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FAKULTNI NEMOCNICE PLIEN




P.o. antikoagulancia

* 1940 — poprvé syntetizovan dikumarol (patentovan v 1941)

* 1948 — vyvinut warfarin, uveden na trh jako rodenticid

* 1954 — warfarin schvalen pro pouziti v humanni mediciné

» 1985 — zapocato s vyvojem novych oralnich antikoagulancii

« 2004 - vyvinut ximelagatran (v 2006 ukonceny klinické studie pro hepatotoxicitu)

« 2010 — dabigatran schvalen pro pouziti v terapii TEN a pfi prevenci CMP u pacientu s
nevalvularni FiS

« 2011 — rivaroxaban schvalen pro pouziti v terapii TEN a pti prevenci CMP u pacientl s
nevalvularni FiS

« 2012 — apixaban schvalen pro pouziti u pacient s nevalvularni FiS jako prevence CMP

» 2014 — apixaban schvalen pro pouziti v terapii TEN

« 2015 — edoxaban schvalen pro pouziti v terapii TEN a pfi prevenci CMP u pacientd s
nevalvularni FiS

» 2015 - idarucizumab schvalen jako antidotum k dabigatranu

* ve vyvoji/¢eka na schvaleni: andexanet alfa, ciraparantag







CHA:2DS:2-VASC x riziko krvaceni

Modifikovatelné rizikové faktory pro krvaceni

Rizikovy faktor podle CHA,DS,-VASc

Méstnavé srdecni selhani
Znamky/symptomy srde¢niho selhéni nebo objektivni
dukazy pro pokles ejekcni frakce levé komory

+1

Hypertenze

Klidovy krevni tlak > 140/90 mm Hg naméreny
nejméné pfi dvou prilezitostech nebo aktualni
uzivani antihypertenziva

+1

Vék 75 let nebo vyssi

+2

Diabetes mellitus
Glykemie nala¢no > 125 mg/dl (7 mmol/l) nebo lécba
peroralnim antidiabetikem a/nebo inzulinem

+1

Predchozi ischemicka CMP, transitorni ischemicka
ataka nebo projev tromboembolismu

+2

Cévni onemocnéni
Predchozi infarkt myokardu, ischemicka choroba
(dolnich) koncetin nebo aortalni plat

+1

Vék 65-74 let

+1

Kategorie pohlavi (zenské)

+1

Hypertenze (zejména pri systolickém krevnim tlaku > 160 mm Hg)

Labiini INR nebo doba v terapeutickém rozmezi <
60 %2 u pacientl lécenych antagonisty vitaminu K

Medikace predisponujici ke krvaceni, napf. antiagregancia
a nesteroidni antirevmatika¢

Nadmérmna konzumace alkoholu (> 8 drink(/tyden)*

Potencidlné modifikovatelné rizikové faktory pro krvaceni

Anemie®<®
Porucha funkce ledvinzo+<d

Porucha funkce jater*®
Pokles poctu trombocytd nebo zhorseni jejich funkce®

Nemodifikovatelné rizikové faktory pro krvaceni*®«
Véke (> 65 let): (= 75 let)oed
Anamnéza zdvazného krvacenjzo<d

Predchozi ischemickd CMPzb

Onemocnéni ledvin vyZadujici dialyzu nebo stav po transplantaci
ledviny=<

Cirhoza jaters

Malignita®

Genetické faktory®

Rizikové faktory pro krvaceni hodnocené na zakladé biomarker(
Troponin stanoveny vysoce senzitivhi metodou®

Rustovy diferenciacni faktor-15¢

Koncentrace kreatininu v séru/odhadovana CrCl¢




HAS-BLED score

Hypertension

Abnormal Liver or Renal Function 1or2
Stroke 1
Bleeding 1
Labile INR 1
Elderly (age > 65) 1
Drugs or Alcohol 1or2

