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Antikoagulacni lécba
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e ... musi byt uzivana dozivotne
e ... zvySuje riziko krvaceni, které se dale zvySuje s vékem

« U nékterych pacientu musi v urCité fazi byt antikoagulacni IéCba prerusena
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Antikoagulacni lecba u fibrilace sini
Evidence pro NOAC: ucinnost

Trial

Stroke / SE
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These are not head-to-head comparisons between the NOACs and should therefore be interpreted with caution

1. Ruff CT, et al. Lancet 2014;383:955-62.
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Antikoagulacni lecba u fibrilace sini
Evidence pro NOAC: bezpecnost

Trial gvoeﬁti v;ig::in Relative risk (95% Cl) p-value hept‘:i;irfggty
Major bleeding
RE-LY 375/6076 397/6022 I—é—ﬁﬁ— 0.94 (0.82—-1.07) 0.34
ROCKET-AF 395/7111 386/7125 E e — 1.03 (0.90-1.18) 0.72

.
ARISTOTLE 327/9088 462/9052 e — E 0.71 (0.61-0.81) <0.0001 0.001

.
ENGAGE AF-TIMI 48 444(7012 557/7012 I—O—i—l 0.80 (0.71-0.90) 0.0002

.
Combined (random) 1541/29287 1802/29211 |—<i>—| 0.86 (0.73-1.00) 0.06

I I 1
0.5 1.0 2.0

Favours NOAC €= =) Fayvours warfarin

These are not head-to-head comparisons between the NOACs and should therefore be interpreted with caution

Data are n/N, unless otherwise indicated. Heterogeneity: 12=83%; p=0.001.
Dabigatran 150 mg BD; Rivaroxaban 20 mg OD; Apixaban 5 mg BD; Edoxaban 60 mg OD.
Dose reduced in selected patients with rivaroxaban, edoxaban and apixaban.
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Jak je krvaceni definovano?

* Vyznamneé krvaceni (major bleeding)
— vedouci k hemodynamické nestabilité | TK
— krvaceni v kritické lokalizaci

— Pokles Hb o 20g/I Ci vyzadujici podani 2erymas

m Critical Site Bleeds

Type of Bleed

Initial Signs and Symptoms

Potential Consequences of Bleed

Intracranial hemorrhage: Includes
intraparenchymal, subdural, epidural,
and subarachnoid hemorrhages

Other central nervous system
hemorrhage: Includes Intraocular,
intra- or extra-axial spinal hemorrhages

Pericardial tamponade

Airway, including posterior epistaxis

Hemothorax, intra-abdominal bleeding,
and RPH

Unusually intense headache, emesis
Neurological signs: e.g., reduced LOC, vision changes, numbness,
weakness, aphasia, ataxia, vertigo, seizures

Intraocular: monocular eye pain, vision changes, blindness
Spinal: back pain, bilateral extremity weakness or numbness,
bowel or bladder dysfunction, respiratory failure

Shortness of breath, tachypnea
Hypotension, jugular venous distension
Tachycardia, muffled heart sounds, rub

Airway: hemoptysis, shortness of breath, hypoxia
Posterior epistaxis: profuse epistaxis, hemoptysis, hypoxia,
shortness of breath

Hemothorax: tachypnea, tachycardia, hypotension

Intra-abdominal (nongastrointestinal): abdominal pain,
distension, hypotension, tachycardia

RPH: Back/flank/hip pain, tachycardia, hypotension

Stupor or coma
Permanent neurological deficit
Death

Intraocular: permanent vision loss
Spinal: permanent disability, paraplegia,
quadriplegia, death

Cardiogenic shock
Death

Hypoxemic respiratory failure, Death

Hemothorax: respiratory failure
RPH: femoral neuropathy
All: hypovolemic shock, death



Jake je riziko krvaceni?
» Metaanalyza 51 studii s warfarinem zahrnujici 342,699pts!
— Riziko krvaceni 2.51 na 100 patientoroku

« U DOAK snizeno o cca 30%?2

— Vyjimka Gl krvaceni u dabigatranu a rivaroxabanu, ale ne u
apixabanu a edoxabanu

No. of Type of

Indication trials major bleed VKA DOAC

Atrial fibrillation 4 All major bleeds 1769 2091
Gastrointestinal | 583 (33%)| 1005 (48%)
Intracranial 425 (24%)| 272 (13%)

INSTITUT KLINICKE A EXPERIMENTALNI MEDICINY IK;_E
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Jak Casty je vyskyt zavaznych krvaceni pri NOACs?

