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Stroke in Europe

» 2 million strokes each year

» € 38 billion per annum
 will double by 2050

» 20% of all strokes attributable to AF

» 6 million Europeans have AF
» will double by 2050

» AF increases the risk of stroke five fold

» Stroke with AF is 50% fatal within one year
» others remain severely disabled

Aiovuoiog-XapdAaumog Avrwvdrog MD, PhD
KapdioAdyog, Emiu A°
KapdioAoyikn kAivikry «kKwvaravromouAeio I'. N. N. lwviag.



)

¥y
)

.
2) 9.
Patterns of atrial fibrillation
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AF pattern Definition

First diagnosed AF AF that has not been diagnosed before, irrespective of the
duration of the arrhythmia or the presence and severity of AF-
related symptoms.

Paroxysmal AF Self-terminating, in most cases within 48 hours. Some AF
paroxysms may continue for up to 7 days.

AF episodes that are cardioverted within 7 days should be
considered paroxysmal.

Persistent AF AF that lasts longer than 7 days, including episodes that are
terminated by cardioversion, either with drugs or by direct
current cardioversion, after 7 days or more.

Long-standing Continuous AF lasting for =1 year when it is decided to adopt a
persistent AF rhythm control strategy.
Permanent AF AF that is accepted by the patient (and physician). Hence, rhythm

control interventions are, by definition, not pursued in patients
with permanent AF. Should a rhythm control strategy be adopted,
the arrhythmia would be re-classified as ‘long-standing persistent

AF.

EUROFPEAN
www.escardio.org/guidelines European Heart Journal - doi: 10.1093/eurhearty/ehw210 ARGl oG
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Cardiovascular morbidity and mortality associated
with atrial fibrillation
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Event Association with AF (

Death Increased mortality, especially cardiovascular mortality
due to sudden death, heart failure or stroke.

Stroke 20-30% of all strokes are due to AF. A growing number

of patients with stroke are diagnosed with 'silent’,
paroxysmal AF.

Hospitalizations 10-40% of AF patients are hospitalized every year.

Quality of life Quality of life is impaired in AF patients independent of
other cardiovascular conditions. |

Left ventricular dysfunction Left ventricular dysfunction is found in 20-30% of all AF

and heart failure patients. AF causes or aggravates LV dysfunction in

many AF patients, while others have completely
preserved LV function despite long-standing AFE

Cognitive decline and Cognitive decline and vascular dementia can develop
vascular dementia even in anticoagulated AF patients.

Brain white matter lesions are more common in

AF patients than in patients without AF.

@

EUROPEAN
www.escardio.org/qguidelines European Heart Journal - doi: 10.1093/eurhearty/ehw210 29\‘.557:2;.
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European AF Treatment Guidelines

Class Level

Antithrombotic therapy to prevent thromboembolism for all patients
with AF, except those patients (both male and female) who are at low
risk (aged < 65 years and lone AF), or with contraindications.

The choice of antithrombotic therapy should be based upon the absolute
risks of stroke/thromboembolism and bleeding and the net clinical
benefit for a given patient.

The CHA,DS,-VASc score is recommended as a means of assessing stroke
risk in non-valvular AF.

In patients with a CHA,DS,-VASc score of =z 2, OAC therapy with adjusted
dose VKA (INR 2-3), or a direct thrombin inhibitor (dabigatran), or a oral
factor Xa inhibitor (eg, rivaroxaban, apixaban) is recommended unless
contraindicated.

In patients with a CHA,DS,-VASc score of 1, OAC with adjusted dose VKA
(INR 2-3), or a direct thrombin inhibitor (dabigatran), or a oral factor Xa
inhibitor (eg rivaroxaban, apixaban) should be considered based upon
assessment of the risk of bleeding complications and patient
preferences.
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The Five Domains of Integrated AF Management

Desired outcome

Haemodynamic
P -~blockers, mbi'itv

cardioversion)
LiTestyle changes, (reatment Cardiovascular risk
of underlying cardiovascular

conditions reduction Iniproved l'fe

expectancy

Oral anticoagulation in Str i
patients at risk for stroke P POy

s Improved quality
Symptom improvement, of life, autonomy,

preservation of
LV function

Rate control therapy i : =
SOoCid unctioning

Antiarrhythmic drugs,
cardioversion, catheter Symptom
ablation, Al surgery imwovement

Assess
sSymptoms

www.escardio.org /guidelines European Heart Journal - dol: 10.1093/aeurhearty/ehw210



CHA,DS,-VASc: Risk Factors for Stroke

CHA,DS,-VASc

Risk factors
Congestive heart failure/LV dysfunction

[y

W
Age 275 years

Diabetes
Stroke/TIA/TE
Vascular disease

Age 65-74 years
Sex category (ie, female sex)
Maximum score

O B B BN RN PR

Lip GY, et al. Chest. 2010;137:263-272.




