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» EMIAHMIOAOTIIKA AEAOMENA

» NOZHPOTHTA KAl ©NHTOTHTA

» NEOTEPH ONOMATOAOTIA
»ANTIMETQMIZH TON AZOENQN ME AF

e EAEMXOZ TOY PYOMOY n EAEMX0z
2YXNOTHTO2

* NIPOAHWH ©OPOMBOEMBOAH2
» NEOTEPA ANTIOPOMBQTIKA

» MEPIEMXEIPHTIKH AIAXEIPIZH AZOENQN YMNO
ANTINHKTIKH ArQrH



EMIAHMIOAOTIA
e Aveuploketal oto 1-2% tou yevikou tAnBuaopuou.

e >tnv Eupwrnn neplocotepol ano 6.000.000
avOpwroL taoyouv arno KM aptBuoc mou
avaLLEVETAL va SuTAaoLaoTeL Ta emopeva 50
Xpovla.

e Eival ouyxvotepn otouc avOpeC aro TIC YUVALKEC.

e H 1blomaBbnc AF amoteAet nepimou to 10% Twv
neputtwoswyv KM.

Camm AJ, et al. Guidelines for the management of atrial fibrillation: the Task Force for the
Management of Atrial Fibrillation of the European Society of Cardiology (ESC). Eur Heart J.
2010;31:2369-2429.



ONHTOTHTA KAI NO2HPOTHTA

Table 3 Clinical events (outcomes) affected by AF

Outcome parameter

Relative change in AF
patients

. Death

Death rate doubled.

2. Stroke (includes haemorrhagic
stroke and cerebral bleeds)

Stroke risk increased; AF is
associated with more severe
stroke.

3. Hospitalizations

Hospitalizations are frequent in
AF patients and may contribute to
reduced quality of life.

4. Quality of life and exercise
capacity

Wide variation, from no effect to
major reduction.

AF can cause marked distress
through palpitations and other
AF-related symptoms.

5. Left ventricular function

Wide variation, from no change to
tachycardiomyopathy with acute
heart failure.

AF = atrial fibrillation.

Outcomes are listed in hierarchical order modified from a suggestion put forward
. 2 . . .
in a recent consensus document.” The prevention of these outcomes is the main

therapeutic goal in AF patients.

H rmapofuouikn AF kot
n novipn AF €xouv
napopolo kivbuvo yla
AEE!!!!

20-25% oAwv twv AEE
npokaAouvTal amno
kapdloyevn euBoAa.

Stewart S, Hart CL, Hole DJ, McMurray JJ. A population-based study of the longterm risks
associated with atrial fibrillation: 20-year follow-up of the Renfrew/Paisley study. Am J Med.

2002;113:359-364.



2YITXPONH ONOMATOAOTIIA TH2 AF

e MpwtodlayvwoBeioa (first diagnosed) -
Avadepetal oe aocbeveic mov epdpaviouv yua
npwtn popad KM aveéaptnta amno tnv SLapKeLa
NG Kol TNV BaputnTa TWV CUUMTWHATWY TNC.

e Mapoéuouikn (paroxysmal)—> Otav n KM
teppatiletal avtopata (cuvnBwe peca os 48
WPEC AV KOl LLTTOPEL val SLOPKETEL EXPL KOl 7
NUEPEC). To XPOVLKO OpLO TwV 48 wpwV €lvol
ONUOVTLKO YLOTL LETA TNV TAP0od0o Tou N
riBavotnta avataénc tng KM eival pkpn Ko
TPETIEL VA YLVETAL EVOPEN AVTUTNKTLKAC AYWwYNC.