A jak je resime ?

344 pts, on NOAC 3.3 per 100 patient-years and on warfarin 3.5 per 100 patient-years

Bleeding management by anticoagulation therapy

Overall Warfarin NOAC P-Value
N=344 N=71 N=273

99 (36%) <0.0001

No management required 105 (31%) 6 (9%)

o
Any blood products 198 (58%) 54 (76%) 144 (53%) 0.0004
PacKkeuTodtioodceb st o Ol e e efoe 355 0>
Platelets 15 (49%) 7 (10%) 8 (3%) 0.01

Prothrombin complex 6 (2%) 1 (1%) 5 (2%) 0.8

COncCentrate

< Fresh frozen plasma 50 (15%) 32 (45%) 18 (7%) <.0001 I
Cryoprecipitate 1(0.5%) 0 1 (04%) 0.6
Other Correctional Agents 31 (9%) 25 (35%) 6 (2%) <.0001
Protamine 6 (2%) 2 (3%) 4 (2%) 0.4

Vitamin K 24 (7T%) 22 (31%) 2(0.7%) <.0001

Factor 7 1 (03%) 1 (1.4%) 0 0.0499

Aminocaproic acid 0 0 0

Tranexamic acid 0 0 0

Desmopressin 0 0 0

Aprotinin 0 0 0 :
Surgery or other 42 (12%) 7 (10%) 35 (13%) 0.5

intervention performed
for bleeding episode

Benjamin A., et al. Management of Major Bleeding in Patients With Atrial Fibrillation Treated INSTITUT KLINICKE A EXPERIMENTALNI MEDICINY
With Non-Vitamin K Antagonist Oral Anticoagulants Compared With Warfarin in Clinical Practice KLINIKA KARDIOLOGIE
(from Phase Il of the ORBIT-AF II) .

The American Journal of Cardiology, Volume 119, Issue 10, 2017, 1590-1595




Jak postupovat pri krvaceni?

Pacient s aktivnim krvacenim

v

Krvacejici mista mechanicky komprimujte

v

(
(
[

parametry, krevni obraz a rendalni funkce

Posudte stav hemodynamiky, krevni tlak, zakladni koagulacni ]

[ ouo |
!

Nepodavejte VKA, dokud INR
neklesne pod 2

v

Aplikace tekutin
_ Krevni transfuze
Reite pfi¢inu krvaceni
(napf. gastroskopicky)

Zvaite poddni vitaminu
K (1-10 mg) i.v.

Pridejte symptomatickou lécbu:

1

Zvaite PCC a FFP
Zvatte, zda je vhodné

podat trombocytarni
naplav

e ) e

[ Stiedné zdvainé aZ zavainé ]

-

L

Pridejte symptomatickou l&écbu:
Aplikace tekutin
Krevni transfuze
Reste pricinu krvaceni
(napf. gastroskopicky)

Pokud NOAC bylo poito nedvno,

zvazte peroralni podani biologicky
aktivniho uhli

A

7

FFP - Cerstvé zmrazend plazma (fresh frozen plasma); INR - mezindrodni normalizovany pomér; i.v. — intravendzné; NOAC - jiné
perordlni antikoagulans neZ antagonista vitaminu K; QAC - peroraini antikoagulace; PCC - koncentraty protrombinového komplexu

{prothrombin complex concentrates); VKA — antagonista vitaminu K.

