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Cil prednasky

uvédomit si polymorbiditu dnesnich pacientu s fibrilaci sini

ocenit praci ambulantnich internistd, ktefi poskytuji komplexni péci
rady internich odbornosti (mnoho v jednom)

uvedomit si, které skutecnosti nejc¢asteji vedou k rozhodnuti o
nepredepsani indikované antikoagulacni terapie

seznamit se s obtiznym rozhodovanim, které mnohdy nema evidenci a
tedy ani oporu v doporucenych postupech

nebat se faktoru, které ¢asto vedou k nezahajeni (nepokracovani) v
antikoagulacni lécbeé .... alespon nékterych



Polymorbidita pacientu s fibrilaci sini

Medical history, n (%)

Acute coronary syndromes (myocardial infarction or unstable angina) 1,060 (10.0)
Congestive heart failure® 2,229 (21.0)
Coronary artery disease®” 2,035 (19.2)
Hypercholesterolemia® 4159 (39.2)
Hypertension® 8,249 (77.8)
Farnily history of cardiac disease™ 1.940 (18.3)
Diabetes mellitus’ 2,330 (22.0)
Stroke® 1,026 (9.7)
Stroke or transient ischaemic attack® 1,528 (14.4)
Left ventricular ejection fraction <4087 586 (9.5)
Chronic renal disease”

Mild renal dysfunction (GFR 60-89 mL/min) 1,502 (19.6)

Moderate renal dysfunction (GFR 30-59 mL/min) g71(11.4)

Severe renal dysfunction or renal failure (GFR <30 mL/min) 154 (2.0)
Peripheral artery disease” 743 (7.0)
Carotid occlusive disease® 368 (3.5)
Other thromboembolism®! 150 (1.4)
Systemic embolism® 80 (0.8)
Pulmonary embolism or deep vein thrombosis® 304 (2.9)
Bleeding® 368 (3.5)
Heavy alcohol consumption! 215 (2.2)
Cirrhosis® 55 (0.5)

Kakkar et al. PLoS One. 2013 May 21;8(5):e63479.



Antikoagulacni lécba u polymorbidniho
pacienta — jaka jsou rizika ?




Faktory ovlivnujici rozhodovani o zahajeni
antikoagulacni lecby u nove zjistené FS (1)

TABLE 2. Independent Predictors of Not Receiving Warfarin TABLE 3. Physician-Cited Reason for Not Prescribing
Among Hospitalized Patients With AF Warfarin, Stratified by Patient Age
Adjusted Odds Ratio All, <280 Years, =80 Years,
Variable (95% CI) PValue Reason n=199* n=76 n=123
C e, per decade > 1.49 (1.08-2.06) 0.015 Hemorrhage, n (%) 66 (33) 32 (42) 34 (28)
Female 1.56 (0.98-2.47) 0.059 Recurrent bleeding 31 (16) 17 (22) 14 (11)
Cognitive impairment 6.35 (2.74-14.74) <0.001 Current bleeding 16 (8) 79 9(7)
History of falling 5.61(2.50-12.57)  <0.001 Past intracranial bleeding 9(4) 3(4) 6 (5)
< _History of hemorrhage>  3.22 (1.87-5.56) <0.001 Past other bleeding 10 (5) 5(7) 5(4)
History of ischemic stroke 1.19(0.59-2.40) 0.63 Falls 64 (32) 14 (18) 50 (41)
Advanced malignancy 4.57 (1.82-11.46) 0.001 Patient refused or history of 27 (14) 13 (17) 14 (11)
Renal dysfunction 1.45 (0.86-2.45) 0.16 nonadherence
Cognitive impairment 6 (3) 1(1) 5(4)
Active alcohol abuse 4(2) 4 (5) 0
Advanced illness, comfort care 16 (8) 4 (5) 12 (10)
Othert 16 (8) 8 (11) 8(7)

Hylek et al. Stroke 2006;37:1075-1080



Faktory ovlivnujici rozhodovani o zahajeni
antikoagulacni léCby u nove zjistene FS (2

Demographics

Age (per 10 year increass) ——

Year of AF diagnosis (per year ncreass) -

Wioman - -

Mon-pirvale insurance —

WWhite race -
Stroke Risk Factors

Reversible AF —_—
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Khurshid et al. Am J Cardiol 2017;120:1316-1321



Faktory ovlivnujici rozhodovani o zahajeni
antikoagulacni lecby u nove zjistené FS (3)

Chronic Kidney Disease Falls
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Riziko padu u senioru

* 33 % seniorl kazdy rok upadne
* primérny ,padajici” pacient absolvuje 1,81 padd /rok

* 10 % padu vede k zavaznému poranéni (zlomeniny, trzné rany,
poranéeni hlavy, smrt)

e 2 —10 % padajicich pacientu zazije poranéni hlavy

* nejcastejsi formou nitrolebniho krvaceni spojeného s padem je
subduralni hematom