 Eupevouoa (persistent) - Otav n appuBuia
ETILMEVEL > 7 NUEPEC N OTAV ATTALTELTOLL
TEPUATIOMOC TNC apPLUOULAC POPLOKEUTLKA N
e DC nAektplkn kapdloavataén.

e Emipakpov eppevovoa (long standing
persistent) - Awdpkela tng KM > 1 €toc kata
TNV XPOVLKN OTLyUN nou amodaciletal va
akoAouvBnBel pla otpatnyLkn EAEYXOU TOU
puBpuov.

e Moviun N xpovia —> 2€ TIEPUTTWOELC OTtoU OEV
dlevepyeital eEAeyyoc touv puBOpou aAAd povo
£\EYXOC TNC CUXVOTNTOC.




e Jwwrninpn (silent) - EkdbnAwon tng appuBuiac peocw
uLac emutAokne avtnc (AEE, taxvpvokopdlonabela)
N tuxaia Stayvwon autnc oto HKT.

e |6LontaBnc (Lone AF) AvadEpETal 0 OXETLKO VEOUC
aoBevelc (<60 eTwv) OLXWC KAVIKA N
UTtEPNXOYPOPDLKA ELPAHOATO KOPOLOTIVEU LOVLIKNC
vooou N AY. KaAutepn npoyvwaon ocov adopa ta
BpopuosuPoAika emelcodla Kat tTnv Bvntotnta.

Camm AJ, et al. Guidelines for the management of atrial fibrillation: the Task Force for the
Management of Atrial Fibrillation of the European Society of Cardiology (ESC). Eur Heart J.
2010;31:2369-2429.



‘Upstream’ therapy of concomitant conditions

Anticoagulation

Rate control

PRI /corryeiic crgs e

E Cardioversion I I I
REIR 1
silent * paroxysmal persistent long-standing  permanent

persistent




ANTIMETQIMI2H TH2 AF
MpoAnyn twv ertimAokwyv TS KM (mtpoAnyn
BpopPoepPolnc)
‘EAEYXOC TWV CUUMTWHATWY O OTIOLOC UTTOPEL va

ETUTEVXDOEL PE TIC TTOPAKATW 2 CTPATNYLKEC (N HE
ouvOUAOUO AUTWV):

e 'EAEYXOC TNC GUXVOTNTOC

e ‘EAeyyxoc Tou puBpuou (amokataotaon Tou SR kal
dlatpnon tou)



EAEMXOZ TOY PYOMOY n TH2 ZYXNOTHTOZ

Table 13 General characteristics of rhythm control and rate control trials in patients with AF%6—72

Trial Ref | Patients Mean Mean Inclusion criteria Primary cutcome Patients reaching primary
(n) age follow-up parameter outcome (n)
(years) | (years) Rate Rhychm P
control control
PIAF (2000) 92 252 61.0 1.0 Persistent AF Symptomatic improvement 76/125 70/127 032
{7—360 days) (60.8%) (33.1%)
AFFIRM (2002) 86 40860 659.7 35 Paroxysmal AF or All-cause mortality 310/2027 | 356/2033 0.08
persistent AF, age (25.9%) (26.7%)
=65 years, ar risk of
stroke or death
RACE (2002) 87 512 68.0 23 Persistent AF or flutter | Composite: cardiovascular 447156 &0/266 0.11
for <| years and death, CHF severe bleeding, (17.2%) (22.6%)
I1-2 cardioversions pacemaker implantation,
over 2 years and oral thrombo-embolic events,
anticoagulation severe adverse effects of
antiarrhythmic drugs
STAF (2003) 88 200 66.0 1.6 Persistent AF Composite: overall 10/100 /100 0.99
(=4 weseks and maortality, cerabrovascular (10.0%) (2.0%)
<2 years), LA size complicadons, CPR, embolic
=45 mm, CHF NYHA avants
IV, LVEF <45%
HOT CAFE (2004) 89 205 60.8 1.7 First clinically overt Composite: death, 17101 4/104 =0.71
persistent AF (=7 days | thrombo-embolic evenrs; (1.o0%%) (3.9%)
and <2 years). intracranial/major
age 5075 years haemorrhage
AF-CHF (2008) 20 1376 66 3.1 LVEF =35%, symptoms | Cardiovascular death 175/1376 182/1376 0.59
of CHE history of Al (25%) {27%)
(=6 h or
DCC <last 6 months)
J-RHYTHM 21 ar3 647 1.6 Parowysmal AF Compasire of roral 89/405 &4/418 0ol1?2
(2009) morality. symptomatic (22.0%) (15.3%)
cerehral infarcrion,
systemic embolism, major
bBleeding. hospitalizatian for
heart failure, or physical/
paycholagical dizability
Al = atrial fibrillation; AI'THM = Agrial lNbrillation Iollow-up Investigation of lhythm Management; Cl Il = congestive heat failure; CMl = cardiopulmonary resuscitation;

