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Typy alergickych reakci na NSAIR

 Plicni manifestace (az 10% pacientu s asthmatem)
— nazalni poly, astma, polypy v sinusech

« Kozni manifestace
— urtika, anioedem, Steven-Johnson sy

« Systémova reakce
A UEWIEVE

« Cca 1-2% populace

* Odhaduje se ze az 20% pacientu s indikaci ASA ji neuziva
pro udaj o alerqii, jejiz realny vyskyt v populaci je 0.5-
2.5%

White A. Allergy Asthma Proc. 2013;34:138-142, Rossini R Am J Cardiol 2008;101:786-789



Kounisuv syndrom

« Akutni koronarni syndrom provokovany alergickou
reakci , poprve popsano jako “allergic anginal
syndrome”

* Predpokladanym mechanismem je provakace

koronarniho spasmu, ale je popisovana i asociace
alergické reakce s trombozou ve stentu

Omri M. J of Medical Case Reports 2017;11:145



Pacient s AKS a znamou alergie na aspirin

 V pripade ze neni Cas na desenzitizaci je
doporucovana standardni priprava:
— kortikoidy
— antihistaminika
— Montelukast 5mg zvykaci tableta, davka 10 mg

* Vybaveni na zvladnuti alergickeé rakce na sale



Desensitizacni protokol

U pacientu s ASA indukovanym zhorSenim asthmatu Ci
polypu:

— antialergicka profylaxe
— ASA 40.5 mg — 90 minut — 40.5 mg (v nasSich podminkach 50 mg ?)

U pacientu s ASA indukovanou urtikou ¢€i angioedémem

— antialergicka profylaxe

— ASA 20.25 mg — 90 minut — 20.25 mg — 90 minut — 20.25 mg — 90
minut — 20.25 mg (v nasich podminkach 25 mg ?)

U pacientu s anamnézou kozni reakci > 10 let
— bez rizika podani ASA 81 mg

Desenzitizace neni doporucovana po zivot ohrozujicich
reakcich na ASA

— tento typ reakci je vSak po ASA extrémné vzacny

White A. Allergy Asthma Proc. 2013;34:138-142



Alternativni desensitizacni protokoly
- bez nutnosti antialergické premedikace -

Aspirin desensitization protocol

Time {min) Aspirin Dose (mg)

|

3
L
al
40
100

0.1-0.2-1-3-10-25-50-100 mg a 15-20 minut

Priprava: 500 ml FR + 500 mg ASA effervescent
1 ml=1mgASA

Rossini R Am J Cardiol 2008;101:786-789, Dalmau G. Rveista Esp. de Cardiologia 2009;62:224-5




|.v. desensitizacni protokol

Table 1
Aspirin desensitization protocol.

Time (min) Aspirin dose (mg) Cumulative aspirin dose [mg)

0 1
30 3
GO 7
90 15
120 31
150 63
180 127
210 252

240 502

Priprava: 500 ml FR + 500 mg Kardegic
1ml =1 mg ASA

De Luca G. Int J. of Cardiology 2013;167:561-563




Publikované desensitizacni protokoly

Tahble 1
Characteristics of included studies.
Study Study type Publication Follow-up Indication to Protocol Protocol  ASA Protocol description Premedication Quality
ASA type duration cumulative [dosage, mg) 5C0TE
dose
Christou et al Prospective COHORT 2011 6-19 months Pl for stable CAD/ACS Cral 35 Gafd mg 001,03, 10, 30,40, 81, 162, 325 - |
“:;:'E""!;':'t;s'?{t al, Prospective COHORT 2012 Inhosp Planned POl oral 35 150mg  0.1.1.1.52345,10,1525,35.50 - 5
igh His
“:E:.l""' stallow o pective COHORT 2012 Inhosp Flanned PC1 oral 3 160mg  10.15.25.20,50 § 5
Dalmau et al. EE‘T;E,;:'““ 2009 5-46 manths  PCI for ACS oral 25 1804mg  0.1,02,1,3,102550,100 - 6
De Luca et al, EE‘E‘;;”““ 2013 30 days PCI far stable CAD/ACS Endovenous 4.5 500mg 1,248 16 32, 64, 128, 250 - 6
Antileukotrienes (24 h before
and 1 h before] and
. f —_— ’ 7.5 months . . — P ; . dexchlorpheniramine
] wp 0y Y r p i o . 580
Diez et al Prospective COHORT 2014 [1-40) PLI for stable CADJACS Oral 25 1894 mg  01,02,1,3,102550,100 (1 h before) in the patient with a 7
history
of prior anaphylaxis
. Prednisone, montelukast and cetirizine
cp 3, wp W E iy _ o I n 3 Lo " iy i e
Hobbs et al. Prospective COHORT 3008 Bl Cral 35 799 mg 1.2.48,15,30,50,81.121,162,325 from 12 h prior to protocs 5
. Retrospective o 16 months ACS or PO for stable - c ) -
Lee et al COHORT 2013 [1-53) CADVACS Oral 3 155 mg 5,10.20,40,80 &
Ratrasnective Coronary artery disease
Me Mullan et al. I;LI'-H_‘IEI - 2013 1 week [CAD) or a cardiac Oral 2 635 mg 1,10,.20.40,80,160,325 - 5
: praocedura
Ortega Loayza et al Case series il 12 months Rl Oral 4 2IT5mg  05,1,2 4 816 32,64, 100 Diphenhydramine, 50 mg 5
I Retrospective o e Admitted for cardiac . - . ) -
Rossini et al. FOHORT 2008 =12 months catheterization Cral 55 76 mg 1.5.10.20,40,100 &
Silberman et al Prospective COHORT 2005 14 months r_tlzv:cnt p_:.::utar'.:n:J_s Oral 25 60 mg 5,10,20,40,75 - 7
Coronary intervention
van Mguyen et al. case series 2012 '”' months . PCl for stable CADVACS Oral 6-10 - 000110 to 100 mE Fexofenadine 5
[from 3 to 8) days :
Wieas et al. case series 2013 1015 ACS Oral 5 Hmg 1.5.10.20,40,100 - 5
months
. 1o 24 CAD (1 or pulmonary 01,0.3.1.3.10.30,40,81,162243 or  Loratidine, cetirizine
fong eries 000 1 A ' 5
Waong et al. £ase series 2000 months embolism) Ocal 3 6524 mg 325 hydroxyzine, or diphenhydramine -

