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Nasazujeme antikoagulaci spravnym pacientiim?
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Antikoagulace u FiSi — pacienti s nizkym rizikem

[ Pacient s fibrilaci sini indikovany k peroralni antikoagulacni Iécbé J
v
[ Pacient s FS s mechanickou chlopenni protézou nebo se stfedni aZ zavaznou mitralni stenézou? ]
I I
Ne Ano
v v
Krok 1: Identifikace VKA s vysokym ¢asem
nizkorizikového padenta v terapeutickém rozmezi .('rrR)
(cilové INR zavisi na typu
v chlopenniho postizeni
Nizké riziko CMP? ¢i nahrady)
(skore CHA,DS,-VASc: 0 u muzl nebo 1 u Zen)
I ]
Ne Ano
v v
Krok 2 Z4dna
Zvazte prevenci CMP (OAC) u viech pacientt s FS antitromboticka lécba
a CHA,DS,-VASc > 1 (muZi) nebo > 2 (Zeny)
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Nizké riziko CMP?
(skére CHA,DS,-VASc: 0 u muzl nebo 1 u Zen)

Ne Ano
A 4 v
Krok 2 Zadna

Zvazte prevenci CMP (OAC) u vsech pacientt s FS antitromboticka lécba

a CHA,DS,-VASc > 1 (muzZi) nebo > 2 (Zeny)

Urcete modifikovatelné rizikové faktory krvaceni
u viech pacientu s FS. Vypocitejte skére HAS-BLED.
PFi HAS-BLED > 3 urete modifikovatelné rizikové faktory
krvaceni a objednejte pacienta k pravidelnym
kontroldm a sledovani. Vysoké riziko krvaceni
neni divodem k nenasazeni OAC.

v
( CHA,DS,VASC ]

| |
=1 (muzi) nebo = 2 (Zeny) > 2 (muZi) nebo > 3 (Zeny)

v v

OAC by se méla zvazit OAC se doporucuje
(trida lla)
+

Krok 3: Nasadte NOAC (nebo VKA s vysokym
Casem v terapeutickém rozmezi). NOAC
se doporucuji jako léky prvni volby
v antikoagulacni terapii.

Cor Vasa 2021;63:135-161.

Antikoagulace u
FiSi
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Risk-treatment paradox

New AF — Any OAC at Baseline

100 |

®m GARFIELD-AF = ORBIT-AF Il
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CHA,DS,-Vasc

n ’ 1404 210 ‘ 6095 563 ’ 42453 3880

Prevzato a upraveno dle Steinberg BA et al. Am Heart J 2017;194:132-40.
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% OAC

Nasazovani peroralni antikoagulace u nové zjisténé FiS

Worldwide Baseline OAC in New AF with CHA,DS,-VASc >2 (GARFIELD-AF)
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Prevzato a upraveno dle Steinberg BA et al. Am Heart J 2017;194:132-40.
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New AF - Baseline Therapy inG

Diky NOACs je antikoagulovano vice pacientu s FiS

ARFIELD-AF

New AF Baseline Therapy in ORBIT-AF

100% = . — 100% i
14 12, 1,2‘ 312 13‘ ’12 ﬂ
“NONE 4
80% N “ None
= AP only = AP Only
i | » VKA Only 60% # VKA Only
nVKA+AP n VKA+AP
0% “ NOAC Only 40% 1 « NOAC Only
uNOAC+AP 2 NOAC+AP
20%
20% -
0% |- - » - ~
0% e m  EE : = ; 2010 2011 2012 2013 2014 2015 2016
2010 2011 2012 2013 2014 2015 2016 n 130 257 644 1847 2138 24
n | 1648 4600 6800 10014 9780 11674 6127 ORBIT | ORBIT Il

Antiplatelet and anticoagulation therapies in patients with new-onset AF within 6 weeks in (A) GARFIELD-AF and (B) ORBIT-AF. AP, antiplatelet;

VKA, vitamin K antagonist.
| — | Fl\p: KIAEI%JC%TCNNI ICE
Prevzato a upraveno dle Steinberg BA et al. Am Heart J 2017;194:132-40.
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Kdy antikoagulovat pacienty s CHADS-VASc 1 (2 u zen)?
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CHADS-VASc skore 1 (2 u zen): koho antikoagulovat?

Table | Event rates within categories of CHA,DS,-

VASe and HASBLED wooron Vzhledem k roc€ni Cetnosti zavazného

7 7 _ o v v . o
CHALDS.VAS score HAS BLED score krvaceni 1,88 - 3,20 % rocné u pacientu
Category  Thromboembolic Category Bleedingevent S HAS-BLED skore 2 rocni riziko

.................... Sy . ehear  krvaceni prevaZzuje nad

? 3543 ? ?;i‘;‘j tromboembolickym rizikem spojenym
) 1622 2 188-320 se skore CHA,DS,-VASc 1 (zeny 2), coz
3 3.2-39 3 3.74-19.51 M T o 4 0 Mo X

) o a0 \ S 091 43 Cini pouze 0,6 % az 1,3 % rocne.

5 32-67 . . ,

6 36-98 U pacientu s CHADS-VASc skore 1

. o a HAS-BLED skére > 2 by antikoagulace
9 >152 neméla byt podavana.
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CHADS-VASc skore 1 (2 u zen): koho antikoagulovat?

CHA,DS,-VASc score =1

Reevaluation
(CHA,DS,-VASc score = 2 in women)

Table 2 Values for individual risk stratification

Individual risk stratification

(Table 2)

boembolic risk vs. bleeding risk (net clinical ben

Thromboembolic risk < bleeding risk Thromboembolic risk > bleeding risk
\ 4
No OAC I ! Patients preferences

Modification of bleeding risk VKA

NOAC

(e.g. blood pressure, alcohol intake or
predisposing medication)

Prevzato a upraveno dle Sulzgruber P. et al. European Heart Journal - Cardiovascular Pharmacotherapy (2019) 5, 171-180.

Favors oral anticoagulation (in case of low bleeding risk)
Age (65 years)
Type Il diabetes mellitus
Atrial fibrillation (not atrial flutter)
Persistent/permanent atrial fibrillation
Additional factors for thromboembolic risk modification
Obesity (body mass index =30 Kg/m?)
Proteinuria (=150 mg/24 h or equivalent)
eGFR (<45 mLU/h)
MNt-proBNP (>1400 ng/L)
Positive cardiac troponin T and |
Enlarged LA volume (=73 mL) or diameter (4.7 cm)
LAA emptying velocity (<20 cm/s)
ABC (age/biomarker/clinical history) score

Walues that favour oral anticoagulation and allow individual thromboembolic risk
stratification in patients with a CHA,DS5,-VASe of 1.
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CHADS-VASc skore 1 (2 u Zen): koho antikoagulovat?