HAS-BLED Bleeding Risk Score

Hypertension
— SBP >160 mm Hg

Abnormal renal function
— Chronicdialysis/renal transplantation

Abnormal liver function
— Chronic hepatic disease/biochemical evidence of significant hepatic
derangement

Bleeding tendency or predisposition
— History of bleeding and/or predispositionto bleeding (eg, bleeding diathesis,
anemia, etc)

Labile INRs
— Unstable/high INRs or TTR <60%

Age
— >65 years

Drugs/alcohol
— <+ oral anticoagulants, antiplatelet agents, etc

Pisters R, et al. Chest. 2012;138:1093-1100.




Modifiable and non-modifiable risk factors for
bleeding in anticoagulated patients with AF

Modifiable bleeding risk factors:

Hypertension (especially when systolic
blood pressure is > 160 mmHg)

Labile INR or time in therapeutic range
<60% in patients on vitamin K antagonists

Medication predisposing to bleeding, such
as antiplatelet drugs and non-steroidal anti-
inflammatory drugs

Excess alcohol (=8 drinks/week)

Potentially modifiable bleeding risk

factors:

Anaemia

Impaired renal function

Impaired liver function

Non-modifiable bleeding risk factors:

Age (>65 years) (=75 years)

History of major bleeding

Previous stroke

Dialysis-dependent kidney disease or renal
transplant

Cirrhotic liver disease

Malignancy

Genetic factors

Biomarker-based bleeding risk factors:

High-sensitivity troponin

Growth differentiation factor-15

Reduced platelet count or function

Serum creatinine/estimated CrCl

www.escardio.org/guidelines

European Heart Jounal - doi: 10.1093/eurhearty/ehw210
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AZ “BITAMINHZ K”

E¢akoAouBouv va atroteAouv eCaIPeTIKA @APPAKA yia TTOANOUG aoBevEiC

“If patients are stable, their condition is easily controlled, and they are satisfied with
warfarin therapy, it is not necessary to change to a new agent.”

2014 AHA/ACC/HRS Afib Management Guidelines

2 NMAVTIKA ATTOTEAECUATIKOTATA
- 64% RR reduction (95%CI: 49% to 74%) yia 10XAIMIKO EYKEPAAIKO;

- 2.7% absolute risk reduction/year (NNT=37112/year)

Aiovuagiog-XapaAaumog Avrwvdrog MD, PhD
MeyAAn KAIVIKE epTTEIRia - TPOCITA OIKOVOUIKA KapdioAdyo, Emip A

KapdioAoyikn kAivikni «kKwvoravromouAgio I'. N. N. lwviag.



« Bpadcia €vapén kal TTapateTauévn dpdon

« 0TEVO OepaTTeuTIKO EUPOG

* UN TTPORAEWIPN KAl aoTaBdr} oxéon 860NG - ATTOTEAECHUATIKOTNTAG

* aTTaITOUV ouXVvN TTapakoAouBnon Tou INR kal TTpocappoyn Tng 86éong
» QOUVETTEIQ OTNV TTPOCANWN BitapivigK

« ANMNAemdpdoeig pe GAAa @apuaka (Apiodapdvn, AvTiBIOTIKA (SMX/TMP,

PAOUOPOKIVOAOVEG, PAOUKOVALOAN, MAKPOAIDEG, ETPOVIOACOAN), QVTIETTIANTITIKA

» Eyke@aAIKEG aipoppayieg

Aiovuagiog-XapaAaumog Avrwvdrog MD, PhD
KapdioAdyog, Emiu A”
KapdioAoyikn kAivikn «kKwvoravromouAgio I'. N. N. lwviag.
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XapakTnpIioTIKO

ZUVENEIQ

Per os xopryynon

EUKOAN cuppOppwWOon

Fpriyopn &vapgn dpaong

Ae xpei@leTal ENIKAGAUWN OTNV Apxrn HE
NAPEVTEPIKA AQVTINNKTIKA

T:BI

MpoBAEWILN PAPHNAKOKIVNTIKI,
NPOBAEWIKN avTINNKTIKA andvTnon,
EUPU BEPANEUTIKO nopc'xeupo EANAXIOTN
a)\)\n)\enlbpacn ME Tpocpeq -
ouyxopnyoupeva gpapuaka

An)\onompé:vo Kal oTaBepd doooAoyika
oxnuara, 8 xpeialeTar monitoring Tou
avTINNKTIKOU anoTEAECHATOC, aoMAA&ia
- ANOTEAECHATIKOTNTA

