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Farmakologicka lécba perikarditid

« Akutni perikarditida

 Rekurentni perikarditida

* Transientni konstriktivni perikarditida



1. LEKARSKA FAKULTA . |8

UNIVERZITY KARLOVY V. PRAZEL s -

Management akutni perikarditidy:
- idiopaticka nebo ,specificka” perikarditida ?

N - pfitomny prediktory T rizika ?
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LécCba akutni perikarditidy

> Klidovy rezim do rezoluce symptomu a normalizace CRP !
(provozovani zavodniho sportu za 3 mesice od ataky;

ostatni jedinci — sportovani po vymizeni symptomu,
normalizaci CRP, EKG, echokg)

» Farmakologicka lécba dle etiologie
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Kolchicin v Iéébé akutni idiopaticke
a rekurentni perikarditidy

M. Imazio Ocun jesenni (Colchicum autumnale)

— EEw 1] N e

Kolchicin: studie COPE, ICAP, CORE, CORE-2, COPPS, COPPS-2
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Colchicine in Addition to Conventional Therapy A Randomized Trial of Colchicine
for Acute Pericarditis

Results of the COlchicine for acute PEricarditis (COPE) Trial for Acute Pericarditis
oteviena lécba ASA vs. |éCba kolchicinem dvojité slepa lIécba NSAID vs. |éCba kolchicinem dle
dle vdhy 1-2mg 1.den, nasledné 0,5-1 mg vahy 2x 0,5mg (1x 0,5mg) po 3 mésice v kombinaci
po 3 mésice v kombinaci s ASA s NSAID (ASA, Ibuprofen)
Nemoznost ASA — Prednison (19 pts)
Group |- Group II: 7
No Colchicine  Colchicine 02 Colchicine
Feature (n=60) (n=60) P R
Mean follow-up, mo 237+838 242+87 NS § 079
Corticosteroid use,* n (%) 10 (16.6) 9 (15.0) NS %ﬂ 064 Placebo
Recurrence, n (%) 20(33.3) 7(11.7)  0.009 é 037
Recurrence rate at 18 mo, % 32.3 10.7 0.0041 z "
Symptom persistence at 72 h, n (%) 22 (36.7) 7(11.7)  0.003 iﬁ 037
Side effects. n (%) 4(6.7) 583 NS & o P<0.001 by log:rank est
Severe adverse effects, n (%) 01(0.0) 0(0.0) NS >
Cardiac tamponade, n (%) 0(0.0) 0(0.0) NS o0 I : e
Constrictive pericarditis, n (%) 0(0.0) 0(0.0) NS Months

Imazio M et al., Circulation 2005 Imazio M et al., ICAP trial NEJM 2013
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Lecba akutni idiopaticke perikarditidy

 Lécba 1. volby:
kombinace utocnych davek NSAID nebo ASA s kolchicinem
- volba NSAID ¢i ASA dle pacienta
(ASA: aterosklerosa, lepsi pfi ¥ GFR; NSAID: antikoagulovani)
- postupné snizovani davky NSAID ¢i ASA po normalizaci CRP /
vymizeni symptomu !!!

- vzdy gastroprotekce PPI

- kolchicin: ne uto¢na davka, adjustace na vahu, 3 mésice u prvé ataky

(redukce davky u GFR < 30ml/min, ne u GFR < 15 ml/min, u vyrazné hepatopatie, gravidnim)

ESC Guidelines 2015



\A_

~ -

Lecba akutni idiopatické perikarditidy

« Lécba 1. volby:
kombinace utocnych davek NSAID nebo ASA s kolchicinem

Kyselina acetylsalicylovéa | 750-1 000 mg kazdych 8 h 1-2 tydny Snizovat davky o 250-500 mg kazdé 1-2 tydny
Ibuprofen 600 mg kazdych 8 h 1-2 tydny Snizovat davky o 200-400 mg kazdé 1-2 tydny
Kolchicin 0,5 mg jednou denné (< 70 kg) nebo | 3 mésice Neni povinné, pfipadné 0,5 mg obden
0,5 mg dvakrat denné (> 70 kg). (< 70 kg) nebo 0,5 mg jednou denné (> 70 kg)
v poslednich tydnech
Indometacin 25-50mg kazdych 8 hodin 1-2 tydny 25mg a 2 tydny, i pomaleji

- zhodnoceni efektu IéCby po 1 tydnu

- vysoka utocna davka ASA /NSAID a jeji pomalé snizovani po
normalizaci CRP / vymizeni symptomu !!!