DT = direscL curren L cardiovesr siorg HOT CAFE = How Lo Treal Cliromic &bl Fibr il o ; J=RHY THM — Japarese Riby Uun Manages mesnl Trial for Alral FibwillaGor; LVEF = el
ventricular ejection fraction; NYHA = MNew York Heart Asscdation; PIAF = Pharmacological Intervention in Atrial Fibrillation; RACE = RAte Control versus Electrical
rardicvsersion for pearsistent arral fibrillation: STAF = Strategies of Trearment of Arrial Fihrillation



AY2THPO2 H ENMIEIKH2 EAETXO2
2YXNOTHTOZ (strict vs lenient):

T

American Heart | American Soroke
Associafion. | Associaiion.

Learn and Lives

Rate Control Efficacy in Permanent Atrial Fibrillation (PAF): a
Comparison Between Lenient Versus Strict Rate Control in

Patients With Heart Failure. The RACE Il Study

BACKGROUND: Control of sinus rhythm vs. rate control are competing strategies with
respect to improved outcomes in PAF pts with CHF. The lenient (<110 BPM) versus strict
(<80 BPM) rate control in pts with PAF has not been studied. PURPOSE: Determine if
lenient (LRC) or strict (SRT) rate control in pts with PAF is inferior. METHODS: Pts were
randomized to receive rate control drug which was adjusted to achieve LRC (n = 311) or

SRT (n = 303) resting heart rate during follow up visits at 1, 2, and 3 months and annually

thereafter. Mean follow up was 37 months.
Primary Endpoints: Time to CVD event including death, stroke, blood
14.9 clot, bleeding, hospitalization or arrhythmia.

129
Secondary Endpoints: Any cause death, symptoms and NY Heart

Association (NYHA) functional status

Reculis:

Primary Endpoint: The Estimated Incidence of Primary Qutcome {EIPQ)
for SRT and LRC was 14.9 and 12.9 respectively. Secondary Endpoinis
(SRT vs. LRT): Any cause death (18 vs. 17), symptoms (46% vs. 45.6% )

and NYHA functional status class | (23.4% vs. 23.3% ) were statistically
identical for each arm

B SRT ELRC Conclusion: LRC is not inferior to SRT in pts with PAF
Van Gelder IC, ACC Atlanta, GA © 2010, Amcrican | lcart Association. Al rights reserved.

Van Gelder IC et al. Lenient versus strict rate control in patients with atrial fibrillation.
N Engl J Med 2010;362:1363-1373.



The choice of drugs depends on life-style and underlying disease

Adrial fibrillation
I
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Figure 9 Rate control. COPD = chronic obstructive pulmon-
ary disease. *Small doses of B 1-selective blockers may be used
in COPD if rate control is not adequate with non-dihydropyridine
calcium channel antagonists and digoxin. Amiodarone is also used
for rate control in patients who do not respond to glycosides,
B-blockers or non-dihydropyridine calcium antagonists. Drone-

darone may also be used for rate control in patient with recur-
rent episodes of atrial fibrillation.




EAEMXO2 TOY PYOMOY
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Figure |1 Choice of antiarrhythmic drug according to underlying pathology. ACEl = angiotensin-converting enzyme inhibitor; ARB =
angiotensin receptor blocker; CAD = coronary artery disease; CHF = congestive heart failure; HT = hypertension; LVH = left ventricular

hypertrophy; NYHA = New York Heart Association; unstable = cardiac decompensation within the prior 4 weeks. Antiarrhythmic agents
are listed in alphabetical order within each treatment box. ? = evidence for ‘upstream’ therapy for prevention of atrial remodelling still

1
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remains controversial.



