koncentrace teriflunomidu byly stanoveny
metodou kapalinové chromatografie s hmotnostni spektrometrii u 10
pacientd, u kterych byl sou¢asné zaznamenavan klinicky stav vcetné
EDSS skély, pocet relaps, ndlez na magnetické rezonanci a nezaddoucf
uc¢inky medikace. Nasledné byl vyhodnocen vliv naméfenych koncen-
tracf jak na aktivitu onemocnéni, tak na nezadouci Ucinky.

Vysledky: Stanovené koncentrace se pohybovaly v zavislosti
na odbérovém case v rozmezi 13,4-61,1 mg/|. Pfi stejné dévce byly
nameéreny nizsi koncentrace u muzd, zavislost na télesné hmotnosti
viak nebyla pozorovédna. Aktivita onemocnéni na magnetické rezo-
nanci byla prokdzana u jednoho pacienta se stanovenou koncentracf
13,7 mg/l, k nejvétsi zméné EDSS soucasné s atakou doslo u pacientky
s koncentraci 21,3 mg/l. U jednoho pacienta s koncentraci vyssi nez
48,0 mg/I (10 % pacientd) byl pozorovan nezadouci Uc¢inek neutropenie.

Zavér: Terapeutické monitorovani teriflunomidu maze pomoci
optimalizovat farmakoterapii roztrousené sklerézy jak z hlediska efek-
tivity, tak nezaddoucich ucinkd lécby.

VARIA

Covid-19 Post-vaccination Antibody and Cellular
Immunity Dynamics in Cancer Patients on Active
Oncology Treatment — The First Results of Phase 4
Multicentric CoVigi Study

Regina Demlova'?, Radka Obermannova'?,

Iveta Sellingerova'?, Lenka Zdrazilova Dubska' 3
'Faculty of Medicine, Department of Pharmacology, Brno
2Masaryk Memorial Cancer Institute, Brno

3Faculty Hospital Brno, Department of Microbiology and
Immunology, Brno, Czech Republic

Background: SARS-CoV-2 infection is accounted as a threat for
cancer patients undergoing active oncology therapy. However, no data
about vaccine safety profile and effectiveness in immunocompromised
populations, as well as the potential for detrimental immune responses,
are published. The antibody and cellular immunity signatures as safety
and tolerance are recorded during the first year after vaccination.

Methods: CoVigi is a prospective open-label non-randomized
multicentric Phase 4 clinical study enrolling patients on anti-cancer
treatment, and as a reference cohort, the healthy volunteers vaccinated
according to the national covid-19 vaccination priorities. Quantitative
analysis of anti-S and anti-N SARS-CoV-2 antibodies (Roche) and SARS-
-CoV-2 specific cellular response evaluated by IFN-gamma-release assay
(Qiagene) and CD69 expression are evaluated. Results: As of July 13h,
200 solid cancer, and 250 hematooncology patients were enrolled.
From preliminary baseline data, 22 % of solid cancer and 29 % of
hematooncology patients had detectable levels of anti-SARS-CoV-2
antibodies with a median of 106 U/ml (range 1.4-3666) and 84 U/ml
(range 0.75-2528), respectively (p = 0.888). In the anti-SARS-CoV-2
Ab-positive cohort, the IFN-gamma level upon both CD4 and CD8
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stimulation was 0.04 pg/ml (IQR 0.02-0.13), the CD69 expression on
NKT-like cells increased to 10.9 % (IQR 6.6-17.3), whereas in the anti-
-SARS-CoV-2 Ab-negative cohort was 0.00 pg/ml (IQR 0.00-0.01 and
to 7.5% (IQR 4.0-10.1), respectively (p = 0.079).).

Conclusion: The baseline immunity parameters observed in the
initially enrolled cohort of the ongoing CoVigi study showed covid-19
experience in about a. A higher level of IFN-gamma and upregulation
NKT-like cells was observed in the anti-SARS-CoV-2 Ab-positive cohort.
The preliminary results with at least a three-monthly follow-up will be
presented at the conference.