ESC Guidelines 2015
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Lecba akutni idiopaticke perikarditidy
Lécba 2. volby:

kombinace nizkych— strednich davek kortikoidul s kolchicinem

kdy ?: pfi kontraindikaci / selhani IeCby NSAID / ASA, po vyloucCeni
infekCni etiologie; gravidita; specificka indikace- systém. choroby

pro¢ ?: steroidy T riziko rekurenci ® !

- postupné snizovani davky Prednisonu po normalizaciCRP/ vymizeni
symptomu !
- vzdy gastroprotekce PPl + nabidnout suplementaci Ca a vitaminu D, u

starsich / rizikovych jedincu bisfosfonaty
ESC Guidelines 2015
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Lecba akutni idiopatické perikarditidy

Lécba 2. volby:

kombinace nizkych— strednich davek kortikoidul s kolchicinem

Prednison

Kolchicin

Uvodni davka
0,25-0,50 mg/kg/den®

Snizovani®

> 50 mg 10 mg/den kazdé 1-2 tydny

50-25 mg 5-10 mg/den kazdé 1-2 tydny
25-15 mg 2,5 mg/den kazdé 2-4 tydny
<15mg 1,25-2,5 mg/den kazdych 2-6 tydn
Kolchicin 0,5 mg jednou denné (< 70 kg) nebo | 3 mésice

0,5 mg dvakrat denné (> 70 kg).

ESC Guidelines 2015
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Lecba akutni idiopatické perikarditidy
v tehotenstvi

Kolchicin kontraindikovan!

Aspirin® 500-750 mg every 8 hours First choice To be avoided Preferably avoided
NSAID (ibuprofen, indomethacin, naproxen) | Allowed To be avoided Allowed
Paracetamol Allowed Allowed Allowed
Prednisone 2,5-10 mg daily Allowed® Allowed® Allowed"

ESC Guidelines 2015
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Lecba myoperikarditidy
(perikarditida spojena s postizenim myokardu)
* hospitalizace

« |éCebny postup podobny jako u perikarditidy
(n&ktefi autofi doporuéuji 4 davky NSAID / ASA neZ u perikarditidy)

* restrikce sportu minimalné 6 mésicu

ESC Guidelines 2015
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Lecba akutni non-idiopaticke perikarditidy

* Purulentni perikarditida:
drenaz perikardu + i.v. ATB (empiricky — cilené)
lokulované vypotky — zvazit intraperikardialni instilace fibrinolytika
subxifoidealni perikardiotomie a lavaz perikardu

« TBC perikarditida:

4-kombinace antituberkulotik vCetne rifampicinu aspon 2 mesice,
nasledné 2-kombinace na 4 mesice

intraperikardialni instilace fibrinolytika / vysoce davkovany
prednisolon (u non-HIV) ~ prevence konstrikce

ESC Guidelines 2015
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Lecba akutni non-idiopatickeé perikarditidy

* Perikarditida u renalniho selhani:
uremicka — zahajeni dialyzy; dialyzacCni — intenzita dialyzy
u obou NSAID / ASA nebo kortikoidy, pokud neucinna dialyza

 Neoplaticka perikarditia:
systemova chemoterapie

prolongovana drenaz perikardu — intraperikardialni instilace
sklerozujicich / cytotoxickych agens
(cisplatina-plice, thiotepa- mamma)

radiace u radiosenzitivnich neoprocesu (lymfomy, leukémie)

perikardialni balonkova perikardiotomie / chirurgicke perikardialni okno

~ prevence recidivy vypotku
ESC Guidelines 2015
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Lecba postperikardiotomickeho syndromu

 empiricka protizanetliva lécba NSAID / ASA + kolchicin

« nepodavat NSAID / ASA a kolchicin u asymptomatickych
pooperacnich vypotku bez vyjadienych znamek zanétu
(studie POPE aj.)