[MPOAHWH OPOMBOEMBOAH2

Straoke Prevention

CHADS, Risk Criteria Fisk Vadueds)

FPror stroéoe or TLA y

P = Ty 1

HyperieisSain 1 Sum of risk valuo(s)
Dhabetes melkties 1 la CHADS *
Hearl tadkre 1 e R

l:l-lM‘lE Adjusled Stroke Rale  FAecommended

Score | (%) (95% ) Therapy

0 1.9 (1.21a 3.0) Aapinn, 81 10 325 myg daily

1 2.8 (2010 3.8) Azpin, 81 10 325 myg dailly, or Warfarnn
(ANR 2.0 to 3.0, tamet 2.5)

Fé 4.0 3.7 10 5.1) Warlarin (NR 2.0 1o 3.0, tamet 2.5)

3 59 (4.61a7.3) Wartarn (INR 2.0 to 3.0, tamet 2.5)

A g5 (6.31a11.7) YWartann (INR 2.0 16 3.0, tamét 2.5

5 125 (8.2 1e17.5) Warfarin (INR 2.0 to 3.0, tamel 2.5)

L 18.2 (10.51e 27.4) Wartann (INR 2.0 10 3.0, lamget 2.5)

Gage BF, Waterman AD, Shannon W, Boechler M, Rich MW, Radford MJ. Validation
of clinical classification schemes for predicting stroke: results from the National
Registry of Atrial Fibrillation. JAMA 2001;285:2864—-2870.



CHA,DS,VASc score

Risk Factor Score
Congestive heart failure/left ventricular dysfunction|| 1
Hypertension 1
Age =75 2
Diabetes mellitus 1
Stroke/TIA/systemic embolism 2
Vascular disease 1
Age b5 - 74 1
Sex category (ie, female sex) 1
Maximum score 9

Lip GY, Nieuwlaat R, Pisters R, Lane DA, Crijns HJ. Refining clinical risk stratification for
predicting stroke and thromboembolism in atrial fibrillation using a novel risk factor-
based approach: the Euro Heart Survey on atrial fibrillation. Chest 2010;137:263-272.



Table 3. 2010 ESC Antithrombotic AF Guidelines: Risk Categories, CHAﬁDSE-"MSc ocore, and Recommended

Anfithrombotic Therapy
Risk Category EHAEDSEM&SI: Recommended Antithrombotic Therapy
Score
1 major risk factor or 22 2 OAC*

clinically relevant nonmajor risk
factors

1 clinically relevant nonmajor
risk factor

Either OAC™ or aspirin /5-325 mq daily Preferred: OAC
rather than aspirin

No risk factor

Either aspirin 75-325 mq daily or no antithrombotic
therapy Preferred: no antithrombotic therapy rather
than aspirin

*0ACs such as a VKA, adjusted to an intensity range of INR 2.0-3.0 {target 2.5). New OAC drugs, which may

be viable afternatives to a VKA, may ultimately be cnnsit{ered.
From Camm AJ, et al. Eur Heart J. 2010;31:2363-2429.




YNOAOTI2MO2 AIMOPPATIKOY KINAYNOY

Table 10 Clinical characteristics comprising the
HAS-BLED bleeding risk score

Letter Clinical characteristic® Points awarded
H [ Hypertension |
A Abnqrmal reni?l and liver | or 2
function (| point each)
S | Stroke |
B | Bleeding |
L | Labile INRs |
E | Elderly (e.g. age =65 years) |
D | Drugs or alecohol (| point each) | or2
Maximum 9 points

*Hypertension' is defined as systolic blood pressure =160 mmHg. ‘Abnormal
kidney function’ is defined as the presence of chronic dialysis or renal
transplantation or serum creatinine =200 pmolL. "Abnormal liver function’ is
defined as chronic hepatic disease (e.g. cirrhosis) or biochemical evidence of
significant hepatic derangement (eg. bilirubin =2 x upper limit of normal, in
association with aspartate aminotransferasefalanine aminotransferasefalkaline
phosphatase =3 x upper limit normal, etc.). 'Bleeding’ refers to previous bleeding
history and/or predisposition to bleeding, eg. bleeding diathesis, anaemia, etc.
‘Labile IMNRs' refers to unstablefhigh INMRs or poor time in therapeutic range (eg.
< 60%). Drugsf/alcohol use refers to concomitant use of drugs, such as antiplatelet
agents, non-steroidal anti-inflammatory drugs, or alcochol abuse, eto