HAS-BLED | Pisters et al. Lip et al.
roéni riziko ICH | roéni riziko ICH

1,1% 0,9%
1 1% 3.4%
2 1,9% 4,1%
3 3,7% 5.8%
4 8,7% 8,9%
5 12,5% 9,1%



European Heart Journal Advance Access published August 27, 2016

:‘-.:*\J"A:-" doc101093/euﬁ\carv&w210

2016 ESC Guidelines for the management of atrial
fibrillation developed in collaboration with EACTS

Doporuéeni k p.o. antikoagulaci dle CHA2DS2-VASc:
= CHA2DS2-VASc > 2 u muza (1A)
= CHA2DS2-VASc > 3 u zen (IA)

Po. antikoagulace by méla byt zvazena pri CHA2DS2-VASc
(tzv. ,Seda zéna"):

= CHA2DS2-VASc 1 u muzu (llaB)

= CHA2DS2-VASc 2 u zen (llaB)

(



Warfarin ma vyssi riziko krvaceni nez ve studiich

Overall ~&— Score0 : Score 1

« celkové velka krvaceni:
3.8%/ paciento-rok

(95% Cl 3.8-3.9%)

—&— Score2-3 =O=— Score 4-6

hage, % per person-year

* nejvétsi problém v 1. mésick

davani: velka krvaceni
11.8%/ paciento-rok .
(95% CI 11.1-12.5%) & '“'“'«"w‘ PRIAPEAN, Vs A‘J»\ |
TV y‘—-\‘,...vv&.?] /‘i/ \/ YWYV
30-d window

Kanadsky registr :
125 195 pacient(i 266 let s FiS
Zahajeni léCby warfarinem

Stratifikace podle CHADS, skore
Definice velkych krvaceni = jakykoliv pfichod
do nemocnice pro hemoragii

Gomes et al. CMAJ. 2013;185:E121-127.



NOACs u pacientu s FS
bazalni charakteristiky

N 18,113 14,264 18,201 21,105
Age, years (mean)* 71 73 70 72
Gender (men) 64% 60% 65% 62%
Type of AF*
Persistent/permanent 67.2% 81.0% 84.7% 74.6%
Paroxysmal 32.8% 17.6% 15.3% 25.4%
Newly diagnosed - 1.4% - -
r::;en'f CHADS, score, 2.1 3.5 2.1 2.8
Oorl 31.9% <1.0% 34.0% _
2 35.6% 13.0% 35.8% 77.4%
3-6 32.5% 87.0% 30.2% 22.6%*
TTR in the warfarin group
(mean % of the study 64% 55% 62% 68.4%
period)

1. Connolly et al. N Engl J Med. 2009;361:1139-1151; 2. Patel et al. N Engl J Med. 2011;365:883—

891; 3. Granger et al. N Engl J Med. 2011;365:981-992; 4. Connolly et al. N Engl J Med.

2011:364:806—-817: 5. Giugliano et al. N Engl J Med. 2013:369(22):2093-2104.




NOACs u pacientu s FS — Gi¢innost a bezpecnost
ve srovnani s warfarinem

SRR
1592 Yo% 158% §33%  Js53%
e ™= Yooz Yoz e Jooz
or . 148% - =  fr f23%
CMP/SE J35% - [z N —
iCMP J24% - - = =

Nejednd se o piimé srovnani (head-to-head), nelze Cinit Zaddné klinické zavéry.

TKritéria pozivand ke klasifikace zavazného GIT krvdceni se lisi mezi jednotlivymi studiemi; ICH - intrakranidini krvéceni
Statisticky nevyznamné vs warfarin

1. Lip GY et al. Thromb Haemost 2014; 2. Granger et al. N Engl J Med 2011; 3. Patel et al. N Engl J Med 2011;

4. Sherwood et al. J Am Coll Cardiol 2015; 5. Giugliano et al. N Engl J Med 2013




Dabigatran snizuje riziko CMP/SE, ischemické i
hemoragické CMP vs warfarin

Vyskyt prihod (% /rok)

D110 D150 Warfarin

CMP/SE

Ischemicka
CMP

Hemoragicka
CMP

Intrakranialni
krvaceni

1,54 1,12 1,72
1,28 0,86 1,14
0,12 0,10 0,38
023 0,32 0,77

NI = non-inferiorita;

Dabigatran 110 mg 2xd

vs warfarin
RR P
(95% CI) hodnota
—ml <0,001
(NI)
™ 0,31
T — <0,001
(Sup)
- <0,001
(Sup)
0 0,5 1,0 1,5
Lepsi Lepsi
dabigatran warfarin

