Antitromboticka lécba



Rozdeleni antitromboticke lecby

antikoagulacni (anti-lla) — heparin, kumariny, hirudin
antitromboticka (anti-Xa) — LMWH, pentasacharidy

antiagregacni (antitrombocytarni) — ASA, ticlopidin,
clopidogrel, inhibitory GP IIb/llla

trombolyticka — streptokinaza, urokinaza, alteplaza (rt-PA)
substitucni — AT/, aPC
kombinovana — viz vyse




Schéma plazmatickeé koagulace a nektere z
moznosti jejiho ovlivheni antitrombotickou lécbou

XII — Xlla TF TFKPI VII




Indikace antikoagulacni lecby
- heparinu, kumarinu

 Zilni tromboza a embolie

* fibrilace sini

* chlopnove srdecni nahrady
* umelé povrchy

 DIC, APS, MAHA
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Mechanismus ucinku

UFH a LMWH
LMWH
AT FX FIl
UFH
AT FX FIl




Nizkomolekularni hepariny

Nazev Poloc¢as s.c. Anti-Xa/lla Prum.mol.hm.
Nadroparin Fraxiparine 201 min. 3,0 4 500
Dalteparin  Fragmin 228 min. 2,0 5 000
Enoxaparin Clexane 275 min. 3,3 4 800
Reviparin 180 min. 3,3 3 900
Parnaparin - 4,0 4 500
Tinzaparin 200 min. 1,8 4 500

Certoparin 258 min. 4,2 7/ 600




Primeé inhibitory trombinu

hirudin

rekombinantni - lepirudin (Refludan)
desirudin (Revasc)

synteticky - Hirulog

argatroban - Novastan

efegatran, napsagatran, inogatran aj.




Inhibitory Xa

* neprime (synteticke pentasacharidy)
— fondaparinux (Arixtra)
* primeé
— prirozene (Yagin), heparany (Orgaran,
Desmin, Sulodexid)
— rekombinantni (Antistatin, TFPI)

— syntetické (Sanorg 34006, DX-9065a, SEL
2711, YM-60828)




Koagulacni faktory vitamin K dependentni

e FII, FVII, FIX, FX
CcCO

e karboxylaxe glutamove FHE

kyseliny CH2

e nutna k vazbe na fosfolipidy COO-
pres Ca mustky

e koagulacni faktory jsou
tvoreny, ale nejsou
koagulacné aktivni - PIVKA
formy (Protein Induced by
Vitamin K Absence /
Antagonist)




Prehled kumarinovych preparatu

Terapeuticke rozmezi:
2,0 — 3,0 INR (international normalized ratio)

genericky nazev polocas
etylbiskumacetat (Pelentan) 2 hodiny
acenocumarol (Sintrom) 8 hodin
warfarin (Warfarin, Coumadine) 72 hodin

fenprokumon (Marcoumar) 160 hodin




Trvani leCby kumariny

Nekomplikovana prvni tromboza — 3 mesice
Komplikovana tromboza (PE) — 6 — 12 mesicu
Zjisteny defekt — dlouhodobe (celozivotne)
Zajisteni kritickeé situace — prechodna cilena
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Fosfolipidy b. membrany
zaneét

: : PGH2 Synt 2 f
k.arachidonova - > PGG2/H2

PGH2 Synt 1 S —
Cyclooxygenase

PGG2/H2 -

SN

Prostacyclin TxA2 Trombin ADP

¥
| S aktivace desticek

/

expozice Gpllbllla

¢ < 1
hn |

agregace




Antiagregancia

inhibitory agregace

inhibice COX1 ASA, NSAID

inh. TXA2 synt. dazoxiben, ridogrel

inh. ADP agregace clopidogrel, ticlopidin
iInh. trombin. agregace antitrombinové latky
iInhibitory serotoninu ketanserin

inhibitory GPIlib/llla viz dale




Inhibitory GPIlIb/llla receptoru

» monoklonalni protilatky
— abciximab (Reopro)
parenteralni
» peptidy
— eptifibatid (Integrilin)
 malé molekuly
— tirofiban (Aggrastat)
— lamifiban, fradafiban
— xemilofiban, sibrafiban (Xubix)  peroralni




Antiagregancia

ASA (Anopyrin, Godasal, Acylpyrin, Aspirin)
indobufen a ostatni NSAID (/bustrin)
clopidogrel (Plavix), ticlopidin (Ticlid, ApoTic)

abciximab (ReoPro)

— eptifibatid (/ntegrelin)

— lamifiban, tirofiban (Aggrastat)
— sibrafiban (Xubix), xemlofiban



Davkovani antiagregancii

ASA 75 - 400 mg/den (2 dny)
vetsinou 100 mg (200mg)
indobufen 1 - 2 x 200 mg/den
clopidogrel 1x 75 mg/den
ticlopidin 1-2x 250 - 500 mg/den
abciximab 0.25 mg/kg + 10 pg/min. i.v. 12 hod.



Monitorace antiagregacni lecby - ASA

Klinicky:
— recidiva IM, CMP, ICHDKK
Laboratorné — definice?:

« Agregace indukovana kolagenem :
— < 30% maxima krivky pred IéCbou
- <« 70% maxima pred lécbou
« Agregace indukuvana ADP 10 pM/ml:
- <« 707% maxim. agregace pred lécbou (< 10-307% pro clopidogrel)
* Agregace indukovana ARA 0,5 mg/mi:
- <« 20% maxim. agregace pred lécbou
« Agregace indukovana kationickym propylgalatem:
— pokles strmosti kfivky < 50%/min.
— doba k dosazeni 50% maxima > 90 sec.

 PFA-100:

— prodlouzeni CT po kolagenu s epinefrinem nad horni hranici normy
 Stanoveni metabolitu TXS v moci




Trombolytika

» streptokinaza (Streptase, Kabikinase, Awelyzin)
« urokinaza(Ukidan), prourokinaza (scu-PA)

plazminogen
Streptokinaza + plazminogen =— | +— urokinaza
plazmin
— monitorace TC 30-90 s

 alteplaza — r-tPA (Actilyse), reteplaza (Rapilysin)
— vazany na fibrin aktivuje plazminogen




Indikace substituce

Antitrombin [l (Antithrombin IlI)

1 jednotka zvysuje hladinuo 1-1.5 %

— vrozeny defekt
* profylakticky perioperacne, v gravidite s profylaxi LMWH/UFH
e pfi lécbé TEN s LMWH/UFH

— ziskany defekt s poklesem < 50 %
¢ sepse
« TEN

protein C (r-aPC - Xigris)
— vrozeny homozygotni defekt s purpurou fulminans
— pripadny tezky defekt ziskany — meningokokova sepse