* Nejsilnéjsimi izolovanymi rizikovymi faktory pro vznik
tromboembolickych prihod jsou veék a pritomnost DM
2. typu

* Je nutno prihlédnout k preferenci pacienta

* Vzhledem k superiornimu ,,net-clinical benefit” by u
téchto pacientu méla byt preferovana terapie NOACs
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Lze snizit riziko krvacivych komplikaci?
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Riziko tromboembolie a krvaceni u nemocnych s FiS

Ro&ni riziko CMP 2 Rocni riziko zavazné

hemoragie 2 Hypertenze

18 dekompenzovand > 160 mmHg
16 Abnormalni fce jater
9 Abnormalni fce ledvin

%
0o

Stroke - CMP

HAS-BLED!? Skére

Bleeding - krvaceni
0 Labilni INR-=TTR < 60 %

0123456789 0o 1 92 3 4
CHA,DS,VASc HAS-BLED Drugs

6 7 Elderly — vék > 65

uzivani antitrombotik nebo

NSAID

Abusus alkoholu

1. Kirchhof et al., 2016 ESC Guidelines for the management of atrial fibrillation developed in collaboration with EACTS, Eur Heart J. 2016 Oct
7;37(38):2893-2962. 2. Friberg, L., et al. (2012). "Evaluation of risk stratification schemes for ischaemic stroke and bleeding in 182 678 patients: the
Swedish Atrial Fibrillation cohort study." Eur Heart J 33.
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https://pubmed.ncbi.nlm.nih.gov/?term=Kirchhof+P&cauthor_id=27567408

HAS-BLED
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Proportion of patients, %

20
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0

Rozhodnuti lékaru vyrazné ovliviiuje vnimané
riziko krvaceni

0-2 z3

c2 c3 Cc4 C5 c2 c3 c4 C5

(n=437) (n=510) (n=535) (n=524) (n=137) (n=131) (n=103) (n=91)

W VIA VKA+AFP B FXal BFXal+AP B DTI MDTI+AF EAF B None

Apenteng PN, et al. BMJ Open 2018;8:e018905.

Figure 3 Antithrombotic treatment at diagnosis by HAS-
BLED score and cohort, for patients with a score of 0-2

and =3. AP, antiplatelet; DTI, direct thrombin inhibitor; FXal,
factor Xa inhibitor; HAS-BLED, hypertension, abnormal
renal/liver function (1 point each), stroke, bleeding history or
predisposition, elderly (>65), drugs/alcchol concomitantly

(1 point each); VKA, vitamin K antagonist.
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HASBLED: Riziko krvacivych komplikaci muZzeme ovlivnit!

Risk factors and definitions Points
awarded

H Uncontrolled hypertension 1
Systolic BP >160 mmHg

A Abnormal renal and/or hepatic function 1 point
Dialysis, transplant, serum creatinine >200 umol/L, cirrhosis, for each
bilirubin > x 2 upper limit of normal, AST/ALT/ALP >3 x upper limit
of normal

S Stroke 1

Previous ischaemic or haemorrhagic? stroke

B Bleeding history or predisposition 1
Previous major haemorrhage or anaemia or severe thrombocytopenia
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HASBLED: Riziko krvacivych komplikaci muZzeme ovlivnit!

Risk factors and definitions Points
awarded
L Labile INRP 1
TTR <60% in patient receiving VKA
E Elderly 1
Aged >65 years or extreme frailty
D Drugs or excessive alcohol drinking 1 point
Concomitant use of antiplatelet or non-steroidal anti-inflammatory for each

drugs; and/or excessive® alcohol per week

Maximum score 9

bOnly relevant if patient receiving a VKA.
Alcohol excess or abuse refers to a high intake (e.g. >14 units per week), where the clinician assesses there would be an impact on health or bleeding risk.

. . @ ( FAKULTNI
European Heart Journal (2020). doi:10.1093/eurheartj/ehaa612 NEMOCNICE

OSTRAVSKA O ST RAVA

UNIVERZITA
LEKARSKA FAKULTA



@ESC

Table 9 factors for bleeding with OAC and antiplatelet therapy European Society
of Cardiology

Non-modifiable Potentially modifiable Modifiable Biomarkers
Age >65 years Extreme frailty + Hypertension/elevate SBP GDF-15
Previous major bleeding excessive risk of Concomitant Cystatin C
Severe renal impairment (on falls® antiplatelet/NSAID / CKD-EPI
dialysis or renal transplant) Anaemia Excessive alcohol intake cTnT-hs
Severe hepatic dysfunction Reduced platelet Non-adherence to OAC Von Willebrand
(cirrhosis) count or function Hazardous hobbies / factor (+ other
Malignancy Renal impairment occupations coagulation
Genetic factors (e.g., CYP 2C9 with CrCl <60 mL/min Bridging therapy with markers)
po|ymorphi5m5) VKA management heparin
Previous stroke, small-vessel strategy® INR control (target 2.0-

disease, etc.
Diabetes mellitus
Cognitive impairment/dementia

aWalking aids; appropriate footwear; home review to remove trip hazards; neurological assessment where appropriate. PIncreased INR monitoring, dedicated OAC
clinicals, self-monitoring/self-management, educational/behavioural interventions. cFor patients receiving VKA treatment. 9Dose adaptation based on patient’s age, body

weight, and serum creatinine level.

3.0), target TTR >70%¢

Appropriate choice of OAC
and correct dosing?

©ESC

www.escardio.org/guidelines 2020 ESC Guidelines for the diagnosis and management of atrial fibrillation

(European Heart Journal 2020-doi/10.1093/eurheartj/ehaa612)



Uprava davky NOAC u pacienta s chronickym
onemocnénim ledvin
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NOAC a chronicka renalni insuficience

f CrCl \ Dabigatran Rivaroxaban Edoxaban Apixaban
A
60 mg
95 mi/min —f-------- === cmmmem ol s
2% 150 mg 20 mg
60 mg*
50 mi/min —f--f------T - s
2x 150 by
40 mi/min — x10mgt . 15ma 30 mg
30 mI/min =g e s s osssop s e
@ 15 mg 30 mg
1S MmN T T T T T
Dialyza v ® ® @ z

Obr. 4 - Pouziti novych peroralnich antikoagulancii ve vztahu k rendlnim funkcim. * 2x 110 mg u pacientd s vysokym rizikem krvaceni (SPC).
¥ Mohou byt uZita jina kritéria pro redukci davky (hmotnost < 60 kg, konkomitantni terapie potentnimi inhibitory P-Gp). * 2x 2,5 mg pouze
pfi spInéni nejméné dvou ze tfi: vék = 80 rokd, télesnd hmotnost < 60 kg, kreatinin = 1,5 mg/dl (133 pmol/l). Oranzové Sipky oznacuji uziti jen
s opatrnosti (dabigatran u stiedné pokro¢ilé renélni insuficience, inhibitory FXa u tézké renalni insuficience, edoxaban u supranormaélnich

rendlnich funkci); viz text pro daldi detaily. CrCl - clearance kreatininu. ‘ -
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NOAC a chronicka renalni insuficience