Dabigatran 150 mg2xd
vs warfarin

RR P
(95% CI)

hodnota

- <0,001
(Sup)
0 0,5 1,0 1,5
Lepsi Lepsi
dabigatran warfarin

RR = relativni riziko; RRR = sniZeni relativniho rizika; SE = systémova embolie; Sup = superiorita; NI = noninferiorita
Connolly SJ et al. N Engl J Med 2010;363:1875-6; Connolly SJ et al. N Engl ) Med 2014; 371:1464-5; SPC Pradaxa® 2017

RRR
-359%

RRR
-249%

RRR
-74%



Co vime ze studie RE-LY o krvaceni u NVAF :
dabigatran 150 mg a 110 mg vs. warfarint-?

T ——

Event rate (%year),

Zavazné . Intrakranialni | Extrakranialni | Zavazné Gl
krvaceni | krvaceni | krvaceni g krvaceni
RR=0.93 | i :
4,0 4 (0.81-1.07) i | Rt o7 |
RR=0.80P=0.31f | | - |
3,5 10.70-0.93) | ' RR=0.94  (0.92-1.24) |
P=0.003t i 1 (0.81-1.10) P=0.36" i RR=1.48
0 - ' 3,32 ! ' p=0.42t : (1.18-
| | 3,02 | 1.85)
2.87 | | | B
> i RR=0.41 - 66 - RR=1.6570:0011
0 - i (0.28-0.60) | (0.:35-1.313)
| P<0.001t 5 | P=0.52
S ' RR=0.30 i ;
| (0.19-0.45) i 1,56
0 | P<0.001t 5 . BB
05 - 023 032 i i
0,0 - | | |
Dabi Dabi Warfarin Dabi Dabi Warfarin Dabi Dabi Warfarin Dabi Dabi Warfarin
110 150 110 150 110 150 110 150
mg. - mg mg  mg mg  mg mg mg

Created from Connolly et al. 20102

tData shown are relative risk (95% confidence interval) and P-value versus warfarin

dabi: dabigatran; RR: relative risk. 1. Connolly et al. N Engl J Med. 2009;361:1139-1151; 2. Supplementary
appendix to: Connolly et al. N Engl J Med. 2010;363:1875-1876.



Co vime ze studie ROCKET AF o krvaceni u NVAF:
rivaroxaban vs. warfarinl

Zav’azna’ " Intrakranialni | Extrakranialni | Zavazna Gl
krvaceni | . . | . . | . .
krvaceni | krvaceni | krvaceni
HR=1.04 : ! !
| HR=0.67 | : HR
(0.90-1.20) ! | : ,
4,0 - P=0.58 | (0.47-0.93) | . nereportovano
35 - | ' P=0.02 i i P<0.001
! 3,6 | |
830 : 3,2
g
e Not
2%0 - reported
=55 1 i
() |
01,0 - i
= B
; 0,5
0,0 '

Rivaroxaban Warfarin  Rivaroxaban Warfarin Rivaroxaban Warfarin Rivaroxaban Warfarin

Created from Patel et al. 20111
Hazard ratio (HR) shown with 95% confidence interval.

1. Patel et al. N Engl J Med. 2011;365:883-891.



ROCKET-AF

-I;IOE;I) ) Event rate* -I;]OE;I) ) Event rate* (95<|)_|/oRCI)T p valuet
Major + CRNM bleeding 1,475 (20.7) 14.9 1,449 (20.3) 14.5 1.03 (0.96, 1.11) 0.44
Major bleeding 395 (5.6) 3.6 386 (5.4) 3.4 1.04 (0.90, 1.20) 0.58
gﬁfl_r L [hly e 305 (4.3) 2.8 254 (3.6) 2.3 1.22 (1.03, 1.44) 0.02
Transfusion 183 (2.6) 1.6 149 (2.1) 1.3 1.25(1.01, 1.55) 0.04
Critical bleeding$ 91 (1.3) 0.8 133 (1.9) 1.2 0.69 (0.53, 0.91) 0.007
Fatal bleeding 27 (0.4) 0.2 55 (0.8) 0.5 0.50 (0.31, 0.79) 0.003
ICH 55 (0.8) 0.5 84 (1.2) 0.7 0.67 (0.47, 0.93) 0.02
CRNM bleeding 1,185 (16.7) 11.8 1,151 (16.2) 11.4 1.04 (0.96, 1.13) 0.35

Rates are based on the first event in the safety population during treatment.
*Number of events per 100 patient-years.
THRs calculated using Cox proportional hazards models with the study group as a covariate.