Kolistin a otazky jeho TDM

Jitka Rychli¢kova

Farmakologicky Ustav, Lékaiskd fakulta, Masarykova univerzita,
Brno, Ceska republika

Kolistin spadd svou farmakokineticko-farmakodynamickou (PK/
PD) charakteristikou mezi expozi¢né zavisla antibiotika, kdy cilova
hodnota AUC,, ,,
plazmatické koncentraci v ustdleném stavu priblizné 2 mg/I. Kolistin

/MIC odpovida pfiblizné 50 mg*h/I, neboli celkové

zaroven vykazuje davkové zavislou nefrotoxicitu.

Stanoven{ plazmatickych koncentraci kolistinu je v bézné klinic-
ké praxi dostupné, nicméné nacasovani odbéru vzorkd k modelaci
a vypoctu AUC a interpretace naméfenych hodnot je spojena s celou
fadou otazek.

V rdmci sdéleni se zaméfime vedle otdzek stability pfedevsim na
to, jaké jsou farmakokinetické charakteristiky kolistin methansulfonatu
jako proléciva a kolistinu jako vlastniho aktivniho produktu, zda je
vhodny monitoring proléciva, nebo ndm postaci meéfeni kolistinu Ci
kdy je TDM kolistinu v klinické praxi skute¢né zadouci.

Register ACCELERATE: vyuZitie inovativnej metddy pri
vyskume Castlemanovej choroby

Martin Lukac’, Johnson S. Khor?, Freda Coren?,

Reece Williams?, Sheila K. Pierson?, David Fajgenbaum?
Castleman Disease Collaborative Network, Prague,

Czech Republic

2University of Pennsylvania, Department of Medicine, Philadelphia,
USA

Uvod: Limitovany pocet pacientov a lie¢ebnych centier predstavu-
je obmedzenie pri vyskume vzécnych choréb. Castlemanova choroba
(CD) zahina heterogénnu skupinu hyperinflamatérnych ochorent,
ktorych spolo¢nym znakom je lymfadenopatia. Klinické prejavy CD
st znacne variabilné — od priznakov podobnych chripke az po fatélne
multiorgdnové zlyhanie.

Ciel: Porovnat Standardnu a inovativnu metédu zberu dat u pa-
cientov zaradenych do registra ACCELERATE.

Metodika: V 6 $tatoch EU boli pacienti zaradovani do registra
tradi¢nou metddou — pri ndvsteve lekdra podpisali informovany suh-
las a ich medicinske Udaje boli zaznamenané do databazy (lekarska
skupina-LS). V pacientskej skupine (PS) sa pacienti zaradili do registra
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samostatne, bez navstevy lekdra. Po poskytnuti elektronického infor-
movaného suhlasu boli zdravotné zariadenia poziadané o képiu ich
zdravotnej dokumentacie a z nej sa extrahovali Udaje do databazy.
Pacientskd organizacia CDCN pomaéhala oslovovanim pacientov cez
socidlne siete.

Vysledky: Pocas 42 mesiacov bolo zaradenych 365 pacientov (PS:
271, LS: 94). Priemerny vek bol 40,2 rokov, zeny tvorili 55 % (201/365).
Priemerny rozsah zdravotnej dokumentécie bol 531 strdn. V PS bolo
priemerne extrahovanych 683 (IQR: 323-1334) medicinskych udajov,
v porovnani s 37 (IQR: 19-69) v LS. Identifikovali sme 62 liekov pouzi-
vanych v lie¢be CD.

Zaver: Spolupraca s pacientskou komunitou vyznamne napomoh-
la pri zaradovani pacientov do registra. Pri pouzitf inovativnej metédy
bolo mnozstvo extrahovanych udajov véacsie. Podrobnejsie informdcie
sU v ¢lanku Pierson et al., 2020, Cell Reports Medicine 1 (https://doi.
org/10.1016/j.xcrm.2020.100158).

Pacientmi iniciovany a vedeny kolaborativny
projekt ,Lieky s rozumom”

Jozef Glasa'?, Maria Lévyova3 Dominik Tomek' 3,
Helena Glasova'?