Bpaxug xpovog NUIoEiag {wng

AlaBeoipoTnTa avTidoTou

~ EAaxIoTONoINoN TNG avaykng avridoTou

ArnAonoinon Xeipiopwy/ nopepBocewv
O€ NEPINTWON alpoppayiag,

Mapéxel apeon kai vpr‘wopn ovampocph
™G dpAaong O NEPINTWON ouuoppavlaq
N ETEPNG avenIBUUNTNG EVEPYEIQG
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Anouoia dpaoTikOTNTACG AAANG EKTOG
TOU OTOXOU TNG avTinngiag

E)\axlmonomon aveniBupunNTwy
EVEPYEIWV
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AOYIKO KOOTOC

KaBoAikr) npdoBaocn oTo papuako

Aiovuoio¢-XapaAaumog Avrwvdrog MD, PhD
KapdioAdyog, Emiu A”

KapdioAoyikn kAiviki «kKwvoravrommouAgio I'. N. N. lwviag.
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Pradaxo

Xarelto

Eliquis
(apixaban)tablety

LiJana

Dabigatran: FDA-approved 2010 — Ayecog avaoToAéag TG Opoupivng

Rivaroxaban: FDA-approved 2011 — AvacToA£ag TTapayovTta Xa

Apixaban: FDA- approved 2012 — AvaoToA€ag TTapayovTa Xa

Edoxaban: FDA-approved 2015 — AvaoToA£ag TTapdyovTta Xa

Aiovuoiog-XapdAaumog Aviwvdarog MD, PhD
KapdioAdyog, Emiu A°
KapdioAoyikn kAivikny «KwvoravromouAeio I'. N. N. lwviag.



[MooAnwn BpouBoeuPoAIKOU £TTEICODIOU O€ AOBEVEIC JE:

- MN BAABIBIKNAG AITIOAOYIOG KOATTIKH JapUapuUyn

- Ox1 o€ péTpia ) cofBapr oTéEvwon PITPOEIOOUG

BaABidag

- Ox1 o€ HETAAAIKES BaABideC

[TpoAnwn ko QepaTreia v Tw BAOelI AEBIKAC BpSUBwONGg

Aiovuoiog-XapdAaumog Aviwvdarog MD, PhD
KapdioAdyog, Emiu A°
KapdioAoyikn kAivikny «KwvoravromouAeio I'. N. N. lwviag.



MHXANIZMOZ APAZHI NOA

CLOTTING
CASCADE

Intrinsic (Damaged
surface)

. Eliquis
W - Lixiana
a2 P

Xarelto Extrinsic
_(Trauma)

/ Pradaxa

. Hrmapiveg

(' B IT iV Aiovuoiog-XapdAaumog Aviwvarog MD, PhD
a IJ rl KapdioAdyog, Emip A”
K KapdioAoyikn kAivikny «kKwvoravromouAegio I'. N. N. lwviag.



NEOTEPA ANTINMHKTIKA (NOA)

Aiovuoiog-XapdAaumog Aviwvdrog MD, PhD

KapdioAdyog, Emiu A”

9.

KapdioAoyikn kAivikny «kKwvoravromouAeio I'. N. N. lwviag. =
avaoToAsic
Avraywviortég Birauivng K
Opoupivng lMapdyovra Xa
Y Pradaxa Xarelto Eliquis Lixiana
pPapivn (dagibatran) (rivaroxaban) (apixaban) (edoxaban)
TpoTtrog dpdaong QavaoTOAN NTTATIKNGoUVOeang avaoToOAN TNG avaoToAr FXa avaoToAr) FXa avaoToAr) FXa
Twv TTapayoviwy Il, VII, X, X OECEUPEVNG Kl
& Tmpwreivwyv S,C,Z eAelBepNG BpouRivng

MeyioTn

GUYKEVTPWON 72-96h 2-3h 2-4h 3-4h 1-2h
Huiogia dwn 20-60h 9-17h 5-9h 8-12h 10-14h

(nAikiwpévol 9-13h)
BiodiaBeoipdTnTa 100% 7% 80% 66% 50%
NE(pler'] 0, 0, 0, 0, 0,
QTTEKKPION 1% 80% 66% 50% 45%
MapakoAoubnaon ATTQITEITA Oev aTraiTeital Oev atraiTeital Oev atraiTeital Oev aTraiTeital
(INR) (TTAnv XNA) (TTAnv
aigoppayiag n
(ECT, ecarin clotting time) XNA)

(evaAAaKTIKGAPTT)

(FXa ELISAKIit)




NEOTEPA ANTINHKTIKA (NOA)

Aiovuoiog-XapdAaumog Aviwvdrog MD, PhD

KapdioAdyog, Emiu A”

KapdioAoyikn kAivikry «kKwvaoravromouAeio I'. N. N. lwviag.