K odhadu glomerularni filtrace (GF) se bézné uziva
rovnhice CKD-EPI

V kontextu lécby NOAC maji renalni funkce byt
stanovovany metodou dle Cockrofta—Gaulta

(vypocet CrCl), ktera byla uzivana ve studiich s
NOAC

@ ( FAKULTNI
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LSkandal renalnich funkci u NOAC“

THE AMERICAN

JOURNAL of
MEDICINE ®

Creatinine Clearance Is Not Equal to Glomerular

Filtration Rate and Cockcroft-Gault Equation Is
Not Equal to CKD-EPI Collaboration Equation

Raul Fernandez-Prado, MD,*"" Esmeralda Castillo-Rodriguez, MD,*"" Fernando Javier Velez-Arribas, MD,’

Carolina Gracia-Iguacel, MD, PhD,*" Alberto Ortiz, MD, PhD*"*

IS-Fundacion Jiménez Diaz-Universidad Autonoma de Madrid, Spain; PREDINREN, Madrid, Spain; “Fundacion Renal Ifiigo Alvarez de
Toledo-IRSIN, Madrid, Spain.
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Rozdilné hodnoty CrCl a eGFR

. 81 y.o. sCr 1.50 mg/dl 81 y.0. sCr 1.10 mg/dI
™~ Eﬂ _ —
CLINICAL SIGNIFICANCE 'E -0 | OWomen t 80 1 OWomen B
e Creatinine  clearance  (CrCl) over- T T o =R 7 oMen
estimates glomerular filtration rate E = CMen _ E S 60 - —~ 1T
(GFR) and estimated CrCl differs from = g 50 7 = = £ g
estimated GFR. g :E" 40 - __ B E_ -.E__ A0 - —
® The Cockcroft-Gault equation estimates <2 £ 30 — o E 30 L
CrCLin mL/min while the Chronic Kidney 5 < 20 - s &
Disease Epidemiology Collaboration =z 0 o &5 207
(CKD-EPI) equation estimates GFRinmL/ = S 10
min/1.73 m°", w0 T T &= 0 AL
E 0 80 90 10 W AA E 60 80 90 100 W AA
crcL (C-G) eGFR
(CKD-EPI) CrCL (C-G) eGFR

(CKD-EPI)
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Odhad clearance kreatininu - kalkulatory

< -> C o © @& https;//www.mdcalc.com/creatinine-clearance-cockcroft-gault-equation B 0% see w o

£} Nejnavitévovandjsi 9 Aktualné ES: Medidata Rave @ Posta FNO EZ3 Casopisy UP = Yahoo Mail @ Mail Centrum = Startpage Search @ Save to Mendeley & Webmail :: Vitejt

Creatinine Clearance (Cockcroft-Gault
Equation) v

Calculates CrCl according to the Cockcroft-Gault equation.

About the Creator

Dr. Donald Cockeroft

When to Use v Pearls/Pitfalls v Why Use v Are you Dr. Donald Cockcroft?

& Dr. Henry Gault
S Femal

Related Calcs
Weight 82 kg 5
e MDRD GFR Equation
e CKD-EPI Equations for GFR
Creatinine 134 pmol/L &

53 mi/min FAKULTNI
NEMOCNICE
NIVERZITA o W OSTRAVA

u
LEKARSKA FAKULTA

Creatinine clearance, original Cockcroft-Gault



Pacient B.B.
69 let
hmotnost 82 kg

Urea 7,2 mmol/l,
Kreatinin 134 umol/I
Odhadovana GF
MDRD: 0,77 ml/s

Renalni funkce v praxi

CrCl Dabigatran Rivaroxaban Edoxaban Apixaban
A
60 mg
95 mI/min —f----=-=-- W --eemrmmmemrrmeeeee B e e
2% 150 mg 20 mg *
on E:3
CrCl 53 ml/min L 25 mg /225 gt
50 mifmin —f-------- oo teemeeeee - b
GF 46,2 ml/min
40 mi/min —| 0o ' 5o ru*
30 MMM === === === === e e e s e s e s
@ 15 mg 30 mg 2% 25 mg
15 Mlfmin — === mmz e e e e e
Dialyza v ® ® @ @

Obr. 4 - Pouziti novych peroralnich antikoagulancii ve vztahu k rendlnim funkcim. * 2x 110 mg u pacientd s vysokym rizikem krvaceni (SPC).
¥ Mohou byt uZita jina kritéria pro redukci davky (hmotnost < 60 kg, konkomitantni terapie potentnimi inhibitory P-Gp). * 2x 2,5 mg pouze
pfi spInéni nejméné dvou ze tfi: vék = 80 rokd, télesnd hmotnost < 60 kg, kreatinin = 1,5 mg/dl (133 pmol/l). Oranzové Sipky oznacuji uziti jen
s opatrnosti (dabigatran u stiedné pokro¢ilé renélni insuficience, inhibitory FXa u tézké renalni insuficience, edoxaban u supranormaélnich
rendlnich funkci); viz text pro daldi detaily. CrCl - clearance kreatininu.

Steffel J., Eur Heart J 2018, 00, 1-64.
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Renalni funkce v praxi

Pacient 74 let, uziva dabigatran 2x150 mg, klinicka kontrola 13.5.20203 — progrese renalni insuficience

CKD-EPI Equations for Glomerular Creatinine Clearance (Cockcroft-Gault
Filtration Rate (GFR) *~ Equation) i~

Age T4 years
Age T4 years

Weight 110 kg 5
Serum creatinine 210 pmol/L &

Creatinine 210 pmol/L 5

28 ml/min/1.73 m* Stage |V ‘|-2 mL/min

Estimated GFR by 2021 CKD-EPI Creatinine CKD stage by CKD-EPI Creatinine Creatinine clearance, original Cockcroft-Gault

Copy Results il Next Steps D» Copy Results il Next Steps 5
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Srovnani CrCl a eGFR v Ceské Republice

U 2115 pacient(l ze 423 instituci v Ceské republice srovnavana u
pacientl s CKD stadia 3 odhadovana glomerularni filtrace
(eGFR) dle rovnic MDRD nebo CKD-EPI s vypoctenou CrCl

pomoci vzorce Cockrofta-Gaulta

* Primérnd CrCl byla 47,43 ml/min, primérnd eGFR vypoctend
pomoci MDRD a CKD-EPI byla 43,88 a 43,53 ml/min