* 50 % SDH je spojeno s padem

Tinetti et al. N Engl ) Med 1988;319:1701-1707
King et al. ] Am Geriatr Soc 1995;43:1146-1154



Pady — rizikovy faktor pro prognozu pacientu
s fibrilaci sini
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Pady — rizikovy faktor pro nasazeni
acni

antikoagu

&eby (1)

* nejobavanéjsi komplikaci je nitrolebni krvaceni zpusobené padem

* toto riziko je precenovano, benefit antikoagulacni [éCby je vyssi

Table 2 Rates of intracranial hemorrhage, stratified by
cohort

Intracranmial hemorrhage rate (95% CI) per 100 patient-years

High-fall-risk

Intracranial patients Other patients
hemorrhage type (n = 1245) (n = 18 261)
Traumatic 2.0 (1.3-3.1)* 0.34 (0.27-0.45)
Nontraumatic 0.7 (0.4-1.5) 0.8 (0.7-0.9)
Total* 2.8 (1.9-4.1)% 1.1 (1.0-1.3)

Table 4 Hazard ratio of warfarin for composite outcome—
out-of-hospital death or hospitalization for stroke,
myocardial infarction, or hemorrhage—in 1245 patients at

high risk for falls

Recommended
CHADS, Hazard ratio antithrombotic
score (95% CI) P value therapy
0-1 0.98 (0.56,1.72) Aspirin or nil
2-6 0.75 (0.61,0.91) Anticoagulant

*P << 0.0001 High-fall vs other patients.
tP = 0.0005 High-fall vs other patients.

Gage at al. The American Journal of Medicine (2005) 118, 612—-617.



Pady — rizikovy

‘aktor pro nasazeni

antikoagu

* vysokeé riziko padu neni signifika

acni lecby (2)

ntné asociovano s rizikem velkého

krvaceni (Donzé et al. The American Journal of Medicine (2012) 125,

773-778.)
e anamnéza padu je asociovana s

vySSim rizikem ischemické CMP/SE,

vyssi celkovou mortalitou, a vyssim rizikem velkého krvaceni, neni
vsak spojena se signifikantné vyssim vyskytem nitrolebniho krvaceni
(Banerjee et al. The American Journal of Medicine (2014) 127, 972-

978.)
* pacient by musel spadnout 295

/ rok, aby riziko vzniku SDH prevazilo

benefit antikoagulacni léCby (Man-Son-Hing et al. Arch Intern Med.

1999:159(7):677-685.)



Pacient s pady — muzeme ovlivnit riziko ? (1)

ANO - mizZeme ovlivnit riziko padu

 prostredi pacienta — edukace (Uprava vlastniho prostredi pacienta —
podlaha, nabytek, svétlo, obuv, asistence, dohled rodiny)

* doporuceni — korekce zraku, sluchu

 |éCba hypertenze, kontrola srdecni frekvence, kompenzace diabetu —
prizpusobena konkrétnimu pacientovi

* omezit rizikova |éCiva (sedativa, analgetika, antipsychotika, diuretika,
vazodilatancia, myorelaxancia)

* Uprava hyponatrémie, uprava deficitu vitaminu D
e vedenim antikoagulacni lécby



Analyza pacientu s rizikem padu:

ENGAGE AF=TIMI 48

; HDER Warfarin Adjusted HR i
Endpoint (n= 310) (n=307) (HDER vs Warf) p-int
31(5.43%)  34(555%) | 0.96(0.59-1.56) —
Major bleed 0.45
413 (2.77%) 523(3.5%) | 0.79(0.70-0.90) B
103(21.74%)  127(26%) | 0.83(0.64-1.08) —t
Major / CRNM bleed 0.76
1472 (10.92%) 1683 (12.72%) | 0.86(0.80-0.93) o
0 (0%) 4(0.64%)
Fatal bleed
32 (0.21%) 55(0.36%) | 0.59(0.38-0.91) ——
— — —
< Intracranial 2(0.33%) 13(2.08%) | 0.16(0.04-0.71) >
0.13
hemorrhage 59(0.39%)  119(0.78%) | 0.50(0.37-0.68) 7
Life-threatening 4(0.67%)  13(2.08%) | 0.32(0.10-0.98)
0.34
bleed 63(0.41%)  114(0.74%) | 0.56(0.41-0.76) -
Major gastro- 17 (2.91%) 9(1.46%) | 1.98(0.88-4.46) E
AL 0.23
intestinatbleed 223(1.48%)  189(1.24%) | 1.19(0.98-1.45) -
SP— 15 (2.5%) 22 (3.52%) 0.71(0.37-1.37) _
: 0.75
cranial hemorrhage  »65(1.74%)  345(2.25%) | 0.77(0.66-0.91) B
34(6.09%)  34(572%) | 1.04(0.65-1.67) S N
Bone Fracture 0.52
292(1.95%)  334(2.23%) | 0.88(0.75-1.03) <
e 25(4.38%)  27(4.48%) | 0.94(0.55-1.61) —
: 0.90
to Falling 232(155%)  256(1.7%) | 0.91(0.76-1.09) L
I I I I T 1
01 02 05 1 2 5