'Katedra klinickej farmakolégie Lekarskej fakulty Slovenskej
zdravotnickej univerzity v Bratislave (SZU), Slovenska republika
2Ustav zdravotnickej etiky SZU, Slovenska republika

3Asociacia na ochranu prav pacientov v Slovenskej republike
(AOPP), Bratislava, Slovenska republika

Uvod: Posilnenie postavenia pacientov sa stéle viac povazuje za
klicovy faktor pri dosahovani cielov efektivnej a udrzatelnej liekovej
politiky. Odborné vzdeldvanie pacientoy, ich zastupcov, ako aj sirokej
(laickej) verejnosti sa tu povazuje za nevyhnutné.

Ciele: Vychddzajuc z pozitivnych skusenosti takmer dvoch desatro-
¢l Uspednej, mnohostrannej spoluprace medzi pacientskymi organizaci-
ami, akademickou obcou, lekarskymi a farmaceutickymi organizaciami,
posilnenej zalozenim platformy EUPATI Slovakia bol na Slovensku v roku
2017 spusteny celondrodny, pacientmi iniciovany a vedeny viacstranny
vzdeldvaci projekt pod ndzvom ,Lieky s rozumom” s cielom rozvinut
a posilnit predchadzajuce Uspesné iniciativy.

Metédy: Cinnosti projektu sa zamerali na: a) vybudovanie alebo
rozvoj potrebnych kapacit vratane (aa) akumulacie nezaujatych, laicky
zrozumitelnych medicinskych informdcif a (ab) vyvoj prostriedkov na
ich ucinnu aktualizaciu a Sirenie, b) poskytovanie edukacnych sluzieb
pre koncovych pouzivatelov projektu — pacientov, média a laicku
verejnost.

Vysledky: Projekt bol Uspesny vo viacerych oblastiach: 1) vytvara-
nie sieti a zhromazdovanie déveryhodnych, kvalitnych informacnych
a vzdeldvacich zdrojov, ktoré boli a su k dispozicii prislusnym zainte-
resovanym stranam - lekdrskym spolo¢nostiam (vratane Slovenskej
spolo¢nosti pre klinickd farmakoldgiu, jeho vedeckému garantovi),
zdruzeniam lekdrov/lekérnikov (vratane Slovenskej lekdrnickej komory,
jednému z klucovych realizatorov odbornych aktivit projektu), aka-
demickej obci (vratane Ustavu farmakoldgie a klinickej farmakologie,
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aktualne Katedre klinickej farmakoldgie Lekérskej fakulty Slovenskej
zdravotnickej univerzity v Bratislave) a pacientskym organizdcidm
(ZdruZeniu na ochranu prdv pacientov na Slovensku (AOPP), jeho
koordindtorovi, ako aj jednotlivym ¢lenskym organizaciam AOPP); 2)
zabezpecenie podpory, vratane financovanie zo strany reguldtora
(ministerstvo zdravotnictva), platcov zdravotnej starostlivosti (zdravot-
né poistovne) a (podla prisnych etickych pravidiel) farmaceutického
priemyslu; 3) rozvoj kapacit na efektivne sirenie informdacii (napr.
webova stranka, informacné siet, velvyslanci, medialna spolupraca);
4) iniciovanie $pecidlnych aktivit pre pacientov/s pacientmi, vratane
zaangazovania Sirokej verejnosti a médif (napr. vyro¢né konferencie,
ceny udelované uznavanym lekdrom a zdravotnym sestram, siet ,déve-
ryhodnych lekdrov” a ,déveryhodnych lekdrni” a dalSie).

Zaver: Vysledky dosiahnuté v rdmci tejto prebiehajlcej, mno-
hostrannej edukacnej iniciativy, vedenej pacientmi, dokumentuju
potencial a uzito¢nost posilnenia postavenia pacientov pri realizacii
cielov raciondlnej liekovej politiky.

Vyuka aplikovanych pfedmétl na
Farmakologickém Ustavu LF MU: spektrum,
strategie, inovace

Jitka Rychli¢kova, Lenka Souckova, Kristyna Noskova,
Regina Demlova

Farmakologicky ustav, Lékaiska fakulta, Masarykova univerzita,
Brno, Ceska republika

Na nasem pracovisti vykazujeme konstantnf aktivity ke zlepsovanf
kvality vyuky. V poslednim akademickém roce probéhla nejvyznamnéjsi
inovace predevsim v oblasti vyuky klinického hodnoceni a pfedmétu
klinické farmakologie.