* Primérny rozdil mezi CrCl a eGFR u jednotlivych pacientt
vypocteny pomoci MDRD a CKD-EPI byl 8,8 a 9,41 ml/min

© Fpic
Vaclavik J et al. 2020; nepublikovana data OSTRAVSKA OSTRAVA
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Srovnani CrCl a eGFR v Ceské Republice

* Pfi CrCl nad nebo pod 50 ml/min bylo 24,0% a 24,2% pacientl nespravné
klasifikovano pfi pouziti eGFR vypocCtené pomoci MDRD a CKD-EPI

* Pfi CrCl nad nebo pod 30 ml/min bylo nespravné klasifikovano 9,8% (MDRD) a 10,0%
(CKD-EPI) pacient(

Patients with e GFR estimated by MDRD; N=821

Pri pouziti eGFR misto
33.9%

CrCl je vice nez tretina
= CrCl < 30 mimin + GFR = 30 mimin | pacientd s FiSi a CKD3

e orcl = 30 mimin = 6er < 30 mumin | KI@Sifikovana o
nespravne, a muze jim
byt doporucena

= CrCl = 50 ml/min + GFR < 50 ml/min nesprévné déVka NOAC

correctly classified - ‘ i .
o © Foi

Vaclavik J et al. 2020; pripravovano k publikaci OSTRAVSKA OSTRAVA

AAAAAAAAAAAAAAA

13.9%

» CrCl < 50 ml/min + GFR = 50 ml/min




Poddavkovani NOAC v klinické praxi

B 90%

& 8
R R

% hospitalized patients

go%  757% 77.1%

70%
40%
30%
20%
10%

0%

appropriate

M dabigatran M rivaroxaban M apixaban

24,5%
14,0% 12 3%

underdosing

7,7% 4,5%

overdosing

FIGURE 1 | (A) Proportion of admissions where a specific DOAC was administered; (B) Appropriate vs. inappropriate (under-and overdosing) prescribing rates.

Front. Pharmacol. 9:1220. doi: 10.3389/fphar.2018.01220
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Poddavkovani NOAC v klinické praxi ma zavazné klinické dusledky

60
Registr ORBIT-AF Baseline NOAC Dosing
50
100% - bi . b b,
92% mAny NOAC mDabigatran mRivaroxaban mApixaban 7
87% 86% $ 43
£
Y —
o
o
Q
60% - &
% 2 30+
z
=
S
40% <
=
S 204
a
b
g
2% 11.8% @
9.4% 75% 8.0% ; 4.8% 104
- 21% 6.9
0% - 36 41
Recommended Dose Under-Dosed Over-Dosed ; 20 2.3
N 5000 391 26831926 541 32 246 263 197 2 149 46 0 L=
Major Bleeding SSE MI All All-Cause Mortality

Hospitalization

Recommended Dose MWUnder-Dosed MOver-Dosed

&) e\
Steinberg, B.A. et al. ] Am Coll Cardiol. 2016;68(24):2597-604. OSTRAVSKA NEMOCNICE

UNIVERZITA OSTRAVA
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Jak ¢asto pacienty s CHRI kontrolovat?

Pred zahajenim lécby

1 x rocné e Prifyziologické funkci ledvin

v . . *V8k 275-80 let
CO 6 mesicu *2 3 kritéria: nezamysleny dbytek hmotnosti, pocit vyéerpanosti, slabost zjisténa méfenim
stisku ruky, pomala chiize/apraxie, mala fyzicka aktivita

AN e VAR - » Pri CrCl < 60 ml/min

e Akutni zmény zdravotniho stavu

NOACs — non vitamin K perordini antikoagulancia. CrCl — Clearance kreatininu, ml/min - mililitr/minutu

< FAKULTNI
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OSTRAVSKA O ST RAVA

UNIVERZITA
LEKARSKA FAKULTA



Velmi stary pacient
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Preference NOAC oproti warfarinu

12 -
OR 0.71 (0.51-0.99)
p=0.042
10 -~

9.1

OR 0.58 (0.38-0.90)
p=0.013

3.8

N. per 100 patients/year
()]

Net composite endpoint Major bleeding

BENOACs EmVKAs

The American Journal of Medicine (2019) 132:749-757

OR 0.71 (0.51—1.00)
p=0.050

58

Ischemic CV events —

Cisty klinicky pFinos
|écby NOAC a VKA

v registru PREFER u
pacientl =75 let véku

Celkovy klinicky pfinos
|éCby zahrnul jak
zavazna krvaceni, tak
vyskyt ischemickych
kardiovaskularnich
prihod.
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Antikoagulace pacientu >90 let

| u pacientt nad 90 let véku je antikoagulace
warfarinem oproti jejimu nepodani spojena s
nizSim rizikem ischemické cévni mozkové prihody
a pozitivnim Cistym klinickym prinosem (zejména
diky snizeni vyskytu CMP o 31%)

@ (E FAKULTNI
Circulation. 2018;138:37-47. OSTRAVSKA ggw{%\(}k‘l ICE
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Antikoagulace pacientu >90 let

Ve srovnani s warfarinem byly ale i u devadesatniki NOAC
spojeny s 0 68% nizsim rizikem intrakranialniho krvaceni

Ischemic stroke Hazard ratio ( 95% Cl ) P value
Warfarin Reference ?
NOACs Unadjusted model 0.96 (0.51 - 1.82) '—4'—' 0.900
Adjusted model” 1.04 (0.45 - 1.97) —— 0.905
Competing risk” 1.16 (0.61-2.22) —i—— 0.654
1
ICH ;
Warfarin Reference +
NOACs Unadjusted model 0.27 (0.08 - 0.93) + i 0.038
Adjusted model” 0.29 (0.09 - 0.98) L E 0.046
Competing risk” 0.32 (0.10 - 0.97) 2 : 0.044
!
Major bleeding i
Warfarin Reference +
NOACs Unadjusted model 0.86 (0.57 - 1.29) -—0—i— 0.455
Adjusted model” 0.88 (0.58 - 1.32) -—Q-E—- 0.536
Competing risk’ 0.95 (0.63 - 1.44) -—oi—- 0.866
!
0.05 0.10 0.20 0.40 1.00 1.60 3.20
Hazard ratio ( 95% C1) - '
Favor NOACs Favor Warfarin @ <E FAKU LTN |
; ; 138 NEMOCNICE
Circulation. 2018;138:37-47. Uo\s;w,rqg?ﬁé Fm OSTRAVA
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Absolutni kontraindikace antikoagulace

* Absolutnich kontraindikaci antikoagulacni [éCby neni
prilis mnoho a zahrnuiji:
 aktivni rozsahlé krvaceni
* tézkou anémii
* trombocytopenii <50 desticek/ul