Ip-value (2-sided) for superiority in rivaroxaban vs warfarin groups.

§ Bleeding events were critical if they occurred in intracranial, intraspinal, intraocular, pericardial, intra-articular, intramuscular (with

compartment syndrome), or retroperitoneal sites.
Cl: confidence interval; CRNM: clinically relevant non-major; Hb: hemoglobin; HR: hazard ratio; ICH: intracranial hemorrhage.

Patel MR et al. N Engl J Med. 2011 2011;365:883-891.
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Co vime ze studie ENGAGE AF-TIMI 48
o krvaceni u NVAF : edoxaban vs. warfarinl

Zavaina | Intrakranialni | Extrakranialni | Zavazna Gl
krvaceni | krvaceni |  krvaceni | krvaceni
HR=0.80 . HR=0.47 | HR=1.23
40 (95% CI:0.71-0.91) |  (0.34-0.63) | . (1.02-1.50)
351 P<0.00 | P<0.001 | ; P=0.03
g 30 |
£3s o N
B0 - 5 5 reported i
= | | |
= &5 - | | i
O i | i
@ 1.0 i i ;
05 - | | |
0,0 | | |

Edoxaban Warfarin Edoxaban Warfarin Edoxaban warfarin ~ Edoxaban Warfarin
60 mg* 60 mg* 60 mg* 60 mg*

Created from Giugliano et al. 20131

*In ENGAGE AF-TIMI 48, the edoxaban dose was halved from 60 mg to 30 mg in selected patients.!

Per the SmPC, the recommended dose of edoxaban is 60 mg OD. A dose of 30 mg OD is recommended patients with =1 of:

CrCl 15-50 mL/min, body weight <60 kg, or concomitant use of specific P-gp inhibitors.? Hazard ratio (HR) shown with 95% confidence

interval. 1. Giugliano et al. N Engl J Med. 2013;369(22):2093-2104; 2. Edoxaban SmPC.
Available at http://www.ema.europa.eu.



Co vime ze studie ARISTOTLE o krvaceni u NVAF :
apixaban vs. warfarin?

Zavazna = Intrakranialni  Extrakranialni Zavazna Gl
krvaceni | krvaceni | krvaceni | krvaceni
HR=0.69 | . HR=0.89
(0.60-0.80) ! HR=0.42 |  HR=0.79 . (0.70-1.15)
357  P<0.001 . (0.30-058) : (0.68-0.93) P=0.37

w
o
1

P<0.001 | P=0.004

N
(6)

I
o1

Event rate (%/year)
= N
[} o

o
&

o
o

Apixaban Warfarin Apixaban Warfarin Apixaban Warfarin - Apixaban ~ Warfarin

Created from Granger et al. 2011t

Hazard ratio (HR) shown with 95% confidence interval. 1. Granger et al. N Engl J Med. 2011;365:981-992.



D~ Lol
Porovnani NOAKU

Gastroenterology af:_;.«.m
“
Available online 30 December 2016 Sz
In Press, Accepted Manuscript —Note to users

Gastrointestinal Safety of Direct Oral Anticoagulants: a Large
Population-based Study

Neena S. Abraham, MD, MSCE" 5 &. & peter A Noseworthy, MD? %, Xiaoxi Yao, PhD?, Lindsey R.
Sangaralingham, MPH?, Nilay D. Shah, PhD* * £

- Retrospektivni studie srovnavajici riziko Gl krvaceni NOAKU
- Celkovy pocet pacienti k propensity-matchingu 372 380

- 3 datove vyvazené kohorty

v (-]