Transfuse/substituce cil:
Hb>80g/I
Trombo>50x109/I

Neni evidence, ze by podavani
krevnich destiCe u pacientl
|éCenych P2Y12 inhibitory
redukovala krvaceni.
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Jak interpretovat lab. vysledky
v pripade lecby NOAK?
Specializovane testy jsou k dispozici

Exclude Clinically Relevant* Drug Levels

Drug Suggested Test Interpretation

Dabigatran Dilute TT Normal result probably excludes clinically
ECT relevant® levels
ECA

Apixaban, edoxaban, or rivaroxaban Anti-Xa Absent chromogenic anti-Xa assay activity

probably excludes clinically relevant*

levels

Specializované testy nejsou k dispozici

Exclude Clinically Relevant* Drug Levels

Drug Suggested Test Interpretation
T —
Dabigatran TT, aPTT Normal TT excludes clinically relevant* levels

Prolonged TT does not discriminate between
clinically important and insignificant levels

Normal aPTT usually excludes clinically
relevant® levels, if a sensitive reagent is
used.

Apixaban MNone ormal PT and aPTT do not exclude clinically
Edaoxaban or relevant* levels
rivaroxaban

{ITALNI MEDICINY

[OLOGIE



Jak s antidoty?
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Jak casty je vyskyt zavaznych krvaceni pri NOACs?
A jak je resime ?

Bleeding on Warfarin (n=71) ® Bleeding on NOAC (n=273)

Prarsa0.0001

Po krvaceni pii VKA
58% dojde ke zmene na
49% p— NOAC jen u 1.4%
41% pacientu.
U 41% pacientu je
antikoagulacni IéCba
vysazena !

" 4.8%

an I
NOAC after Bleed Warfarin after Bleed No OAC after Bleed
1 134 41 13 29 126

With Non-Vitamin K Antagonist Oral Anticoagulants Compared With Warfarin in Clinical Practice KLINIKA KARDIOLOGIE

Benjamin A., et al. Management of Major Bleeding in Patients With Atrial Fibrillation Treated L n IKE

(from Phase Il of the ORBIT-AF 1) .
The American Journal of Cardiology, Volume 119, Issue 10, 2017, 1590-1595



Dusledky nespravného davkovani NOACs
(off-label dosing)

CENTRAL ILLUSTRATION Off-Label Dosing of Nonvitamin K Antagonist Oral Anticoagulant Agents: I
5,738 patients treated with a NOAC at ORBIT-AF Il
Baseline NOAC Dosing
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| Stsinberg, BA et al. J Am Coll Cardiol. 2016:68(24):2597-604.




Kdy a jak restartovat OAK?
Gl krvaceni

* 1,329pts, obdobi 2005-2010

* 49% restart OAK po krvaceni
(~1 tyden)

» Restart OAK byl spojeny ¢
— S nizsi rizikem TE CI 0,71, p=0.01)
— Nizsi mortalitou Cl 0.67, p=0.0001

— Vyssim rizikem opakovaného
krvaceni Cl 1.18, p=0,47

Freedom from Thromboembolism

=3

Qureshi W, A J Cardiol 2014 oo 10000 20000 30000

Follow up Duration (days)



Anterior

Subdural
hematoma

Kdy a jak restartovat OAK? O 1
Intrakranialni krvaceni &

* Mortalita dosahuje 50%, 20% krvaceni vznika na OAK

* Nutny individualni postup, restart OAK obvykle az po 4-8
tydnech
— Switch z Warfarinu na DOAK?, okluze LAA?

Intracerebral
hematoma

3
Zvazte dalsi informace potrebné k dosazeni informovanéeho rozhodnuti
' A ™
Faktory podporujici vysazeni OAC: Faktory podporujici opétovné
Ke krvéceni doslo pfi adekvatnim davkovani zahajeni OAC:
NOAC, béhem vysazeni lécby nebo pfi jejim Ke krvaceni doslo pfi uzivani VKA nebo
poddavkovani pfi predavkovani
Vyssi vék Traumaticka nebo osetfitelna pficina
Nekorigovana hypertenze Nizsi vék
Kortikalni krvaceni Dobre korigovana hypertenze
Zavazné nitrolebni krvaceni Krvaceni do bazalnich ganglii
Cetna mikrokrvaceni (napf. > 10) iédnéfneuy?razné léze v bilé hmoté
Pfi¢inu krvaceni nelze odstranit ani |&cit Chirurgické odstranéni subduralniho hematomu
Chronicky abuzus alkoholu Subarachnoidalni krvaceni: aneurysma
Potieba dudlni antiagregace po PCl osetfeno clippingem nebo coilingem
Vysoké riziko ischemické CMP
9 JAN Y, EDICINY IK_E
L | e I G

\.