* nedavno prodelané vysocerizikoveé krvaceni, napr.
intrakranialni
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Myslime na mozné lékové interakce?
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Uéinek lékovych interakei a klinickych faktor na plazmatické
koncentrace NOAC (,plocha pod krivkou®)

Pres Dabigatran Apixaban Edoxaban Rivaroxaban
etexilat . .
Vék = 80 rokd Potencial pro zvyieni
P-gp substrat Ano Ano Ano Ano plazmatickych koncentraci
CYP3A4 substrat Ne Ano (=25 %) Ne (< 4 %) Ano (=18 %) Viék 2 75 rokd Potencial pro zvjeni e
plazmatickych koncentraci

Amiadaron Mirnou P-gp kompetici +12 a2 60 % 2Zadné data” +40 % Maly ucinek* Hmatnost < 60 kg Potencial pro zvyieni b
Digoxin P-gp kompetici 2adng deinek Fidny Gtinek 24dng ddinek adng Geinek plazmatickych koncentraci
Diltiazem P-gp kompetici a CYP3Ad | Zadny ucinek 40 % Dosud 25dna data | Zadny Gginek Rendini funkce 2vjlené plazmaticke Viz obr. 4

inhibici koncentrace
Drenedaron P-gp kempetici a CYP3A4 Zadna data Jinak zvyiené riziko * K i i kové léky, NSA, a steroidni terapie, jind

inhibici krvaceni antikoagulancia

* Anamnéza krvdceni do GIT
Chinidin P-gp kompetici Dosud 2adna data | +77 % (nenl Rozsah zvjéeni : ;‘;‘;‘:’ﬁz"i’zﬁ(‘:"p';:'““"f‘“ orgdnech (mozek, oko)
ﬁi‘::ad:ky) e * Stav po krvdceni nebo predispozice (anmjie, tmr.nb?(ylapeme]

Verapamil P-gp kompeticl (3 CYP3A% Facia data 253 % (nent Zadn GEinek Zachycené kédovani pomoci barevného Srafovdni neukazuje klinickd nebo

irhikich e farmakokinetickd data, ale doporuceni zaloZend na (dostupnych) SPC k NOAC nebo
Jiné kardiovaskulérni | nq{oru qdbom/ku-’ ) )
Atorvastatin P.gp kompetici aCYP3AL | Zaciné relevantni | Dosug 2adna data” | 2acng acinek Zadny itinek Bild: Nejsou oCekdvdny relevantni lékové interakce.

mhibia imterakce Zluta: ZvdZeni zmény ddvky NOAC pfi dvou a vice ,Zlutych” faktorech (viz obr. 3).

icagrelor -gp kompetici +. odejte adna data adnd data adnd a ~ z Ly v . PP .
fresg Fap ompetd 2 [ osag sy Oranzovd: Zvdzit zménu ddvky nebo volbu jiného NOAC (viz obr. 3).
h po dabigatranu)’ Cervend: Kontraindikovdno/nedoporucovdno.

! Hnéda: Kontraindikovdno pro sniZené plazmatické koncentrace NOAC.
Clarithromycin; P-gp kompetici a CYP3Ad

erythromycin inibici Modrd: Doporuceni pro edoxaban zmiriuje, Ze soubéZné poddvdni je mozné v téchto
pripadech, navzdory snizenym plazmatickym koncentracim, které nejsou klinicky
Rifampicin Induktory P-gp/BCRP a -8

vyznamné. Vzhledem k tomu, Ze nebyly prospektivné testovdny, je tfeba toto soubézné
poddvdni pouZivat s opatrnosti, a pokud je to mozné, vyhnout se mu.

CYPIAMICYP2I2

-gp @ BCRP kompetici nebo
(napf. ritanavir) incukci; a CYP3A4 inhibici
Fu atika

Fluconazol CYP3A4 inhibici

BCRP — breast cancer resistance protein; GIT — gastrointestindlni trakt; H2B — H2-
blokdtory; PPI— inhibitory protonové pumpy; P-gp — P-glykoprotein. NSA — nesteroidni
antiflogistika

:;‘je’:‘j e a ZaloZeno na in vitro studiich, srovndni IC50 pro P-gp inhibici na maximdlni
podavni) plazmatické koncentrace v terapeutické ddvce a/nebo na interakcni analyze ucinnosti a

bezpecnosti ve studiich fdze 3. Nejsou dostupnd Zddnd data o interakcich.

b Redukce ddvky na zékladé publikovanych kritérii (viz tabulku 12, obr. 3).

Posaconasol Miry a2 stfednl P-gp ¢ Vék nemd signifikantni ucinek po vztaZeni na hmotnost a rendini funkce.

d Data ze studie fdze I. Dikazy z Re-DUAL PCl ukazuji bezpeénost v (malé) podskupiné
uZivajici dabigatran a ticagrelor. -

Itraconazol; ketoconazol;, | P-gp a BCRP kompetici;
vericonazol CYP3A4 inhibici

Napraxen P-gp kompetici: Dosud 23004 data Dosid zdnd date
farmakodynamicky zvjSena

«doba krvaceni

H2B; PPI; Al-mg-hydroxid | Absarpci v GIT Zadny acinek Zadny uginek Steffel J-: Eur Heart ) 2018, 00[ 1-64. \ / KAE”(\}IJCISTCNNI I C E
Tiezalka tetkovana Induktory P-gp/BCRP a i
OeTERYSA OSTRAVA
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Lékoveé interakce NOAC v ,realné praxi

Amiodaron Zvysuje plazmatickou
koncentraci NOAC o 12-60%
Verapamil T dabigatranu o 12-180%

Makrolidova antibiotika
(klaritromycin, erytromycin)

T 0 15-60%

Antimyoktika (itraconazol, ketoconazol,
voriconazol)

T 0 90% u edoxabanu

Zluté: Zvazeni zmény dévky NOAC pfi dvou a vice ,Zlutych” faktorech (viz obr. 3). Oranzova: Zvazit zménu davky nebo volbu jiného NOAC

Cervend: Kontraindikovano/nedoporucovano.

Steffel J., Eur Heart J 2018, 00, 1-64.
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Volba NOAC zaloZena na lékovych interakcich a/nebo riziku

Ne

krvaceni

A

NOAC ve standardnich davkach

v

\ 4

Stanoveni specifickych kritérii pro redukci davky (kapitola 15)

Kvalifikuje se

Nekvalifikuje se
\ 4

Stanoveni jinych (Zlutych) interakci s u¢inkem na
plazmatické koncentrace NOAC (tabulky 3-5)

A 4

Zadny nebo
jenom 1

> 2 s ocekévanym vlivem na
plazmatickou koncentraci NOAC

Znepokojeni nad dispropor-
— ciondlnim a neovlivnitelnym
rizikem krvaceni?