Farmakologicky ustav LF MU se jako narodnf koordina¢ni misto
pro infrastrukturu CZECRIN zapojuje nejen do organizace a podpory
provadeén{ akademickych klinickych hodnoceni, ale také do vzdélavani
v této oblasti. Diky zapojeni naseho pracovisté v mezindrodnim pro-
jektu CONSCIOUS byly pro pregradudini studenty pfipraveny materialy
tykajici se pravé oblasti klinickych hodnocent.

Viyuka klinické farmakologie je na rozdil od prvni oblasti dlouhodo-
bé zavedend, ale i zde jsme pfistoupili k inovacim s ohledem na silici
pozadavky na racionalizaci farmakoterapie a zavadéni multidiscipli-
narnich tymu, které tuto kvalitu budou zajistovat. Neméné vyznamny
stimulem byly pUsobivé vysledky zahrani¢nich pracovist, které modernf
vyukové metody jiz dfive implementovaly. Obsah pfedmétu je pak
zaméfen na nejrizikovéjsi oblasti farmakoterapie, které identifikujeme
z publikovanych praci tykajicich se Iékovych problém( a medikac¢nich
pochybent, ale i vlastni klinické praxe. Tradi¢nf vyuka se v obou téchto
predmétech transformuje do tzv. learner-centered modelu s dGrazem
na rozvoj dovednosti, feSeni konkrétnich otdzek a kazuistik, praktické
pouzivani znalosti. Podporovéna je také internacionalizace vyuky.
Konkrétn{ pojeti obou pfedmétl s praktickymi ukazkami je pfedmeétem
vlastniho sdélent.

Podporeno MSMT projektem VI CZECRIN (LM2018128) a ERASMUS+
CONSCIOUS (2018-1-HUO1-KA203-047811).

www.klinickafarmakologie.cz



Specializacné a certifikacné stadium v klinickej
farmakoldgii na Slovensku

Helena Glasova'3, Jozef Glasa'-3, Klara Soborova'?, Dominik
Tomek', Jozef Holoman'

'Katedra klinickej farmakoldgie Lekarskej fakulty Slovenskej
zdravotnickej univerzity v Bratislave (LF SZU), Slovenska republika
2Jstav zdravotnickej etiky SZU, Slovenska republika

3Klinika klinickej farmakolégie LF SZU a Fakultnej nemocnice

s poliklinikou Nové Zamky, Bratislava, Nové Zamky, Slovenska
republika

Prvé koncepcia lekarskeho odboru klinicka farmakoldgia (KF) bola prijata
Ministerstvom zdravotnictva SSR v roku 1979. Prvé vyucbové pracovisko
odboru KF zalozili v roku 1983 akademik Teofil R. Niederland a doc. Jozef
Holomar ako Kabinet klinickej farmakoldgie Institutu pre dalsie vzdelavanie
lekdrov a farmaceutov v Bratislave. Postupnym dobudovanim a rozsirenim
tohto pracoviska, vratane zalozenia klinického centra s celostatnou pdsobnos-
tou —Kliniky farmakoterapie (fungovala v rokoch 1983-2004) postupne vznikol
Ustav farmakoldgie a klinickej farmakoldgie (UFKF) (neskor aj ,experimentd-
Inej farmakoldgie” — UFKEF) Lekérskej fakulty (LF) Slovenskej zdravotnickej
univerzity v Bratislave (SZU) s akreditaciou $pecializacného $tudia (55) v KF
a certifika¢ného studia (CS) v problematike klinického skugania liekov (KSL)
a vo farmakoekonomike (FEK). V roku 1993 bola KF na Slovensku uznana ako
nadstavbovy lekarsky Specializacny odbor a v roku 2004 ako samostatny lekar-
sky $pecializacny odbor. Od roku 2007 ma lekar — klinicky farmakoldg uznané
preskripcné opravnenie v rozsahu internistu. Po nepriaznivych organizacnych
zmendch, vykonanych na prelome rokov 2018-2019, pévodne akreditované
pracovisko (UFKEF LF SZU) prakticky prestalo 55 v KF a CS v KSL realizovat. Az
vroku 2020 (k 1.7) sa podarilo obnovit existenciu aj ¢innost pdvodnej Katedry
klinickej farmakoldgie (KKF) LF SZU, ktora prevzala, spolu s inymi Glohami, aj
zabezpecenie spominanych modalit 5Sa CS (v KSL a vo farmakoekonomike).
V' nasledujicom obdobi sa podarilo ziskat ich pInt reakreditaciu, Uspesne
anotovat i rozbehnut jednotlivé vzdeldvacie aktivity a obnovit riadne zarado-
vanie zaujemcov do SS v KF i oboch modalit CS. Nedévne zriadenie predtym
dlhodobo chybajlceho, Specializovaného klinického pracoviska odboru —
Kliniky klinickej farmakolodgie LF SZU a Fakultnej nemocnice s poliklinikou
v Novych Zamkoch, ako riadnej vyucbovej zékladne KKF LF SZU, znamena
dalsie skvalitnenie nevyhnutnych podmienok a rozsirenie moznosti praktickej
vyucby SS v KF i CS v KSL a FEK na Slovensku.