« prevence postperikardiotomického syndromu (doporuceni lla/C):

mel by byt zvazen kolchicin v chronické davce po dobu 1 mésice
(0,5mg 1x denné pri <70 kg, 0,5 mg 2x denné > 70 kQ)
(studie COPPS)

ESC Guidelines 2015



1. LEKARSKA FAKULTA . L SRR Bl 2
UNIVERZITY KARLQ!L:/ PRAZE 4 :}-‘s‘,\ e

-

Lééba rekurentni perikarditidy

stejné principy jako u akutni ataky, klid na lGzku po dobu obtizi

1. volba: uto¢né davky NSAID / ASA + kolchicin aspon 6 mésicu
(postupné snizovani NSAID/ASA po vymizeni symptomu
a pfi normalnim CRP)

2. volba: kortikoidy: pri selhani/kontraindikaci lécby NSAID/ASA,; gravidita;
specificka indikace- u systémovych chorob

nizké—stredni davky pridané k NSAID/ASA

a kolchicinu (,,triple-therapy“)

3. volba: azathioprin, IVIG, anakinra

ESC Guidelines 2015
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Colchicine for Recurrent Pericarditis (CORP) Efficacy and safety of colchicine for treatment of multiple

\ Randomized Trial recurrences of pericarditis (CORP-2): a multicentre,
antomizett fria double-blind, placebo-controlled, randomised trial

1. rekurence perikarditidy, dvojite slepa lécba > 2 rekurencemi perikarditidy, dvojité slepa_léCba
NSAID vs. kolchicin dle vahy 1-2mg/1.den, NSAID vs. kolchicin dle vahy 2x 0,5mg (1x
nasledné 0,5-1mg po 6 mésict v kombinaci 0,5mg) po 6 mésicl v kombinaci s NSAID
s NSAID (ASA, Ibuprofen)
1.0+
Placebo group Colchicine group  p value
(n=120) (n=120)
087 Recurrent pericarditis 51 (42-5%) 26 (21-6%) 0-0009*
g - , Symptom persistence at 72 h 53 (44-2%) 23 (19-2%) 0-0001
5 oo Remission at 1 week 71 (59-2%) 100 (83:3%) 0-0001
E Incessant course 32 (26-7%) 10 (8-3%) 0-0004
é 04 R Number of recurrences per patient 0-63 (0-87) 028 (0-58) 0-0004
E ] Time to subsequent recurrence (months) 53(4-2) 81(111) 0-220
Z — Colchicine Cardiac tamponade 2 (17%) 0 (0-0%) 0-478
¥ 02+ - Placebo Constrictive pericarditis 4 (3-3%) 0 (0-0%) 0-097
Log-rank P < 0.001 Pericarditis-related admission to hospital 12 (10-0%) 2 (1-7%) 0-013
o0 Follow-up (months) 20-0 (4-4) 193 (3-1) 0149
{IJ tls 1|2 1|8 2|4

Time From Random Assignment, mo

Imazio M et al., Annals Intern Med 2011 Imazio M et al.,, Lancet 2014
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Lécba rekurentni perikarditidy

1. volba: NSAID / ASA + kolchicin aspon 6 mésicu

Kyselina acetylsalicylova

500-1 000 mg kazdych 6-8 hodin (rozmezi Tydny az mésice
1,5-4 g/den)

SniZzovat davky o 250-500 mg kazdé
1-2 tydny®

lbuprofen

Indometacin

Kolchicin

Fall oW WEPURPRED DU LA P . T o L [P . S

a pri normalnim CRP!

[ PP TR R D . W ! LI o W o "SPURIRE [P 4

- vzdy snizovat jen jeden lék, a to pri asymptomaticnosti

- obvykle kriticka davka Prednisonu = 10mg/den:

2. volba: Prednison + kolchicin
+ NSAID /ASA >>0mg
(,triple terapie®)

shizovat a 2,5mg i méné po 2-6 tydnech!

Uvodni davka
0,25-0,50 mg/kg/den?