Ano
A\ 4

Ano
Jiné NOAC s méné interakcemi?
Ne
v
Znepokojeni nad dispropor- Ne

cionalnim a neovlivnitelnym
rizikem krvaceni?

Ano

A

- Zvazte dabigatran 110 mg (nebo edoxaban 30
mg/15 mg, ale neni schvélena, riziko ischemic-
ké CMP 7 vs. dobre kontrolovana lécha VKA)

- Jiné redukce dévky jsou ,off-label” a nebyly
studovény u vybranych pacientt

- Znovu stanovte alternativni strategii pro
prevenci CMP (kapitola17)

Znovu stanovte alternativni
strategii pro prevenci CMP
(kapitola 17)

Nerozhodnout se pro

\4

Zvazte posouzeni plazmatické koncentrace v odborném
centru +/- ,off-label” redukci davky NOAC

Steffel J., Eur Heart J 2018, 00, 1-64.
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Pacient s tezkou obezitou
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NOACs u velmi obéznich pacientu: doporuceni ISTH

* U pacientt < 120 kg nebo BMI <40 s FiSi i VTE —
standardni davkovani NOACs

e U pacientu > 120 kg nebo BMI > 40 by NOACs nemély
byt pouzivany

e Pokud jsou u téchto vyrazné obéznich pouzivany, méla
by se stanovit hladina NOAC; jsou-li hladiny pod

terapeutickym rozmezim, zménit NOAC a znovu
otestovat hladinu, nebo prevést pacienta na VKA

K@) <E FAKULTN|
Martin K et al. ) Thromb Haemost 2016; 14: 1308-13. OSTRAVSKA NEMOCNICE
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Koagulacni testy pro NOAC

Tabulka 7 - Plazmatické koncentrace a koagulacni testy u pacdientd I&cenych novymi peroralnimi antikoagulandii

Dabigatran Apixaban Edoxaban Rivaroxaban
Ocekavané plazmatické koncentrace NOAC u pacientl lé¢enych pro FS (zaloZzeno na dTT/ECA pro dabigatran a anti-FXa pro inhibitory Xa)
Ocekavane rozmezi vrcholowych 64-443 69-321 91-321 184-343
plazmatickych koncentraci pro standardni
davky (ng/ml)?
Ocekavane nejnizsi rozmezi 31-225 34-230 31-230 12137
plazmatickych koncentraci pro standardni
davky (ng/ml)
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Pacienti podstupujici operacni vykony
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V 4

Antikoagulacni lécba v perioperacnim obdobi

* Asi 1 ze 4 pacientu na antikoagulacni |écbé bude
béhem 2 let absolvovat chirurgickou operaci nebo
invazivni proceduru

. . @ ( FAKULTNI
European Heart Journal (2020). doi:10.1093/eurheartj/ehaa612 NEMOCNICE
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Figure 8

Recommendations
for management of
oral anticoagulation
therapy in patients
undergoing non-
cardiac surgery

www.escardio.org/guidelines

@Eesc—

2022 ESC Guidelines on cardiovascular assessment znd management of patients undergoing non<ardiac surgery
(Eurcpean Heart Journal; 2022 - doi:10.1093/ surheartj/ehac270)

@ESC

RESC



Bleeding risk according to type of non-cardiac surgery

Surgery with minor bleeding risk

Cataractor glaucomaprocedure

Dental procedures: extractions (1-3
teeth), perioc dontal surgery, implant
positioning, endodontic (root canal )
procedures, subgingival scaling/cleaning
Endoscopy without biopsy or resection
Superficial surgery (e.g. abscess
incision, small skin excisions/biopsy)

www.escardio.org/guidelines

Surgery with low bleeding risk

[infregquent or with low clinical impact]

Abdominal surgery: cholecystectomy,

hernia repair, celon resection

Breast surgery

Complex dental procedures {multiple

tooth extractions)

Endoscopy with simple biopsy

Gastroscopy or colonoscopy with

simple biop sy

Large-bore needles procedures, e.g.

bone marrow or lymph node biopsy

MNon-cataract o phthalmic surgery

Small orthopaedic surgery (foot, hand

arthroscopy)

sment and management of patients undergoing non-car

@ESC

Surgery with high bleeding risk
[frequent or with significant clinical impact)
o  Abdominal surgery with liver biopsy,
extracorporeal shockwave litho tripsy

®  Extensive cancer surgery [e.g. pancreas,
liver)

®  Neuraxial {spinal or epidural)
anaesthesia

®  Neurosurgery (intracranial, spinal}
Major orthopaedic surgery
Procedures with vascular organ biopsy
(kidney or prostate)

®  Reconstructive plastic surgery
Specific interventions (colon
polypectomy, lumbar puncture,
endovascular aneurysm repair)
Thoracic surgery, lung resaection surgery
Urological surgery (prostatectomy,
bladder tumour resection)

®  Vascular surgery (e.g. AAA repair,
vascular bypass)




Figure 9

Peri-operative
management of non-
vitamin K antagonist
oral anticoagulant
according to the
periprocedural risk of
bleeding

,Pravidlo 0-1-2“

www.escardio.org/guidelines

Stopping and re-initiation of NOAC therapy in elective NCS according
to the periprocedural risk of bleeding in patients with normal renal function

NOAC type

Fr y of NOAC administration

4

2

NCS

m‘ Twice
Aplxaban

dady
risk NCS h mﬁ Once
Edoxaban daity

Dabigatran Twice

Low Aplbxaban dady

bleeding
risk NCS B Rivaroxaban JEEeY
Edoxaban dady

Dabigatran Twice
daly

Rivaroxaban Once
Edoxaban dady

Twice
daily

Orce

daily

Twice
dally

Orce
daily

-

<
fn s

Once
daily*

NOAC 26 h Once
after surgeey daily

Twice
daily

Once
daly

Twice
dady

Once
daly

Twice

daly

Once
dady

START @ sTOP

@Esc—

Days

2022 ESC Guidelines on cardiovascular assessment and management of patients undergoing non<cardiac surgery

(European Heart Journal; 2022

d0i:10.1093/surheartj/ehac270;



Figure 10

Timing of last NOAC
dose before elective
NCS according to
renal function

www.escardio.org/guidelines

Perform intervention at NOAC through level (i.e. |2 h or 24 b after last intake for twice

Timing of last NOAC dose before elective NCS @ ESC

according to renal function

Minor bleeding risk NCS

or once daily regimens, respectively). Resume same day or latest next day.