avaoToAcic
Avraywviortég Birauivng K @pouBivne Mapdyovra Xa
B . Pradaxa Xarelto Eliquis Lixiana
apeapivn (dabigatran) (rivaroxaban) (apixaban) (etmElen)
Aocoloyia mpocapuocpévn (INR) 150mg 20mg 5mg 30mg r; 60mg
pia popd/nu. 2 popég/nu. yia popd/ny. 2 popég/nu. Hia @opa/np.
ANNAeTIdOpACEIG CYP2C9, CYP1A2, P-glycoprotein AuvnTikd AuvnTikad CYP3A4 P-glycoprotein
CYP3A4 avaoToAeig avaoToAEiC CYP3A4& P- avaoTOAEC QaVOOTOAEig
glycoprotein
QAVOOTOAEIG
Birapivn K 1po@wyv
) . TTaVTOTTPAOAN KAQpIBpopUKivn KAQpIBpopUKivn KAQpIBPOUUKIVN
QVTIBIOTIKG, TTPEBVICOVN KAOPIBPOMUKIVN (CICr 15-80mL/min) TIaVTOTTPACOAN
MpoguAdéeig 2nNUavTIKn 2nNUavTIKA 2NMAVTIKK 2nuUavTiK 2nuUavTiK
aigoppayia, algoppayia, aigoppayia, M n
uTTEPEUDIOONTia VEPPIKI) VEPPIKN aigoppa algoppay
OuoAsiToupyia OuoAgiToupyia yia, ia,
2nuavTikh veppik BAARN VEPPIK) VEPPIK
(GFR<30mL) duaAgiToupyia duaAgiToupyia




NEOTEPA ANTINHKTIKA (NOA)

Aiovuoiog-XapdAaumog Aviwvdarog MD, PhD
KapdioAdyog, Emiu A°
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AVAOTOAEIS
A‘gﬂ:ﬁ:’:;f ©pouBivne Mapdyovra Xa
BA0GADT Pradaxa Xarelto Eliquis Lixiana
PPaAPIVR (dagibatran) (rivaroxaban) (apixaban) (edoxaban)
AvVeTTIOUUNTEG <1%: >10%: 1-10%: Algoppay 1-10%:
EVEPYEIEG KoIANIakS dAyog AuoTreyia (35%) Alyoppayia (6%) ia (1.4% - Alatapayn
HraTimda ; Kolhiaké dAyog 2.1%) NTTOTIKGV EVEUpWY
looTpiTida
(ququl'J) (<2%) (4.8% - 7.8%)
Alyoppayia (16.6%) s Q
(<3%) E¢avonua
Aidgppola (<5%) (3.6% - 4.2%)

AuoTreyia (<2%)
Naurtia (1-3%)
‘EpeTol (<2%)
Mévo atnv pdxn
(<4%)

Kvnouo (<2%)

<1%:
Hrratimda

AUEnon auulAdonc

Avaipia (9.6%)

Algoppayia (9.6%)
Oavatneopog
(1.8%)




Stroke prevention in atrial fibrillation

Oral anticoagulation indicated
] Assess for contra-indications

Correct reversible bleeding

nsk factors

OAC should be
considered (l1aB)

LAA occluding devices N,
may be considered in s v
patients with clear contra-
indications for OAC (IIbC) | [ALCIeHCLTl | VKA (1A)< |
= Includes women without other stroke risk factors

b [1aB for women with only one additional stroke risk factor
©IB for patients with mechanical heart valves or mitral stenosis

www.escardio.org/guidelines European Heart Jounal - doi: 10.1093/eurhearty/ehw210



QVTITTNKTIKAG aywyng o& pn  BaApl
KOATTIKA} HapHapuyn - NOACs

> 2
Stable coronary ACS, PCl and
heart disease stenting Ablaticny ] h vatve di
—3
Monotherapy Continue VKA (TTR >70%) Continue VKA Unintorupted warfarin
with NOAC Reduced dose of NOAC with NOACs can be used Uninterupted NOAC
No preference No preference for a Interuptod warfarin VKA
for a particular No preference for a particular particular NOAC with bridging
NOAC
R W =
TTR >70% on CHAZDS2VASC = 1 in Single first epi- Anti-arrhythmic Price IAOF
warfarin males, 2 in females sode of AF drugs stroke
e
Wmhvu No preference for ” on verapami: reduced of dab NOACs superior
BONGY Dabigatran VKA Of @ particu- or edoxaban 10 VKA
3) Therapy complications Apixaban tar NOAC T Taes san Sowa o7, Avoid combina-
b} SAMe-TTHR; >2 taken with care an riveroxban and apixa- v
ban
@ " N ~
Thrombolyis in Start of anticoag- High risk of GI g
acute ischemic b Il o bleeding Renal impairment Advanced age Hyportension
. o
VKA and INR<1.7 No data on efficacy and Apixaban 5 mg &
Dabigatran and safety of early antico- Dabigatran 110 mg Apixaban 5 mg Apixaban 2.5 mg No preference
normal aPTT agulation with NOACs Apixaban 2.5 mg In age>80 Dabigtran 110 mg for a particular
25 years, weight 560 kg or NOAC
creatinine >1.5 mg/d!
L ban 15 mg