Snizovanl®

10 mg/den kazdé 1-2 tydny

50-25 mg

5-10 mg/den kazdé 1-2 tydny

25-15mg

2,5 mg/den kazdé 2-4 tydny

<15 mg

1,25-2,5 mg/den kazdych 2-6 tydn(

ESC Guidelines 2015




Léecba rekurentni perikarditidy

1 4

kortikosteroid-dependentni, nereagujici na

kolchicin

3.volba:

Azathioprine | Initial: | mg/kg/day Refer to N[ o o - Limited data - Haematologic and
given once daily or adult dosing. | pr| - azath Ioprl n available: children | hepatic toxicity.
divided twice daily, lak and adolescents: | - Allopurinol
gradually increased - IVIG I's oral:2-2.5 mglkg | concomitant use
till 2-3 mg/kg/day. k. - Dose once daily. contraindicated (severe
- anakKinra myelosuppression)
) —VEeven - Useful as a sparing
since possible : ,
. corticosteroids
hepatotoxicity. Agent.
IVIG 400-500 mg/kg/day | Refer to Use with caution due to risk of | No dose adjustments | Refer to adult Generally well tolerated.
for 5 days, or adult dosing. | immune globulin-induced renal | provided in dosing. Expensive.
| g/kg/day for 2 days, dysfunction; the rate of infusion | manufacturer’s label. Effective in the
eventually repeated and concentration of solution acute episode.
every 4 weeks. should be minimized.
Anakinra -2 mg/kg/day up to | Refer to No dose adjustment required | No dose adjustments | |-2 mg/kg/day - Generally well
100 mg once daily adult dosing. | for renal impairment. provided in subcutaneously tolerated.
subcutaneously. manufacturer’s label. | max 100 mg/day. | - Expensive.

- Effective in the
acute episode.

ESC Guidelines 2015




Anakinra

vr Y
« e N D @D & - vyuzivana rfadu let
Extracellular ;ilsimﬂiemﬂl --v_ .!- E 7 v v . s o .
.| - TI11 T T V Iere revm ato I d n I a rth rItIS

s .
4 ¢ = rekombinantni antagonista
\ 4 receptoru pro IL-1
AN
Enigﬂlcfmi \ @ IL_1 ~ Stééejnll GIOha
ey GO v zanétlivé kaskadé
N (stimulace produkce
okines e - . 7’ v . s . o
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'.[_ %
N R {______N_:u!d::é? . or

Baskar S et al., Cardiol Res Practice 2016
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Effectiveness and Safety of Anakinra for Management
of Refractory Pericarditis

7 e

13 pts s & 3-letym trvanim obtizi i pfes kombi-lécbu vcetné Prednisonu

Patient Age Pericarditis Prior/current medication for pericarditis Response and duration of anakinra
(Years), Duration therapy at last follow-up
Sex (Years)
1 73 F 0.5 NSAID¥, Col*, Pred* (30 mg/d), MTX* Asymptomatic; off Pred, NSAID, Col and MTX. Ve 1 OO%
On anakinra for 29.5 mos.
2 48 M 0.8 NSAID¥, Col*, Pred*(20 mg/d), MMF* Excellent symptomatic improvement; off Pred and Col. v o 7 Vé
Stopped anakinra after 13 months; flared: on anakinra 26 mos. aS po n pa rCIa I n I efe kt
3 JEM 1 NSAID¥, Col*, Pred* (20 mg/d) Asymptomatic; off Pred, NSAID and Col. On anakinra 15 mos.
4 53 F 1 NSAID*, Col*, Pred* (5 mg/d) Sienificant symptomatic improvement; off Pred, NSAID
¢ gand Col. L);nmanakjnra Elpmos‘ (U 5 O% ko m p I etn II)
5 33 F 2 NSAID¥, Col*, Pred* (25 mg/d), HCQ, AZA* Asymptomatic; off Pred, NSAID, Col and AZA.
On anakinra 22.6 mos.
6 55F 2 NSAID, Col, Pred (25mg/d), HCQ* Significant pain control but not resolution. Pain recurred when v 7 o
missed anakinra for week. On anakinra 43 mos. 1 7 mes I Cu f0| IOW—U p:
7 58 F 3 NSAID, Col*, Pred* (10 mg/d) Partial improvement in pain; Stopped anakinra after 2 mos;

relapsed 4 months later. Improved on anakinra: 33 mos. 0 7 v
8 44 F 3 NSAID*, Col* Partial symptomatic improvement; off NSAID and Col. 84 /O bez |ery N SAI D /

Experienced flare while on anakinra. On anakinra 33.5 mos.