Low and high bleeding risk NCS

Low bleeding Low bleeding

risk P

risk MCS

Dabigatran

Mot indicated

Mo formal indication for use

Mo peri-operative bridging with UFH/ILMWH

DESC

@ESc—

P
[=]

el

22 ESC Guidelines on cardiovascular assessment and manage

agement of patients undergoing non-cardiac surgery

|European Heart Journal; 2022 = doi:10.1093/ eurheartj/ehac270)



TERAPII NOAC PERIOPERACNE NEPREMOSTOVAT
LMWH!
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Figure 8

Recommendations
for management of
oral anticoagulation
therapy in patients
undergoing non-
cardiac surgery

www.escardio.org/guidelines

@Eesc—

2022 ESC Guidelines on cardiovascular assessment znd management of patients undergoing non<ardiac surgery
(Eurcpean Heart Journal; 2022 - doi:10.1093/ surheartj/ehac270)
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Vykony s nizkym a strednim rizikem krvaceni

Continue with INR

in lower level or Short interruption®
short interruption (Class 1)

(Class I)

Bridging is not Bridging is not
recommended recommended
(Class ) (Class )
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Vykony s vysokym rizikem krvaceni, bez vysokého
rizika trombotickych komplikaci

Interrupt®
(Class 1)

Bridging is not
recommended
(Class Ill)
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Vykony s vysokym rizikem krvaceni u pacientu s
vysokym rizkem trombotickych komplikaci

Mechamical Selected patients »Recent stroke <3 months, high risk

heart valve® with very high of VTE recurrences (e.g.
thromboembolic risk® . . .
1 antithrombin 3 deficiency or
1 protein C and/or S deficiency), left
Possible | ventricular apex thrombus, atrial
N ossible o . .
I\/ . todefer Ncs  fibrillation with a very high stroke
M " ] | risk
VKA i Y
NOAC g : .
cBridging with unfractionated
l I heparin or low molecular weight

heparin
Bridge© Bridge©

d
(Class Ila) (Class Ilb) Defer NCS

O Gy
FAKULTNI
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Krvacivé komplikace pri uzivani NOAC

K@) ( FAKULTNI
NEMOCNICE

OSTRAVSK O ST RAVA

UUUUUUUUUU
LEKARSKA FAKULTA



Krvacivé komplikace pti uzivani NOAC

rd

Krvaceni pri uzivani NOAC

* Ptejte se na posledni uziti NOAC
* Krevni test ke zjisténi kreatininu (clearance), hemoglobinu atd.
* Rychlé koagulacni vysetreni véetné plazmatickych koncentraci léciva (pokud je dostupné)

\@) ( FAKULTN|
Steffel J., Eur Heart J 2018, 00, 1-64. OSTRAVSKA ?I)EM{%\C/RI ICE
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Laboratorni vysetreni u krvacivych komplikaci

m Suggestions for Qualitative Assessment of DOACs When Assays Suitable for Quantitation Are Not Available

Clinical Objectives

Exclude Clinically Relevant* Drug Levels

Determine Whether On-Therapy or Above On-Therapy Levels

Are Present

Suggested Suggested
Drug Test Interpretation Test Interpretation
Dabigatran TT, aPTT e Normal TT excludes clinically relevant* levels. aPTT Prolonged aPTT suggests that on-therapy or above on-
« Prolonged TT does not discriminate between therapy levels are present.
clinically significant and insignificant levels. Normal aPTT may not exclude on-therapy levels,
e Normal aPTT usually excludes clinically relevant* particularly if a relatively insensitive aPTT reagent is used.
levels if a sensitive reagent is used.
Apixaban UFH or « Normal PT and aPTT do not exclude clinically PT Prolonged PT suggests that on-therapy or above on-
LMWH relevant* levels. therapy levels are present.
anti-FXa « UFH or LMWH anti-FXa below the lower limit of Normal PT may not exclude on-therapy or above on-
quantitation probably excludes clinically rele- therapy levels, particularly if a relatively insensitive PT
vant* levels. reagent is used.
Betrixaban, UFH or e Normal PT and aPTT does not exclude clinically PT Prolonged PT suggests that on-therapy or above on-
edoxaban, or LMWH relevant* levels. therapy levels are present.
rivaroxaban anti-FXa « UFH or LMWH anti-FXa below the lower limit of Normal PT may not exclude on-therapy levels,

quantitation probably excludes clinically rele-
vant* levels.

particularly if a relatively insensitive PT reagent is used.

*The term “clinically relevant” refers to DOAC levels that may contribute to bleeding or surgical bleeding risk. The minimum DOAC level that may contribute to bleeding or surgical
bleeding risk is unknown. The International Society on Thrombosis and Hemostasis recommends consideration of anticoagulant reversal for patients with serious bleeding and a DOAC

level =50 ng/mL, and for patients requiring an invasive procedure with high bleeding risk and a DOAC level =30 ng/mL (10).

aPTT = activated partial thromboplastin time; DOAC = direct-acting oral anticoagulant; FXa= factor Xa; LMWH = low-molecular-weight heparin; PT = prothrombin time; TT =
thrombin time; UFH = unfractionated heparin.

J Am Coll Cardiol 2020;76:594-622.
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Malé krvaceni

Malé krvaceni

* Odlozte davku nebo preruste medikaci

* Znovu zhodnotte konkomintantni
medikaci

* Znovu zhodnotte NOAC, jeho davkovani
(viz kapitoly 2, 5 a 15)

\@) ( FAKULTNI
Steffel J., Eur Heart J 2018, 00, 1-64. OSTRAVSK (N)EM{%\C/RI ICE
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Odeznéni ucinku NOAC u normalnich funkci ledvin

Interval since last dose — We consider anticoagulation to have resolved fully after five
half-lives have elapsed since the last dose. We use the following half-lives for patients with

normal renal function [1]:

* Dabigatran - 12 to 17 hours; five half-lives will have elapsed by day 2.5 to 3.5 after the

last dose.
* Rivaroxaban - 5 to 9 hours; five half-lives will have elapsed by day 1 to 2 after the last

dose.

* Apixaban - 8 to 15 hours; five half-lives will have elapsed by day 1.5 to 3 after the last
dose.

* Edoxaban -6 to 11 hours; five half-lives will have elapsed by day 1.3 to 2 after the last

dose.
KO) ( FAKULTN|
www.UpToDate.com oSTRAVSKA gg%g\clx ICE
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Steffel J., Eur Heart J 2018, 00, 1-64.

Velké krvaceni

Zivot neohroZuijici
velké krvaceni

Podpurna opatreni:

* Mechanicka komprese

* Endoskopicka hemostaza v pripadé gastrointestinalniho
krvaceni

* Chirurgicka hemostaza

¢ Hrazeni tekutin

* Substituce RBC, pokud je nutna

* Substituce trombocytt (pfi poctu desticek < 60 x 10%1)

* Zvazte podani kyseliny tranexamové

¢ Udrzujte adekvatni diurézu

Pro dabigatran:
¢ Zvazte idarucizumab/hemodialyzu (pfi nedostupnosti
idarucizumabu)

OSTRAVSKA
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Zivot ohrozujici krvaceni — podani antidot

* U pacientl lé¢enych dabigatranem:
idarucizumab 5 g i.v.