Edoxaban 30 mg

L A




Table | Valvular indications and contraindications for NOAC therapy in AF patients

Eligible

Mechanical prosthetic valve
Moderate to severe mitral stenosis
(usually of rheumatic origin)
Mild to moderate other native valvular disease
Severe aortic stenosis v
Limited data.
Most will undergo intervention
Bioprosthetic valve® v
(except for the first 3 months post-operatively)
Mitral valve repair® v
(except for the first 3—6 months post-operatively)
PTAV and TAVI v
(but no prospective data; may require combination
with single or double antiplatelets: consider bleeding risk)
Hypertrophic cardiomyopathy v
(but no prospective data)

PTAV, percutaneous transluminal aortic valvuloplasty; TAVI, transcatheter aortic valve implantation.
"American guidelines do not recommend NOAC in patients with biological heart valves or after valve repair.”

EHRA PRACTICAL GUIDE
Europace Advance Access published August 31, 2015
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YTEP vedtepwv avTITINKTIKWY YIQTI .

[IpofAéyun eappokoKivynTikn / eopUokodLVOLIKY

[IpoPAEyUN ovTITNKTIKY oTdvTnon

*Agv amarteiton epyactnplakog ELeyyoc yio pvluion 66omc
* OXI oA AETOPACELS LLE TPOPES

*ELQy10TEC AAANAETIOPAGELS LE PAPLOKOL

*Toyeio Evapén kot amodpoun dpdong (ypovog viép acevong )




Ilepropropoi ot 1prion TOV
VEOTEPQV

AVTUTNKTIKOV
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KpeaTivivn opou
AvV)agIOTTIOTOG OEIKTNG VEPPIKAG AEITOUPYIOG

Fuvaika Avopag
Bapoc: 53kg Bapog: 78 kg
HAIKia: 84 €1n HAIkia: 59 €1n
Cr: 1.2 mg/dL Cr: 1.2 mg/dL

Kd6apon KabOapon
Kpearivivng KpEQTIVIVYG

29 ml/min 73 ml/min
Mérpia mpog coBapn Doacroloyikn

Neppikrn SuoAsitoupyia Neppikn Aeitovpyio



Fraction renally 80% 27% 50%°
excreted of
absorbed dose

Bio-availability 3I-7% 50%, 62%" 66% without food
Almost 100%
with food

Fraction renally 4% 14% 37%" 33%

excreted of
administered dose

Approved for CrCl =30 ml/min =15 ml/min =15 ml/min
> i
Dosing CrCl =50 mi/min: no adjustment (Le. 150 Serum creatinine = 1.5 mg/dl; no CrCl =50 mli/min:
recommendation mg bid) adjustment (e, 5 mg bid) no adjustment
(i 20 mg qd)
Dosing If CKD Cret 1529 mlmint 2.5 mg bid 15 my qd when CrCl
Serum creatinine =1.5 mg/dl In 1549 miymin
_combination with age >80 years or
weight =60 kg™ or with other
‘yellow' factar (Table 5): 2.5 mg bid
Not recommended if CrCl == 30 mimin CrCl <15 mUmin CrCt =15 mli/min

Orange, reduce dose (from 150 mg BID 1o 100 mg BID for dabigratean).
Yeollow, consider dose reduction if another ‘yellow' factor is present (from 20 mg to 15 mg QD for rivaroxaban; from 5 mg BID to 2.5 mg BID for apixaban).
Hatching, no data avallable yet

"No EMA approval yet. Needs update after finalisation of SmPC,

“No EMA indication. FDA r datlon based on pharmacokinetics. Carefully weigh risks and benefits of this approach, Note that 75 mg capsules are not avallable on the
European market for AF indication. . _

CKD, chronic kidney disease; CrCl, creatinine clearance; bid, twice daily; qd, once dally; SmPC, summary of product characteristics.
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Dabigatran versus Warfarin in Patients
with Mechanical Heart Valves

CONCLUSIONS

The use of dabigatran in patients with mechanical heart valves was associated with
increased rates of thromboembolic and bleeding complications, as compared with
warfarin, thus showing no benefit and an excess risk. (Funded by Boehringer Ingel-
heim; ClinicalTrials.gov numbers, NCT01452347 and NCT01505881.) trovio
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Extipnon avnmwnknikig SpaoTikoTNTAC

Ta veorepa avrimnKTIKa Exouv TpoBAEwiun
QAPUAKOKIVNTIKN Kal @apuakoduvauikn opaon

kai AEN amairgital TaKkTiKr) _mapakoAoubnon rn¢

AVTITTNKTIKI S TOUS 6paong

I10te amarteitol pETPnon NS AVTIAINKTIKIS OPOCTIKOTNTOG;
» Meilova aipoppayio
» Avdyxm emetyovcog yeypovpyIkng eméuPpoong