Doporudeni postupy CKS 2016



Uzaver ouska LS

Watchman Amulet ACP










Pacientl s FIS

High Risk Stroke Patients with AF
3 milion patients in EU (CHADS-VASc 2 2)

Contraindicated
for OAC therapy

(12%)

Severe Bleeding
(3%)

\ ' J

Registry RCT
N.2 - WATCHMAN™ (ASAP, CAP) PROTECT-AF (WATCHMANT™)
N.7 - AMPLATZER™ PREVAIL (WATCHMAN™)

INSTITUT KLINICKE A EXPERIMENTALNI MEDICINY —
] KLINIKA KARDIOLOGIE n II]§,F
R. Nieuwlaat et al. EHJ 2005 26, 2422



PROTECT/PREVAIL meta-analysis

HR p-value
Efficacy Q: 0.79 0.22
All stroke or SE ¢ 1.02 0.94
Ischemic stroke or SE : O 1.95 0.05
Hemorrhagic stroke O E 0.22 0.004
Ischemic stroke or SE >7 days : O 1.56 0.21
CV/unexplained death O : 0.48 0.006
e
All-cause death O 0.73 0.07
Major bleed, all CE) 1.00 0.98
Major bleeding, non procedure-related O E 0.51 0.002
[

Favors WATCHMAN & - Favors warfarin

=



Patients with contraindication to OAK

ASAP: Efficacy Implant success 94.7%

The results of the ASAP registry demonstrated WATCHMAN LAAC therapy
efficacy in a population of patients not eligible to OAC

1.0%

8.0%
7.0% B Expected, based on
= CHADS: Score
2 6.0%
2 0
‘;’ 5.0% Re(;,: cft’ion B Expected, if
© o Clopidogrel was used
% 4.0% throughout follow-up
X
O 3.0%
) ’ 64% m Observed rate in
E 2.0% Reduction ASAP
()]
S
L2,

0.0%
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Risk of periprocedural complications

7-Day Safety Events
9.9%

1 1.00/0 ]

10.0% -

9.0% -

Patients 8.0% -
with 7.0% -

Safety 6.0% -
Event 5.0% -
(%) 4.0% -
3.0% -

2.00/0 7

1.0% -

0.0% -

~50% New
Operators in

PREYSe ) 3.8%

A
& &

PROTECT AF &
N=232 N=231 N=566 N=269 N%579

1st Half 2nd Half



Co plati o uzaveru ouska LS

LAAQO neni t.C. |léCba prvni volby s prevenci CMP u FIS
— Muze byt alternativou u vybranych pacientu

Randomizované studie u pacientu, ktefi mohou uzivat OAK

— Srovnavaly uzaver LAA s warfarinem

— Vysledky nejsou jednoznacne interpretovany (PROTECT vs PREVAIL)
— Srovnani s NOAK probiha (Prague 17)

U pacientu s kontraindikaci OAK indikace |IB v guidelines
— Jsou k dispozici pouze observachi studie

Implantace je stale zatizena rizikem komplikaci okolo (4%)
Kombinace uzavéru ouska LS a ablace FiS je mozna, studie probihaji

INSTITUT KLINICKE A EXPERIMENTALNI MEDICINY ud
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Zavery

* Krvaceni pri antikoagulacni lecbe je castou komplikaci a
V pripade zavazného krvaceni muze vést k preruseni
teto terapie.

* Vedle postupu, jak krvaceni akutné zvladnout, je
dulezitou soucasti strategie |éCby opétovné zahajeni
antikoagulace.

 V pripade intolerance antikoagulacni lecby Ize u

pacientu s fibrilaci sini zvazit katetrizacni uzavér ouska
leve sine.
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