COST ACTION 17112: DRUG-INDUCED LIVER
INJURY (DILI)

Cost Action 17112 Prospective European Drug-Induced
Liver Injury Network. Where do we stand?

Raul J. Andrade, M. Isabel Lucena

Services of Gastroenterology and Clinical Pharmacology, Hospital
Universitario Virgen de la Victoria, Malaga Biomedical Research
Institute, University of Malaga, Malaga, Spain

The main objective of the Cost Action CA 17112 Prospective European
Drug-Induced Liver Injury Network, PRO EURO DILI NET is to create a unique,
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co-operative, interdisciplinary European-based DILI network of stakeholders
to co-ordinate efforts in DILI, to facilitate bidirectional exchange of disco-
vered knowledge and generated hypotheses among different disciplines,
and to promote clinically impactful knowledge discovery and its translation
into clinical practice. The kickoff meeting was back in October 2018.

During the first 3 years of activities the CA 17112 has successfully incor-
porated new member countries [from initial 16 (6 ITC, 37.5 %) to 28 (13 ITC,
46 %)] meaning not only academic groups but also new stakeholders (3
new SME). This has allowed to cover neglected areas as DILI in Pediatrics,
and to reach out to the International Autoimmune Hepatitis Group (IAIHG)
to agree upon areas of common interest in DILI and Autoimmune Hepatitis.
Also, a collaboration with the European Liver Patient Association has been
established in order to underline the relevance of a patient perspective in
DILI. This will pave the way to an Info Day on DILI next GP. In collaboration
with partner centers in Europe through the COST action activities an e-
-database has been setup (https://www.proeurodili.eu/) that now enables
efficient, methodical collection of phenotypic data and coordination of
monthly case adjudication sessions. Currently there are 68 users across 20
European centers (corresponding to 7 countries). This facilitates data and
sample sharing and central biobanking for collaborative research projects.

In parallel, the CA 17112 has successfully made a partnership with an
ongoing IMI European Project TransBioLine (Translational Safety Biomarker
Pipeline, www.transbioline.com) for discovery, development, validation,
regulatory qualification, and application of safety biomarkers, and bring
about a fundamental change in the way drug hepatic safety is monito-
red in clinical trials, and toxicities are diagnosed and managed in clinical
practice.

The other important scientific and educational activity has been develo-
ped with CIOMS (Council of International Organizations of Medical Sciences),
which is under the umbrella of WHO-UNESCO (https://cioms.ch/working-
-groups/dili/) and produced an International White Consensus Paper on
Drug-Induced Liver Injury (DILI): Current status and future directions for drug
development and the post marketing setting. The Chair and Vice chair of this
CA-17112 appointed by EASL (European Association for the Study of the Liver)
have elaborated a Clinical Practice Guidelines on DILI for the translation of
knowledge gained in DILI to improve decision making and clinical outcomes.
Beyond better representation of organ level function and DILI prediction, orga-
notypic human-based 2D-3D co-cultures offer enhancement of the discovery
of cellular biomarkers — essential for detecting early signals of hepatotoxicity.
Emerging areas in mechanistic DILI provide highly promising opportunities
as potential biomarkers, such as circulating extracellular vesicles with specific
proteome and liver microRNAs. Addressing the basic sciences in tandem with
both clinical and parallel Pharma, SMEs and academic consortia perspectives
provides much needed cohesion and synergy in the DILI field and impetus
for a constructive way forward. A detailed beyond-state-of-art COST-DILI
Action ‘position paper’ on preclinical human-based models forimproved DILI
prediction has been published in J Hepatol. This consensus review article is
an important milestone for WG3. Owing to the complexity and low preva-
lence of DILI, performance of randomized clinical trials fawces multilayered
challenges The first systematic review with meta-analysis of 22 randomized
clinical trials in prevention and management of DILl illustrates the difficulties
and methodological flaws of clinical research on DILI and underscore the
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need to come up with a study design, with adequate endpoints to assess
effect of an intervention on DILI clinical outcomes and to set up a Network of
centers for clinical research including Transplant centers to achieve this goal.