» Yrepoocoroyia (vmoyio vTepdOGOAOYINGC) Aiovyo,
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Table 5 Effect on MOBC plasma levels (‘area under the curve, ALMC") from drog —drog interactions and clinical facoors,

and recormnmmendations towards MOWIC dosing
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Cither nereased bBleeding risk

Pharmacodynamic nteractions (antiplvislet drugs; MNEAID: systemic sterokd therapy: other
artseoagulants) sy or asctive Gl Beeding: recent surpery @ critical argan (brain; epe):
thrombacytopenia (e chemotherapyl HAS-BELED =3

Aiovuoiog-XapaAaumog Avidgvarog MO
KapdioAdyog, Emip A°

, PhD

KapdioAoyikn kKAIviky «Kwv avronoc]\slo
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Specific Reversal Agents

* |darucizumab (Praxbind)

— Antibody fragment against dabigatran by mimicking
thrombin and has a high affinity for dabigatran (350x)

— Immediate effect

— Antidote does not bind known thrombin substrates and
has no activity in coagulation tests or platelet aggregation

* Andexanet alfa (not available)

— Mimics factor Xa- binds Xa inhibitors
— ANNEXA trials ﬁ

» Arapazine/Ciraparatag (not available)
— Universal reversal agent

Aiovuoiog-XapaAaumog Aviwvarog MD, PhD
KapdioAoyog, Emip A°
KapdioAoyikn kAiviky «kKwvaravromouAeio I. N. 1 lwviag.




Group A:
Uncontrolled bleeding Reverses up to the
+ dabigatran-treated . . .
5 gidarucizumab 99th percentile of
(2 separate dabigatranlevels N =300
infusions of 2.5 g) EEENEERITEY R NN

Group B: Emergency
surgery or procedure
+ dabigatran-treated

! 0—15 minutes 90 days follow-up
: 0-24 hours !
. A A % AAA A A A A Bood
Hospital . . min _
p Pre-1st vial Pre-2nd vial 1h2h 4h 12h 24h 30d 30d samples

arrival

v'H 18apouci{OUPAUTIN aVTIOTPEPEI ATTOAUTA EVTOG OAiywV AETTTWYV TNV AVTITINKTIKA 8pdon TnNg VTAUTTIYKOTPAVNG, O€ ao0svEig
mou utréoTnoayv peifova aigoppayia A wpokeital va uTToBANBoUV o€ eTeiyouca XEIPOUPYIKN eTEURach).
Pollack CV Jr et al. N Engl J Med, 2015.




Ta véa arro Tou oTouarog AVTITTNKTIKA @APUAKA

Kal 0 pOAOC TOUC OTa oéa arsQaviaia ouvopoua
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| Stop NOAC: last dose 224h before intervention I

Consider alternatives (as in all with
need for chronic OAC):
- Bypass surgery
(- Sole balloon angioplasty)

!

y

Acute management of elective percutaneous coronary intervention or
acute coronary syndrome in atrial fibrillation patients treated

with non-vitamin K antagonist oral anticoagulant

On admission:
- Stop NOAC

- Load with ASA (150-300 mg) + P2Y12 inhibitor (unless frail with high bleeding risk)

&

=Wl

Periprocedural anticoagulation Primary PCl, preferred Fibrinolysis
per local practice:

- Bivalirudin (preferred), or - Radial access - Only if no residual
- UFH (per ACT/aPTT) - Prefer new- NOAC effect

- Avoid l1b/llia inhibitors generation DES (based on last intake

- Additional UFH, and/or coagulation

l LMWH, bivalirudin test)

(regardless of last -No UFH or

Stent type: NOAC) enoxaparin until no

Prefer new-generation DES - Avoid I1b/llla inhi- residual NOAC effect

(or BMS) bitors unless bail-out

v

!

Non-urgent Urgent
- Delay PCI - Guide
- Start fondaparinux antithrombotic
(preferred) or LMWH management on
212h after last NOAC residual NOAC effect
- Avoid upstream (last intake; CrCl;
bivalirudin, UFH, or coagulation test),
1Ib/1lla inhibitors although no
prospective data

l

!