- Follow-up 4 roky a 5 mésicu

Zaver: nejnizsi riziko Gl krvaceni vykazoval apixaban

Zdroj: Abraham N.S., Noseworthy P.A., Yao X., Sangaralingham L.R., Shah N.D. Gastrointestinal Safety of Direct Oral
Anticoagulants: a Large Population-based Study. Gastroenterology (2017). Article in press. Online avalaible.
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Redukovane davky NOACs




Redukované davky NOACSs v registracnich studiich -
pocCet pacientu a kritéria pro vybér

L ——— R ——
9000 8692
6015 6076
6000 - 5637
3
=
(]
[
©
Q- *
2
0 3000 -
o
1474
0 - | | | |
Dabigatran Rivaroxaban Apixaban
110/150 mg 2x denné 15/20 mg 1x denné 2,5/5 mg 2x denné
RELY ROCKET AF ARISTOTLE

Dabigatran 110 mg 2x denné: pacienti nahodné randomizovani bez ohledu na rizikovost
Rivaroxaban 15 mg 1x denné: pacienti s CrCl 30-49ml/min;

Apixaban 2,5 mg 2x denné: pacienti s 2 a vice faktory vék 2 80 let, tél. hmotnost < 60 kg, nebo
sérovy kreatinin 2 1,5 mg/dl (133 pmol /I)

Connolly S.J. et al. N Engl J Med 2014;371:1464-5; Connolly S.J. et al. N Engl J Med 2010;363:1875-6;. Nessel C. et al. Chest 2012;142:84A,
Patel M.R. et al. N Engl J Med 2011;365:883-91; Granger C.B. etal. N Engl J Med 2011;365:981-92;



NOACs v prevenci CMP u FS — realita ze tri
evropskych zemi

Podstatné vyssi vyuzivani redukovanych ddvek NOACs ve srovndni s registracnimi stud
iemi

100%
80%
2 60%
o
z
\g
o 40%
20% w 32.4
20.7
4.7 :
Current study ARISTOTLE Current study RE-LY Current  ROCKET-AF
study*

25mg ®"5mg " 75mg ®m110mg =150 mg 10 mg 15mg ®m20mg

>16 milion¥ preskripce, Leden-listopad 2015 (UK, Némecko, Francie)
Fay MR et al. Presented at the 2016 ESC congress, P2597
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RESEARCH

GBS oPENACCESS  Effactiveness and safety of reduced dose non-vitamin K antagonist
oral anticoagulants and warfarin in patients with atrial fibrillation:
propensity weighted nationwide cohort study

Peter Brannum Nielsen,' Flemming Skjgth,'? Mette Sggaard,' Jette Nordstram Kjaeldgaard,'*
Gregory Y H Lip,'“ Torben Bjerregaard Larsen'?



PB Nielsen et all., BMJ 2017

Vysledky ué€innosti a bezpec€nosti
 ICMPISE, hemoragicka CMP, mortalita
» Jakékoliv krvaceni (zavazné krvaceni, gastrointestinalni, hemoragicka CMP)

Metody

» Prospektivni analyza tfech danskych zdravotnich registra (8/2011—- 2/2016)

» Sledovani do zavérecného vystupu, vystéhovani, umrti nebo ukonceni studie
« Coxova regrese, inverzni vazené analyzy pravdépodobnosti |€Cby

Pacienti

» Novi uzivatelé dabigatranu (110 mg), apixabanu (2,5 mg), rivaroxabanu (15 mg)
nebo warfarinu

« N=55 644 (8 875 dabigatran, 4 400 apixaban, 3 476 rivaroxaban,
38 893 warfarin); byli zahrnuti pouze pacienti na redukované davce NOAC

Omezeni » Postupné nabor pacientd, NOAC
* Omezené proménné pro upravu dle vstupu na trh
* Omezena doba sledovani

nékterych pacientu

Financovani
* Obel Family Foundation

D1




Uginnost redukovanych davek NOACs vs warfarin

u pacientu s fibrilaci sini

e ————————SWE

L — e ——

Ischaemic stroke/SE
Study Hazard ratio Hazard ratio
(95% CI) (95%CI)
Entire cohort, analysis weighted for inverse
probability of treatment
Apixaban 1.19(0.95t0 1.49) T
Dabigatran 0.89 (0.77t0 1.03) -+
Rivaroxaban 0.89 (0,69t0 1.16) ——
0,2 05 1 2
Lepsi Lepsi
NOAC warfarin