The multidisciplinary collaborative approach of ProEuroDILINet (https:/
proeurodilinet.eu) provides an ideal environment for innovation.

COST's support for networking led to important effects at the level of
individual researchers and their institutions, which included the building
of trust of the participating partners and the promotion of interdisciplinary
partnerships and STSMs, fostering international publications that would
smooth the further joint international research projects and a road map on
DILI. Actions to compromise ECl, increase their leadership, provide mentorship
and ease their way forward are underway.

The exceptional situation of COVID 19 pandemic represents a major scien-
tific challenge that have clearly hampered the full intended achievements and
objectives of EU COST Actions. The COVID-19 pandemic has highly reduced
the mobility and networking possibilities that our COST Action wanted to
develop. Indeed, traveling and the movement of people has been severely
affected. To mitigate impact on the COST Action goals we have organized
virtual meetings — across the COST-DILI Action. Hopefully we may resume
on-site meetings in the second semester of 2021.

COST DILI Lecture 1

MAFLD & DILI: Clinical and Pathophysiological
Interactions

Anna Licata

Internal Medicine & Hepatology Unit, PROMISE, University of Palermo,
Italy

Introduction: MAFLD, metabolic associated fatty liver disease describes
all liver diseases associated with metabolic dysfunctions, being the hepatic
manifestation of a systemic and heterogeneous disorder. It is characterized
by great variability among affected patients, based on age, gender, ethnicity,
genetic predisposition, metabolic disease and gut microbiota, which in turn
generate different phenotype of high level of clinical complexity. MAFLD
patients have an increased cardiovascular risk and thus, are exposed to poly-
pharmacy. DILI, which acts synergistically with MAFLD, refers to adverse drug
reactions involving the liver due to xenobiotics, at the usual dose.

Main text: Several studies have shown that patients with chronic liver
disease have increased risk of death or liver transplant after DILI. A prospec-
tive study carried on by DILIN, showed that 10 % of patients developing
DILI with pre-existing liver diseases had grater mortality, maybe due to such
comorbidities, as diabetes. This study confirmed previously obtained results
in which patients with visceral adiposity had a fourfold increase of DILI risk
when exposed to common drugs. Recently, it has been clarified that MAFLD
patients are at major risk of DILI development with more severe outcomes,
because of impaired drug processing, modified toxicological responses and
immune or inflammatory response modified by metabolic factors. On this
regard, some drugs, as glucocorticoids, valproate, didanosine, methotrexate,
tamoxifen and others are responsible of a clinical picture of drug-induced
steatohepatitis, in which such drugs may acts as inducing de novo steatosis
or worsen a pre-existing condition.
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Conclusion: Given the increased risk of MAFLD patients for developing
severe DILI, several studies are needed in order to establish criteria for early
diagnosis, comorbidities and risk stratification.

COST DILI Lecture 2

Clinical Trials and Drug-Induced Liver Injury: Where do
We Stand and Future Perspectives

Ismael Alvarez-Alvarez'?

'"Unidad de Gestién Clinica de Aparato Digestivo, Servicio

de Farmacologia Clinica, Instituto de Investigacién Biomédica

de Malaga, Hospital Universitario Virgen de la Victoria, Universidad de
Malaga, Mélaga

Centro de Investigacién Biomédica en Red de Enfermedades
Hepdticas y Digestivas (CIBERehd), Madrid, Spain

Introduction: There is no specific therapy approved for idiosyncratic
drug-induced liver injury (DILI). Therapeutical options tested in rando-
mized clinical trials (RCTs) have yielded inconclusive findings. Within the
Working Group 4 of the COST ACTION 17112 (PRO-EURO DILI NETWORK),
we performed a systematic review and meta-analysis to summarize
the design and findings of RCTs in the prevention and management of
idiosyncratic DILI.