Favors Edoxaban  Favors Warfarin

—8— Increased risk of falling —Jl— No increased risk of falling

Steffel at al. J Am Coll Cardiol 2016;68:1169-78.
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Nalyzd

pacientu s rizikem padu:
ARISTOTLE

Apixaban Warfarin
Rate Difference
{Apixaban - Warfarin)
Stroke/Systemic embolism
Histary of talls 1.76 (12) 1.89 (13} —_—l— =0.23 {-1.70 - 1.24)
Mo histary af Talls 1.301TH 1.63 {234) - =041 {-0.68 - -0.13)
Death from any cause
History of falls .41 (45) 6.74 (45) = =0.33 {-3.04 - 2.35)
Mo history of Talls 11T (4649) L (Sa4) —— =053 (=0.96 - «0.11)
Hemaorrhagic stroke
Histary of falls 0.4 (1) 0.45 (3) —— =031 (-0.90 - 0.28)
Mo history of falls 0.23 (33) 047 (68) = -0.24 {-0.38 - -0.11)
Major bleeding
Hislory of talls 4.35 (28) 5.38 (37} L3 =1.03 {-3.56 - 1.50)
No history of fals 207 (274) 3.00 (384) —— 0,53 (1,32 - -0.54)
Intracranial bleeding
History of falls 0.33 () 1,68 (10} —_— . -1.37 (-2.51 - -0.23)
< e histary of fals 0,32 (43) 0.78 {103) - 0,46 (-0.84 - -0.28)
Subdural bleeding e — ———
< History of falls 0.00 (0) 0.85 (%) — -0.85 {-1.59 - -0.10)
o history of falls 0.07 (9) 0.21 27} -0.14 {-0.23 - -0.05)

I
I

Rao at al. The American Journal of Medicine (2018) 131, 269-275.

Apicaban
Bafier

Warlarin
[Bether



Pacient s pady — muzeme ovlivnit riziko ? (2)

ANO — muzeme ovlivnit riziko krvaceni

e vedenim antikoagulacni lécby

e pokud je pacient |éCeny warfarinem, je treba dusledna kontrola INR
* edukace pacienta, rodiny

e zajistit dohled nad uzivanim medikace

* dostupnost antidota muze byt vyhodou (dabigatran)

e zajistit dohled nad uzivanim medikace



Antikoagulacni |[éCba u pacienta s
trombocytopenii (1)

* warfarin — kdy ano a kdy jiz ne ?

* hodnota > 100 x 10°/I je akceptovana jako bezpecnd

* dlouhodoba antikoagulace je prijatelnd u hodnot nad 50 x 107/
* nezbytna je opatrnost a prizpusobeni hodnoty INR: 2-2,5

Thrombocytopenic group MNon-thrombocytopenic group p-value 095% CI
Major bleed
MNo. of events 5 23
Incidence rate per 100 patient day 0.00632 0.00322
Incidence rate per 100 patient year 2.31 1.18
Incidence rate ratio 1.48 0.44-3.98
0.424
Minor bleed
Mo. of events 16 36
Incidence rate per 100 patient day 0.0152 0.00503
Incidence rate per 100 patient year 5.55 1.84
Incidence rate ratio 3.03 1.57-5.60
0.0007

Lai et al. Thrombosis Research 155 (2017) 53-57.



Antikoagulacni

écba u pacienta s

trombocytopenii (2)

Major and Fatal Bleedings
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Giorgi-Pierfranceschi et al. Medicine (Baltimore). 2015 Nov;94(47):e1915.



Antikoagulacni |[éCba u pacienta s
trombocytopenii (3)

* NOAC - kdy ano a kdy jiz ne?

* [ze se spolehnout jen na hodnoty vyluCovacich kritérii z registracnich
studii
AVERROES > 100 x 107/
ARISTOTLE > 100 x 107/
ENGAGE > 100 x 107/
RE-LY > 100 x 10°/I
ROCKET AF >90 x 10%/I



A4

/avery (1)

* riziko padu jako kontraindikace antikoagulacni |éCby je
casto precenovano

* riziko padl muzeme snizit (nefarmakologickeé i
farmakologické intervence)

* obava z padu by neméla byt divodem pro nenasazeni
indikované antikoagulacni lécCby (nebo jeji vysazeni)

* riziko krvaceni muzeme snizit volbou antikoagulacni
|écby (NOAC)



/avery (2)

* pritomnost trombocytopenie neni kontraindikaci
antikoagulacni lécby

* u hodnoty trombocytl > 100 x 10°/| je moZno pouzit
warfarin i NOAC

* u hodnoty trombocytd 50 - 100 x 10°/l je mozno
pouzit warfarin — s opatrnosti a peclivym sledovanim
pacienta
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