9 58 F 5 NSAID*, Col, Pred*(20 mg/d), AZA Asymptomatic; Pred tapered to Img/d; stopped anakinra [ . .
after 11 mos. No relapse for 6.5 mos. kOIChICI n / kortl kOIdy
10 46 M 6 NSAID, Col*, Pred* (5 mg/d), HCQ Asymptomatic; off Pred and Col; held anakinra for surgery.
Anakinra re-initiated after relapse; on anakinra 20 mos.
11 49 F 6 NSAID, Col, Pred* (10 mg/d) Excellent symptomatic improvement. Stopped anakinra
after 2 years; flared; since on anakinra 17.5 mos.
12 I8 F 12 NSAID¥, Col*, Pred* (20 mg/d) Asymptomatic; off Pred, NSAID and Col. Stopped anakinra
after 8 mo. without relapse for 10 mos.
13 69 F 12 NSAID, Col Pred* (20 mg/d) Excellent symptomatic improvement; Pain recurred when

Pred <2mg/d and anakinra 50 mg/daily;
on 100 mg daily for 26 mos.

Jain S et al., Am J Cardiol 2015
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Lécba rekurentni perikarditidy

[ ASA nebo NSA + kolchicin + omezeni zatéze J

v

Kortikosteroidy v nizkych davkach (pfi kontraindikaci ASA/NSA/kolchicinu a po vylouceni infekéni etiologie)

|

[ I.v. imunoglobulin nebo anakinra nebo azathioprin
Perikardektomie 1

P ad

ESC Guidelines 2015
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Transientni konstriktivni perikarditis

Hemodynamické znamky konstrikce + pozitivita LGE perikardu = akutni zanét

Zvazit podani
empirické lécby NSAID / ASA
(doporuceni lIb/C)
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LécCba akutni perikarditidy se ridi dle etiologie

V terapii akutni a rekurentni idiopaticke perikarditidy se jako prva volba
uplatnuji utocné davky NSAID/ASA v kombinaci s dlouhodobeée
podavanym kolchicinem; kortikoidy (akutni/rekurentni perikarditis)

Ci jiné leky (anakinra, IVIG, azathioprin u rekurentni perikarditis)

jsou indikovany jen u rezistentnich pfipadu jako |é€ba 2. a 3. linie

Velmi dulezita je dostatecné dlouha lIé€ba adekvatnimi davkami
NSAID/ASA/kortikoidy s jejich pozvolnym snizovanim

Kolchicin jiz neni ,off-label” [eCbou akutni a rekurentni idiopatickée
perikarditidy ~ aktualizace SPC pripravku Colchicum-Dispert



Dékuji za pozornost I gl

@

Doporuceni pro... | Guidelines

EUROFEAN
SOCIETY OF
CARDIOLOGY®

Souhrn Doporucenych postupt
Evropské kardiologické spole¢nosti @
pro diagnostiku a lécbu onemocnéni , ,

CESKA KARDIOLOGICKA SPOLECNOST

perika rdu z roku 2015. THE CZECH SOCIETY OF CARDIOLOGY
Pripraven Ceskou kardiologickou spole¢nosti

(Summary of 2015 ESC Guidelines for the diagnosis and management of pericardial diseases.
Prepared by the Czech Society of Cardiology)

Ales Linhart?, Petr Tousek®

2]I. interni klinika kardiologie a angiologie, 1. lékaiska fakulta Univerzity Karlovy a VSeobecna fakultnf nemocnice, Praha,

Ceska republika
bill. interni-kardiologicka klinika, 3. lékarska fakulta Univerzity Karlovy a Fakultn/ nemocnice Kralovské Vinohrady, Praha,

Ceska republika



https://www.google.cz/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&ved=0ahUKEwjj4K6z57jMAhWJbRQKHfmyCSkQjRwIBw&url=https://myloview.cz/fototapety/tema/smajlik/4/&bvm=bv.121070826,d.d24&psig=AFQjCNG9UGWFHeilXRmnLlDuYDPCkk9eKw&ust=1462189738549314