INR. = international normalized ratio. Adapted from Pisters et al.*”

HAS — BLED > 3 onpaivel
VP NAO ALLOPPAYLKO
kivbuvo omnote n OAC
TPETEL VE ouvodeVETOL ATTO
oTevn mapakoAovbnon N va
Xxopnyouvtal VEOTEPQ
avTLOpouPwWTIKA

Pisters R, Lane DA, Nieuwlaat R, de Vos
CB, Crijns HJ, Lip GY. A novel userfriendly
score (HAS-BLED) to assess one-year risk
of major bleeding in atrial fibrillation
patients: The Euro Heart Survey. Chest
2010; March 18
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MEPIOPIZMOI TQN KOYMAPINIKQN

* >NUOVTLKOC KIVOUVOC QLLLOPPAYLKWY ETIITAOKWV
KOlL KUpPLwC eVOOKPAVIOKNC aLpoppayloc.

e [eplopilouv tnv evepyomoinon dtapopwv
NMPWTEACWYV TNC TtNENC - AVAYKN OUXVNC
uetpnonc tou INR

* YNMUOVTIKEC OLAKUMAVOELC TOU Beparmeutikov
QTTOTEAEOUOTOC AOYW GNLOVTLIKWY
aAAnAsemidpacewyv pe SLadpopeC TPOPEC Kall
DOPUOKEUTIKEC OUOLEC.

[MAEOVEKTNLLOL TWV KOULLOPWLKWYV — YTTAPYXEL
oavtidoto (KovakLo)




ANA2TOAEIZ ©OPOMBINH2
(Dabigatran — Pradaxa 110, 150)

e AVTOYWVLOTLKOC OVOLOTOAEQC

™G BpouPivng
e To mpodapuako dabigatran etexilate
LLETOTPETETAL TANPWC o€ evepyo Dabigatran.

e T1/2 =14-17 wpsc.

e ATIEKKPLVETAL OTTO TOUC VEPPOUC GE TIOCOOTO
80%.

e Aoooloyia: 110 3 150 mg bid (CrCl> 30 ml/min) —
75 mg bid (CrCl< 15 ml/min)

atangier J, et al. J Clin Pharmacol. 2003;45:555-363.

Liesenfeld KH, et al. Br J Clin Pharmacol. 2006;62:527-537.
Stangier J, et al. Br J Clin Pharmacol. 2007,;64:292-303.




2) RELY’

Study of stroke prevention
in atrial fibrillation

The RE-LY Study:
Randomized Evaluation of Long-
term anticoagulant therapY

Dabigatran Compared to Warfarin in 18,113 Patients
with Atrial Fibrillation at Risk of Stroke



L~ J
. ) RELY
Design of RE-LY P v
Atrial fibrillation
>1 Risk Factor
Absence of contra-indications
951 centers in 44 countries
PROBE=Prospective Randomized
Open Trial with Blinded R
Adjudication of Events.
Open Dabigatran Dabigatran
Warfarin Etexilate Etexilate
(INR 2.0-3.0) 110 mg b.i.d. 150 mg b.i.d.
N=4000 N=6000 N=4000

19 efficacy outcome = stroke or systemic embolism
1Y safety outcome = major bleeding
Non-inferiority margin 1.46




Cumulative Hazard Rates

Stroke or Systemic Embolism

8

o

No. at Risk

@RELY

atrial hibrillation

: 6022
D110 6015
D150 6076

5939

5718 w5
5710 4593
5779 4682

Warfarin J_,JJJ

J’Jﬂ,f’ﬁ#—Dabigattran 150

ﬁ'fl—'_'_'_'f_

1322
1385
1429

Years



All Intracranial Bleeding
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Conclusions

= Dabigatran 110 mg had a similar rate of stroke as
warfarin with significantly reduced major bleeding

= Dabigatran 150 mg significantly reduced stoke
compared to warfarin with similar risk of major
bleeding

= Both doses markedly reduced intra-cranial
hemorrhage

= Both doses are free of liver and other major toxicity,
although they increase dyspepsia and Gl bleeding