Main text: A systematic literature search up to January 31st, 2020,
was performed. We used a recognized scale to assess methodological
bias. After screening and review candidate manuscripts, we included 22
RCTs, 12 on prevention and 10 on management of DILI. Silymarin, bicyc-
lol, magnesium isoglycyrrhizinate and N-acetylcysteine were the most
common compounds tested. Only a minor proportion of RCTs showed
a strong methodological design with low risk of bias. There was a great
heterogeneity on DILI diagnostic criteria, and only few trials reported
about the causality assessment method. Based on the scarce number of
trials available, tested agents showed limited efficacy in DILI prevention
and management. Altogether, the tested agents showed a safe profile.

Conclusions: Due to the methodological flaws in RCTs in DILI, in-
ternational research networks are needed to establish a standardized
framework on RCTs design and therapeutic endpoints.

KLINICKA FARMAKOLOGIA A COVID-19

Controversies and New Trends in the Treatment

of COVID-19

Stefan Las3an

Department of pulmonology, phthisiology and functional
diagnostics, Faculty of Medicine, Slovak Medical University and
Bratislava University Hospital, Bratislava, Slovakia

Introduction: COVID-19 has become a global pandemic with severe
health issues around the world. Although COVID-19 primarily affects respi-
ratory system, it is generally accepted that it is a complex multisystemic
disease. Its pathogenesis involves a biphasic immune response. The initial
stage is characterized by viral replication induced tissue damage and, in
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some patients, dysfunctional immune response plays a crucial role during
the second stage of the disease.

Expert opinion: The pharmacological treatment is considered as a key
part of management strategies and needs to be tailored according to the
stage and disease severity. Numerous pharmacotherapeutics have been
introduced into the clinical practice despite low level of evidence from
well-designed clinical studies or systematic reviews/meta-analyses. The
strongest recommendations assume the use of new antiviral drugs (i. e.
remdesivir), systemic corticosteroids, neutralizing antibodies targeted to the
viral S-protein. In patients with systemic hyperinflammation the indication
of anti-IL6 monoclonal antibodies, JAK/STAT inhibitors and anakinra may be
justified. To achieve a more efficient immune response, multiple methods
could be applied, including regulation of the immune response, augmenta-
tion of the immune system against the virus, inhibition of the dysfunctional
immune response, and inhibition of the viral replication/infection.

Conclusion: Pharmacological research represents a major challenge
and unmet need for the entire scientific and clinical community, as it has
the potential to get through the ongoing pandemic.

Analysis of Reported Adverse Events Following
Covid 19 Vaccination in the Slovak Republic

Monika Lassanova’', Monika Ci¢ova?3

'Institute of Pharmacology and Clinical Pharmacology of Faculty
of Medicine Comenius University in Bratislava, Slovak Republic
2SIDC, Pharmacovigilance and Clinical Trial Section, Slovak
Republic

3Department of Organisation and Management of Pharmacy,
Faculty of Pharmacy Comenius University in Bratislava, Slovak

Republic

Introduction: The COVID-19 pandemic has resulted in more than
4.5 million deaths worldwide. Vaccination against the SARS-CoV-2 virus
is the only way out of the pandemic, however, reaches only 39 % in
the Slovak Republic. Concerns about side effects (ADRs) of vaccines
are the one of the reasons for low vaccination rate.

Objective: The aim of this presentation is to analyse reported
suspicions of adverse reactions of registered COVID-19 vaccines
(Comirnaty, Vaxzevria, Spikevax), which State Institute for Drug Control
received from healthcare professionals and patients in the time period
from 1Tst January 2021 to 31st May 2021.

Methods: The program R, language and environment for statistical
calculations, version 3. 6. 3, R Foundation for Statistical Computing,
Vienna, Austria, GNU GPL license was used for data analysis.