Ischaemic stroke

Hazard ratio
(95% Cl)

1.19 (0,950 1.49)
0.92 (0.79 10 1,06)
0.93(0.71t0 1.21)

0,2

Hazard ratio
(95% C1)

-

—o'—

0,5 1
Lepsi
NOAC

Death

Hazard ratio
(95%Cl)

Hazard ratio
(95%Cl)

148(1.31101.67)
1.04(0.96101.13)
1.52(1.36101.70)

02 05 1 2
Lepsi
NOAC

Lepsi
warfarin

Statisticky vyznamné zvyseni rizika mortality u redukovanych davek

apixabanu a rivarixabanu v porovnani s warfarinem

Peter Brennum Nielsen et al. BMJ 2017;356:bmj.j510



Bezpecnost redukovanych davek NOACs versus warfarin
u pacientu s fibrilaci sini

T——— e —SSSSRRU L ——————

Any bleeding

Study Hazard ratio Hazard ratio
(95%C) (95%Cl)

Entire cohort, analysis weighted for inverse
probability of treatment
Apixaban 0.96 (0.73101.27) —t=
Dabigatran 0.80 (0.70t0 0.92) -+
Rivaroxaban 1.06 (0.87t0 1.29)

02 05 1 2
Lepsi Lepsi
NOAC warfarin

Riziko krvaceni:

Major bleeding

Hazard ratio
(95%Cl)

1.04(0.7610 1.43)
0,87 (0.75t0 1.01)
117 (0.94t0 1.45)

Haemorrhagic stroke
Hazard ratio Hazard ratio Hazard ratio
(95% CI) (95%Cl) (95%Cl)

—r— 0,59 (0.34101.02) ——

-+ 046(0.29t0072) | —+—
T 0.68(03010153) N\
0,2 0,5 1 2 0,2 05 1 2
Lepsi Lepsi Lepsi Lepsi
NOAC warfarin NOAC warfarin

Dabigatran 110 mg 2 x denné statisticky vyznamneé snizil riziko krvaceni

nez warfarin

Apixaban 2.5 mg 2 x denné ve srovnani s warfarinem statisticky nevyznamnée
Rivaroxaban 15 mg 1 x denné ve srovnani s warfarinem statisticky

nevyznamné

Peter Brennum Nielsen et al. BMJ 2017;356:bmj.j510



Antikoagulace a aktivni krvacenigsy

Aktivni krvaceni u antikoagulovaného pacienta

» mechanicka komprese

« zhodnoceni hemodynamického statusu, TK, KO, koagulacni parametry,

Obecna opatreni renalni funkce
« anamnéza antikoagulacni farmakoterapie, kvantitativni posouzeni ucinnosti
terapie (INR, dTT, antiXa)
Warfarin NOAK
Malé krvaceni Prerusit terapii do poklesu INR < 2 Prerusit terapii na 1 den nebo
nepodat 1 davku
Stiredni krvaceni Symptomaticka terapie Symptomaticka terapie
* I.v. krystaloidy/koloidy * I.v. krystaloidy/koloidy
« transfuzni terapie « transfuzni terapie
* ovlivnéni zdroje krvaceni * ovlivnéni zdroje krvaceni
Zvazit 1-10 mg vit. K i.v. Zvazit aktivni uhli pfi recentné
pozitém NOAKu
Velké/zivot ohrozujici Zvazit PCC a FFP Zvazit specifické antidotum NOAKu/
krvaceni Zvazit trombokoncentrat PCC

Zvazit trombokoncentrat

Zdroj: Kirchhof P. et al. 2016 ESC Guidelines for the management of atrial fibrillation developed in collaboration with EACTS Eur
Heart J (2016) 37 (38): 2893-2962.