After discontinuation of parenteral anticoagulation: restart same NOAC, in combination with single or dual antiplatelets (see Figure 7)
- Consider dabigatran 110 mg BID for patients on 150 mg BID

- When considering apixaban 2.5 mg BID, rivaroxaban 15 mg OD or edoxaban 30 mg OD : no data on stroke prevention if no normal dose reduction criterion (mainly CrCl)

v

PPI should be considered
Discharge with prespecified step-down plan (see Figure 7)

Aiovuoiog-XapaAaumog
KapdioAdyog, Emiu A
KapdioAoyikn kAiviki







AlaXEIPIoN AaC0OEVOUC NE XPOVIA KOATTIKN
HapHUaPUYN) KAl gTEQaviaia vooo utrd
TPITTAN avTIOPONBWTIKY) aywyn TTou
mwpokeiTal va utTtofAnOsi o¢
sSwkapdiakn XEi1poupyikn eTéuRacn
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Zevapio A: O aoBeviig TTpéTTel va
XEIpoupynoeEi
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[MapdueTpol TTou Ba TTPETTEI VO OUVEKTIMNBOUV

ATTO TI KIvOUVEUElI 0 a0BEVAC;

— T

2TeQaviaia vooog KOATTIK papuapuyn

> XeIpoupyikog > loxaipiké AEE
Kapdlayyelakdg KivOuvog
» Opobupwaon Tou stent
AOYW TNG avaykng
OIAKOTIAG TNG DITTANRG
QVTIAIMOTTETAAIOKAG
aywyng




@

Alaxeipion TPITTARG avTIOPONBWTIKAG Aywyng aocBevw
ME oTEQAVIAIO VOOO KOl KOATTIKA HOPMAPUYH

‘ 2y I
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OdsglovTOg TTPOG TO
XEIPOUpPYEIO...avTINETWTTI(OUV OAOI Ol
ao0eveic Tov id10 KAPOIAYYEIAKO KivVOUV(




MepieyxeipnTiKOG KAapOIOAOYIKOG KivOuvog
OUM@WVA JE TO £i0OG TOU XEIPOUPYEIOU

»  EkTignon tou kivduvou yia kapdiayyelako 8avaro ff OEM evidg 30
NUEPWY aTTO TNV ETTENRAON
»  Aev Aaupavovtal uttdywn TUXOV ouvvoonpOTNTEG TOU aoBevn

Low-risk: < 1% Intermediate-risk: 1-5% High-risk: > 5%
» Superficial surgery * Intraperitoneal: splenectomy, hiatal hernia | * Aortic and major vascular surgery
* Breast repair, cholecystectomy * Open lower limb revascularization or
* Dental * Carotid symptomatic (CEA or CAS) _amputation or thromboembolectomy
* Endocrine: thyroid * Peripheral arterial angioplasty . Duodeno-pancmﬁcsm ery
* Eye * Endovascular aneurysm repair » Liver resection, bile duct surgery
* Reconstructive * Head and neck surgery OQSophagectomy

* Carotid asymptomatic (CEA or CAS) * Neurological or orthopaedic: major (hip * Repair of perforatad bowel
* Gynaecology: minor and spine surgery) . "renal resection
* Orthopaedic: minor (meniscectomy) * Urological or gynaecological: major i Tota! cystactomy
* Urological: minor (transurethral resection * Renal transplant . Pneumonactomy
of the prostate) * Intra-thoracic: non-major * Pulmonary or liver transplant

Aiovuoiog-XapaAaumog Aviwvarog MD, PhD
KapdioAoyog, Emiy A°

KapdioAoyikn kAiviky «kKwvaravromouAeio I. N. 1 lwviag.
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T1 ouvioToUV 01 KaTEUBUVTIPIEC 0ONVYiIEC;

2014 ESC/EACTS Guidelines on myocardial @ g

n  doi:10.1093/eurheartj/ehu278

revascularization e

» H diaxeipion Twv aoBevwy UTrd dITTAR AVTIAIMOTTETAAIOKE aywyn va
yivetal Bdoel TNG €TTEiyoucag A un Kataotaong
»  21a0uion BpouBwTikoU / aipoppayikou Kivouvou

» Avaykn yia TTOAUTTAPAYOVTIKI QVTIMETWTTION ATTO DIAPOPETIKEG IATPIKEG
€I0IKOTNTEG

(kapdIoAGYOG, XEIPOoUpYdG, avalobnaoloAdyog, aIaToAdyoGq)



‘ Ti1 ouvioTOoUV oI KaTEUBUVTHPIEC 0DNYIEC;

2014 ESC/EACTS Guidelines on myocardial @ Europein Hesrtjourral (10445 38, 254 2645 ESC/EACTS GUIDELINES @
revasct‘larizatio,l EUROPEAN doi:10.1093/eurheartj/ehu278
» To peyaAuTepo TTOOOOTO XEIPOUPYIKWY ETTEURACEWY PTTOPEI va U

dlevepynOei uTTOG povh avTiaipoTtreTaAlak aywyr) (ASA) ue

a1TOOEKTO BaBud alpoppayiag

> 2& TIEPITITWOT TTPOYPAUMATIONEVNG ETTENRACNG OTNV OTToIx
KPIVETAI aTTapaiTnTN N OIAKOTTH) TOU OEUTEPOU AVTIAIUOTTETAAIOKOU
TTapPAyovTa, OUCTAVETAI:

O Ticagrelor, Clopidogrel: AiakoTtrr) 5 nuépeg TTpIv TNV ﬁ
eTEUPaON
O Prasugrel: AlakoTrr) 7 nUEPES TTPO TNG ETTEUPACNG

Aiovuoiog-XapaAaumog Aviwvarog MD, PhD
KapdioAodyog, Emipy A°
KapdioAoyikn kAiviky «kKwvaravromouAeio I. N. 1 lwviag.