Results: During the evaluation period, 5763 reported suspicions of
ADRs were analysed, overall there was a significant (p < 0.0001) increase
in the number of reported ADRs fivefold. 93 % of ADRs (n = 5346) were
reported for COVID-19 vaccines. No statistically significant difference
(p < 0.238) was identified between Spikevax and Comirnaty in the pro-
portion of serious ADRs. However, a significantly higher (p < 0.00001)
proportion of reported suspicions of severe NU was observed with
Vaxzevria. There is a statistically significant difference in the ratio of
serious ADRs between the sexes for all COVID-19 vaccines (p < 0.00001);
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in woman this ratio is in all cases statistically significantly higher than
in men (p < 0.0001), whereas the most often were ADRs reported by
patients (p < 0.0001), of which up to 66 % were women.

Conclusion: In the Slovak Republic, the rate of spontaneous re-
porting of suspected ARDs has been low for a long time; in the period
January — May 2021 rate increased as a result of active calls for ADRs
reporting, patients reported the most often. According to European
data, Vaxzevria has a significantly higher ratio of reported suspicions of
serious ADRs. For all vaccines, the incidence of severe NUs is statistically
significantly higher in women.

Analyza neziaducich ucinkov hldsenych po
vakcinacii COVID-19 vakcinami v Slovenskej
republike

Monika La3$anova', Monika Ci¢ova?3

'Ustav farmakolégie a klinickej farmakolégie Lekarskej fakulty
Univerzity Komenského v Bratislave, Slovenska republika
2SUKL, Sekcia farmakovigilancie a klinického skusania,
Slovenska republika

3Katedra organizacie a riadenia farmacie, Farmaceuticka fakulta
Univerzity Komenského v Bratislave, Slovenska republika

Uvod: Pandémia ochorenia COVID-19 si celosvetovo vyziadala viac
ako 4,5 miliona umrti. Jedinym vychodiskom z pandémie je vakcinacia
proti virusu SARS-CoV-2, ktord viak v SR dosahuje iba 39 %. Jednym
z dévodov nizkej zaockovanosti je aj obava z neziaducich Ucinkov
(NU) vakcin.

Ciel: Cielom préce je analyza hlasenych podozreni na NU v tom
¢ase registrovanych COVID-vakcin (Comirnaty, Vaxzevria, Spikevax),
ktoré Statny Ustav pre kontrolu lie¢iv prijal od zdravotnickych pracov-
nikov a pacientov v obdobi od 1. 1. 2021 do 31. 5. 2021.

Metodika: Pre vyhodnotenie siboru bol pouzity program R, jazyk
a prostredie pre Statistické vypocty, verzia 3. 6. 3, R Foundation for
Statistical Computing, Vieden, Rakusko, licencia GNU GPL.

Vysledky: Za dané obdobie sa analyzovalo 5763 hldsenych po-
dozrenf na NU, celkovo doslo k signifikantnému (p < 0,0001) nérastu
poctu hlasenych NU patnasobne. Z celkového poctu hlaseni sa 93 % (n
= 5346) tykalo COVID-vakcin. V zastipeni zavaznych NU nebol medzi
vakcinami Spikevax a Comirnaty identifikovany Statisticky vyznamny
rozdiel (p < 0,238). Signifikantne vyssi (p < 0,00001) podiel hldsenych
podozreni na zévazné NU bol ale zaznamenany pri vakcine Vaxzevria.
V zastupen( zavaznych NU medzi pohlaviami je pri vietkych COVID-
-vakcinach signifikantny rozdiel (p < 0,00001), u Zien je tento podiel
vo vsetkych pripadoch Statisticky vyznamne vyssi, nez u muzov (p <
0,0001), pricom signifikantne najéastejsie hlasili NU pacienti (p < 0,0001),
z toho az 66 % tvorili Zeny.

Zaver: V SR je miera spontanneho hlasenia podozreni na NU
dlhodobo nizka. Za obdobie 1-5/2021 sa zvysila v dosledku aktivneho
vyzyvania na hlasenie NU, ktoré najcastejsie hlasili pacienti. V sulade
s eurdpskymi ddtami ma signifikantne vyssi podiel hldsenych podozrenf
na zavazné NU Vaxzevria. Pri vietkych vakcinach je vyskyt zavaznych
NU statisticky vyznamne vy33i u Zien.
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