Antidota NOAKuU

Idarucizumab (Praxbind®)

« specifické antidotum dabigatranu —— - - § Py

Andexanet alfa e o
. (o p . o Ameendung ‘_—;‘W

» specificke antidotum xaband e — :,W.ﬁq

* probiha schvalovaci proces v Evropé a USA m— St

Ciraparantag (PER977, aripazine)
e i.v. antidotum dabigatranu, xaband, LMWH, UFH, fondaparinuxu
« aktualné probihaji klinické studie 2. faze

Rivaroxaban, dabigatran,
LWMH, UFH, fondaparinux

Edoxaban, rivaroxaban, Edoxaban, apixaban
dabigatran, LMWH,

UFH, fondaparinux

Rivaroxaban, apixaban, dabigatran,
LWMH, UFH, argatroban, fondaparinux



| antikoagulovani pacienti jsou vystaveni emergentnim
situacim

Vysoce rizikova skupina
pacienti s NVFS

Urgentni vykon muize byt potreba
z mnoha riznych divodu

Trombolyza pfi akutni
ischemické CMP

Zlomeniny

Nahla prihoda bfisni (napfr.

apendicitis) Intrakranialni krvaceni

Uskfinuta kyla

Infekce

Implantace pacemaker

Akutni renalni selhani



Praxbind (idarucizumab)
Specificky pripravek k reverzi uCinku dabigatranu

Fragment humanizované
monoklonalni protilatky (Fab)

Afinita ~ 300x vyssSi nez afinita
dabigatranu na trombin

Intravendzni podani,

okamzity nastup ucinku

Kratky poloCas

Bez vnitfniho prokoagulacniho nebo
Idarucizumab antikoagula¢niho ucinku

Upraveno podle Schiele F. et al. Blood 2013; Stangier J. et al. ISTH 2015, OR320; SPC Praxbind 2017
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RE-VERSE AD: reverze antikoagulacniho ucinku
dabigatranu pomoci idarucizumabu na zaklade méreni dTT

L r————— L ——— e ———

Skupina A: Nekontrolovatelné krvaceni (N=293) Skupina B: Urgentni operace nebo vykon (N=195)

120 — 120 —
1104 ° 110 —
100 — 100 —
00— T 90 —
80 — 80 —
©w ©w
70 — 70 —
- : = -
— Idarucizumab — Idarucizumab
© 60 2x2,5 g © 60— 2x2,5 g
N l l | N l l
40 — 40 — ¢ .
T m o --T--1- - mmgmmgpmmmm e mto - F-
N SR RS 30— ° ;;;;;;%
0 I 1 L L 0 1 1 1 1
Zahdjeni Podani 10-30 1h 2h  4h 12h 24h Zahajeni  Podani 10-30 1h 2h  4h 12h  24h
idarucizumabu min idarucizumabu min
Cas po podani idarucizumabu Cas po podani idarucizumabu
—— Median a 25./75. percentil T 10./90. percentil ¢ 5/95. percentil === Horni hranice normalnich

hodnot pro vySetfeni
dTT - dilutovany trombinovy Cas

Pollack C et al. N Engl J Med 2017



Srdecni tamponada - utlak PS (A4C)
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Vstupni vysetreni

dTT 700 ng/ml

(doporucena hodnota dTT pred podanim dalsi davky je
60-140 ng/ml)

trombinovy ¢as nemeritelny, Fbg 4,54, INR 5,2, APTT
95,1

urea 25,2 mmol/l, kreatinin 402 ymol/l, K 6,6 mmol/l,
GF-MDRD 0,21 ml/s, CRP 72 mqg/

moc¢ E.coli
hsTnT 98 ng/l, myoglobin 954 ug/l, CK 3,66 pkat/l



Perikardiocentéza

= Punkce perikardu (900 ml hemoragicke tekutiny) —
pigtaila 6 h




obéhova stabilizace, minimalni davka NA
progrese akutniho renalniho selhani
dTT 470 ng/ml

podana 2. davka idarucizumabu

!

dTT <50 ng/mi

zavedena dialyzac¢ni kanyla, zahajena IHD






Prubéh hospitalizace

-3.den dTT 330 ng/ml
-4.den dTT 410 ng/ml

!

- podani 3. davky idarucizumabu a odstranén perikardialni
dren

= vysazeni NA

= FSM forte 1,7 ml/hod = diuréza 60 — 200ml/hod
= INR 2,4, APTT 74,9



—— ._’

_)—

=
| =
EXIT| "-

P

-

Dékuji za pozornost