Verdoia M. Vascular pharmacology 2015
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Verdoia M. Vascular pharmacology 2015



Alergicka rekace na thienopyridiny ticlopidin,
clopidogrel, prasugrel

* Cca 4-6% populace
* Hematologické alergické projevy
— leukopenie, trombocytopénie, aplasticka anémie, pancytopénie
— Tromboticka trombocytopenicka purpura (TTP)
« Kozni alergicke projevy
— svedeni, exantem, urtika
— generalizovana exantematozni pustuloza (ticlopidin, clopidogrel)
« Revmatologicke alergicke projevy
— Polyarthritis, polyatralgie
* Prekryvné syndromy SHORES

Calogiuri GF. Int. J of Cardiology 2016;222:509-514



Postup pri alergii na thienopyridiny

Vynechani |éCby thienopyridiy
Standardni antialergicka leCba
Desenzitizacni protokoly
Zmena za jiny thienoypridin

Vymena thienopyridinu za ticagrelor
— cyclopentyl triazolo pyrimidin

Beavers C. Drugs 2015;75:999-1007



Desensitizace

Table 2 Two-hour clopidogrel desensitization protocol (doses given Table 3 PI"-'*":" to 3-day Uu‘P’fﬂiﬂﬂt_'lﬁl'i‘Pid'-‘Hfﬂl desensitization pro-
every 15 min) [19] tocol (doses given every 15 min) [19]

| [ . av i [ otoeo '} '-!- o : --
Concentration Volume Day of protocol Dose Concentration

—

0.1 mg myg/ml

0.1 mg/ml (0.2 ml

0.1 mg/ml 0.5 ml

0.1 mg/ml 1.5 ml

0.1 mg/ml 5.0 ml

0.3 mg/ml (0.5 ml

0.3 mg/ml 1.7 ml

0.3 mg/ml 5 ml

0.3 mg/ml 15 ml

75-mg tablet 1 tablet (75 mg)

0.2 mg mg/ml

0.5 mg mg/ml

1.0 mg myg/ml

4.0 mg myg/ml

8.0 mg mg/ml

16.0 mg

1
1
1
|
2.0 mg 1 mg/ml
1
1
1 mg/ml
1

32.0 mg myg/ml

1
1
1
1
2
2
2
2
2

75 mg 75-mg tablet
Urdl Elﬂl'-l'fiﬂ“ should be prepared using 75-mg tablets and sterile water Oral solution should be prepared using 75-mg tablets and sterile water
for injection for injection

Beavers C. Drugs 2015;75:999-1007



Case Report

Ticagrelor-Induced Angioedema: A Rare and
Unexpected Phenomenon

Rajeev Seecheran,' Valmiki Seecheran,” Sangeeta Persad,” Sasha Lalla,” and
Naveen Anand Seecheran’

PISSN 2233-8276 - elSSN 2233-8268

Asia Pacific
a I Ie https:y/doi.org/10.5415/apallergy 2017.7.1.51

Asia Pac Allergy 2017,7:51-53

Hypersensitivity to ticagrelor and low response

to clopidogrel: a case report

Jing Dai, Shuzheng Lyu*, and Changjiang Ge



Zaver

Prakticky u vSech pacientu s anamnézou alergické reakce
na aspirin lIze dosahnout jeho bezprobléemoveho uzivani
Existuje fada desensitizaCnich postupu, jejichz
patofyziologické vysvétleni je nejasne Ci zcela obskurni.
Presny mechanismus desensitizace neni znam. V rade

pripadu neni udavana alergie na ASA skuteCnou alergii, Ci
tato reakce sama mizi.

VétSina pacientu s prokazanou alergii na ASA toleruje
davky 60-90 mg zcela bez problému

Alergie na thienopyridiny existuje rovnez a jeji reseni je
obdobné s preferencni moznosti prechodu na ticagrelor



Antialergicka lecba a ponechani
clopidogrelu

Table 3
Jefferson protocol for management of clopidogrel hypersensitivity

[mtial therapy
Continue clopidogrel 75 mg/day
Corticosteroids
Methylprednisolone taper (6-day Medrol Dosepak)
Antihistamines (until symptom resolution)
Fexotfenadine 180 mg/day
Diphenhydramine 25-50 mg at bedtime
Secondary therapy (for symptom relapse)
Continue clopidogrel 75 mg/day
Longer-course corticosteroids (18 days)
Predmisone 60 mg, taper by 10 mg every 3 days
Leukotriene mhibitor
Montelukast 10 mg/day
Antihistamines as needed

Campbell K. Am J Cardiol 2011;107-812-816