* U pacientl lé¢enych inhibitory FXa:
andexanet alfa (o¢ekavano schvaleni
a dostupnost)

Zvazte:

* PCC (tj. Beriplex®, CoFact®) 50 U/kg;
+ 25 U/kg pokud indikovano

* aPCC (Feiba®) 50 U/kg;
max. 200 U/ka/den

&@) ( FAKULTNI
NEMOCNICE
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Praxbind - antidotum dabigatranu

Doporuc€ena davka idarucizumabu je

» Jedna injekéni lahvicka obsahuje
idarucizumabum 2,5 g v 50 ml*

Lahvicky obsahuji roztok pfipraveny
k infuzi; neni zapotrebi dalsi
fedéni — snadna pouzitelnost

5 g intravenozné

Dvé 50 ml injekéni
lahvi¢ky (2 x 2,5 g)
predstavuji jednu
davku

Intravenozni
infuze
Praxbind (2 x 2,5 g/50
ml) se podava
intravenozné jako dvé
po sobé nasledujici
infuze, kazda v délce 5

az 10 minut

Frnadae
s

SPE&mingt $bOA571outly roztok:

ZpuUsob podani idarucizumabu — intravenézni podani

Intravenézni

bolusové iniekce Lze pouZit stavajici

intravendzni linku, kterou je
nutné pred po infuzi
proplachnout 0,9% roztokem
NACI. Stejnym i.v. pfistupem
se nesmi soucasné podavat
Zadnd jind infuze.

nebo jako bolusova
injekce
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Ondexxya (andexanet alfa) — antidotum xabanu

Mechanismus uéinku
Andexanet alfa je rekombinantni formou lidského FXa proteinu, ktery byl upraven tim, ze mu chybi

enzymaticka aktivita FXa. Serin aktivnich mist byl nahrazen alaninem, coz zptusobuje, ze molekula

4.1 Terapeutické indikace

Pro dospélé pacienty léCené piimo puisobicim inhibitorem faktoru Xa (FXa) (apixabanem nebo
rivaroxabanem), kdyz je zapotiebi zvratit antikoagulaci kviili Zivot ohrozujicimu ¢i nekontrolovanému

krvaceni.
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Ondexxya - volba davkovaciho rezimu

Zavisi na druhu FXa inhibitoru, jeho posledni davce a
casu od posledni davky

FXa inhibitor Posledni davka Cas od posledni davky

T T
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Ondexxya: Dva davkovaci rezimy

Zavisi na druhu FXa inhibitoru, jeho posledni davce a
casu od posledni davky

Uvodni Pokracujici
Intravenoézni bolus intravenézni infuze

Celkovy pocet lahvicek

LP Ondexxya (200 mg)
400 mg, coz odpovida 40 ml,

480 mg, coz odpovida 48 ml,

180 ml/h poda%'(ch héhem 15 minut 24 ml/h podgnyc&behim 120 minut 5
E E EEE x &
=
’; 800 mg, coz odpovida 80 ml, 960 mg, coz odpovida 96 ml, g L ,
MSORA 180 ml/h.oodanvch h#hem 30 48 ml/ hem 1 O indexayo ™
A t t M-?:.om:w'v}
DAVKA m io agc E erE-S minu m Epod@ychﬁe eg Zg-mmu P
—_— —T—- — S — — -y x Mravenous use
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Znovunasazeni NOAC po krvaceni?

S\

® (o
O V4 V4

Suggest delaying restart Suggest restarting
of anticoagulation anticoagulation
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DETERMINE WHETHER AND WHEN TO
RESTART ANTICOAGULATION




Znovunasazeni NOAC po GIT krvaceni

Pacient po velkém gastrointestinalnim krvaceni

l

Pokracovani/Opétovné zahajeni lecby NOAC?
Zvazte faktory podporujici nepodavani (v)
vs. opétovné zahajeni antikoagulace

=

Neidentifikovatelné misto krvaceni
V' Viceéetné angiodysplazie v GIT
V' Zadna reverzibilni/lé¢itelna pFicina krvaceni?
V' Krvaceni béhem preruseni lé¢by
V' Chronicky abuzus alkoholu
V' Nutnost dudlIni protidestickové |é¢by
Vo Vyssi vek
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J Am Coll Cardiol 2020;76:594-622.

Znovunasazeni NOAC

DOES THE PATIENT FALL INTO 1 OF THE FOLLOWING GROUPS?

* NPO

* Awaiting an invasive procedure

* Pregnancy

High risk of rebleeding
Being bridged back to VKA with high thrombotic risk (see Table &)

7

]

Suggest temporary or long-term
parenteral anticoagulation

©

]

Is patient on concomitant

antiplatelet therapy?

©
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Znovunasazeni NOAC - pokrac.

* Reassess the need for aspirin

* Reassess the need for DAPT
in patients after PCl and/or

discontinuation of aspirin

o
\

Suggest restarting anticoagulation

Choose OAC: Consider switching OAC if a
reversible cause related to the OAC contributed
to the bleed (e.g. high INR, renal function variation)

J Am Coll Cardiol 2020;76:594-622.

Is the patient taking concurrent
in stable CAD medications that interact
with OAC levels (e.g.,
antiretrovirals, antifungals,
ACS and consider antibiotics, antiarrhythmics)?

Suggest pharmacy

consultation and consideration
@ZD of switching either OAC or

interacting medication

Did bleeding recccur?

© ©
<

Reassess the
severity of the bleed
(see Figure 2)
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Zavery
NOAC (DOAC) jsou preferovanymi antikoagulacnimi
léky u fibrilace sini

CHADS-VASc skore i HAS-BLED skore se méni v Case, je
potreba je opakované reevaluovat

Davku NOAC redukovat pouze v indikovanych
pripadech

Pro volbu davky v zavislosti na funkci ledvin nutno
vyuzivat vypocitanou CrCl, nikoliv eGFR
© Fpitic
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Zavery
* NOAC se pred operaci vysazuji s potrebnym

predstihem dle rizika krvaceni dané operace,
nepremostuji jinym antikoagulanciem — pravidlo 0-1-2

 Mame jiz dostupna antidota pro vsechna NOAC:
na trh nyni noveé uvadéna Ondexxya (andexanet alfa) —
antidotum xabanu

e Postup znovunasazeni NOAC po krvacivé komplikaci
musi byt individualizovany
© Fpitic
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