Zevapio B: O aoBeviig aipoppayei
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AvacTpopn dpdong avTITINKTIKAG /
AVTIAIMOTIETAAIOKNG AYWYNG O€ aofevi
ME aipoppayia g

Alaxeipion avaAoya Pe Tn coBapoTtnTa TNG
QIIOPPOYIOC 0

KapdioAodyog, Emipy A°
KapdioAoyikn kAiviky «kKwvaravromouAeio I. N. 1 lwviag.

Aiovuoiog-XapaAaumog Aviwvarog MD, PhD




AvaoTpo@n Spdong avTITINKTIKAG / LA
AVTIAIMOTTETAAIOKNG AYWYNGS O€
aocfevi) NE aipoppayia

O1 aipoppayIKES ETTITTAOKEG ATTO AVTITINKTIKA / avTIQIMOTTETAAIOKG QAP OKE

geuBuvovtal yia 10 13% TTEPITToU TWV EI0AYWYWYV O VOOOKOMEIO AdYu)

TTOAPEVEPYEIWV PAPUAKWY Kal oXeTiCovTal e uwnAr voonpoTnTa/0vnTATHTO
TAZINOMHZH AIMOPPAT IAZ

A. ZOBAPH/AYNHTIKA ZOBAPH AIMOPPATIA
av xapakrtnpeifetal atrd = 1 a1d Ta akdAouba:

E€wTepIKA aipoppayia TTou dev PITTOPEI va AvTIMETWTTIOOE e Ta ouviRon péoa
Ailpoduvauik aoTébeia
Avaykn yia emreiyouca emeuBarikr diadikaaoia, 1.x. Xelpoupyeio, evOOOKOTINON
Avaykn YETAYYIONG CUUTTUKVWHEVWYV EPUBPWV, ﬁ
Algoppayia atrelAnTIKA yia TNV (wn N o€ (WTIKG 6pyavo

B. Z& ka0g AAAn TrepiTTTWON N aipoppayia Bswpeitar MH ZOBAPH (

Aiovuoiog-XapaAaumog Aviwvarog MD, PhD
KapdioAoyog, Emiy A°
KapdioAoyikn kAiviky «kKwvaravromouAeio I. N. 1 lwviag.




2UOTAOEIC VIO TNV
AvTipeTwTmon AlNoppayiwy O€
AoBeveic Trou Aapdavouv oo
TOU ZTOMOTOG

AvTITmKTIK ) AyWwyn

"Eva Keipevo Opogwviag tng EAAnviking Kapdlohoyiknig Etaipeiag kat tng EMINVIKNG Ayyelakig Kat Evoayyelakng
Xeypoupyikng Etaipeiag, EMAnvikng AyatoAoyiknig Etatpeiag,

EAANVikng Avatobnotlooyikng Etaipeiag, EAAnvikng MactpevtepoAoykig Etapeiag,

EAAnvikng Etaipeiag Evratikng Oepaneiag, EAAnvikng NeupoAoyikng Etaipeiag,

EAAnvikng Etaipeiag OpBomaidikng kat TpaupatioAoyiag kat EAANVIKNg Xeipoupyikng Etaipeiag

* 382 // EAAHNIKH KAPAIOAOTIKH EMIGEQPHEH /2016




«0 peyaAutepog xBpog TG yvwong
dgv gival n ayvoia
gival n yeudaicbnon tng yvwong»

Stephen Hawking



‘Otav pwtnoav tov AaAail Adpa 1 gival auto
nou tov eKnAncel otnv avBpwnaotnta sine:

“0 avBpwnoc¢. Buoialel tnv uyeia Tou yia va
kepbioel xpnpata. Metd Buaiadel ta xpnpata
T0U Y10 Va anoKataotnoel Ty Uyeia tou. ¢ |
Kai peta €xel 1000 ayxog yia 10 péAAov nou . , f 5
6ev anoAapBavet 1o napov. Etot dev Je1 oute *}

oto napdv, oute oto péAov. Zel 0aV Va PNV lestwia.com
npokettal va neBavel noté kai 1ote nebaiver /i '
XwpIiG va €xel JNOEL Npaypatika note.”  /
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