ANA2TOAEIZ TTAPATONTA Xa

-Jr Trrtransic ExTrirrsic
Sathvvay Dathway tissue factor
*1la
>1a
" VIla -—— WII
Ix IXa
VIIIa
K ——= X3 COTITION
*'I'JIEI Datfinay
prothrombin = thrombin

I1 I1a

u

fibrinogen = Tibrin




RIVAROXABAN

Direct, specific,
competitive factor Xa
inhibitor

Half-life 5-13 hours
Clearance :

— 1/3 direct renal
excretion

— 2/3 metabolism via
CYP 450 enzymes

Oral, once daily dosing
without need for
coagulation monitoring

Rivaroxaban

Fibrinogen

v

» Fibrin

Adapted from Weitz et al, 2005; 2008



ROCKET

Screening Double-blind Observation
period period period |
|
Rivaroxaban 20 mg once daily
]
Z £ .
o 5 8
= < 2
d ! -
| N > 2
E _—
S §8
G 28
< S
o -
Warfarin once daily
(titrated to a target INR of 2.5 [2.0-3.0])
Visits every 4 weeks until
Day_—114 o notification by sponsor Approximately
I N IS B S Y N S 30 days I
| rrrrrrrrrrrrrein I
Day 1 2 4 8 12 16 20 24 28 32 36 40 44 48 52
Screening 1 o .
End-of-study visit Follow-up visit

WEEK

(within 30 days
after notification by
sponsor)

ROCKET AF study flow diagram.




ROCKET-AF

ROCKET-AF: Primary efficacy outcome

Outcome Rivaroxaban (n=7081) Warfarin (h=7090)  Hazard ratio (95% CI)

Primary end point, noninferiority 1.71 2.16 0.79 (0.66-0.96) <0.001
Primary end point, on-treatment 1.70 2.15 0.79 (0.65-0.95) 0.015
superiority

Primary end point, intention-to-treat ~ 2.12 2.42 0.88 (0.74-1.03) 0.117
superiority

Vascular death, stroke, embolism 3.11 3.63 0.86 90.74-0.99) 0.034
Hemorrhagic stroke 0.26 0.44 0.59 (0.37-0.93) 0.024
Ischemic stroke 1.34 1.42 0.94 (0.75-1.17) 0.581

Unknown stroke 0.06 0.10 0.65 (0.25-1.67) 0.366



ROCKET-AF

ROCKET-AF: Bleeding outcomes

Outcome

Rivaroxaban (n=7081)

Warfarin (n=7090)

Hazard ratio (95% CI)

Major and nonmajor bleeding
Major bleeding

®>2 g/dL hemoglobin drop
®*Transfusion

®Critical organ bleeding
*Bleeding causing death

Intracranial hemorrhage

14.91

3.60

2.77

1.65

0.82

0.24

0.49

14.52

3.45

2.26

1.32

1.18

0.48

0.74

1.03 (0.96-1.11)
1.04 (0.90-1.20)
1.22 (1.03-1.44)
1.25 (1.01-1.55)
0.69 (0.53-0.91)
0.50 (0.31-0.79)

0.67 (0.47-0.94)

0.442

0.576

0.019

0.044

0.007

0.003

0.019



APIXABAN

Atrial Fibrillation With at Least 1 Additional Risk Factor for Stroke

Inclusionrisk factors
*Age =2 75 years
*Priorstroke, TIA, or SE

Major exclusion criteria
* Mechanical prosthetic valve

Randomized = Severe renal insufficiency
*HF or LVEF = 40% Double-blind * Need for aspirin plus
*Diabetes mellitus Double-dummy thienopyridine
*Hypertension (n=18,201)

Apixaban 5 mg oral twice daily Warfarin

(2.5 mg twice daily in selected patients) (target: INR 2-3)

Warfarin/warfarin placebo adjusted by INR/sham INR
based on encrypted point-of-care testing device

Primary outcome: stroke or systemic embolism

Hierarchical testing: noninferiority for primaryoutcome, superiority for primary
outcome, major bleeding, death

WebMD Global

Figure 2. ARISTOTLE trial design. From Lopes RD, et al. Am Hearf J. 2010:159:331-339.[47]




Table 5. Efficacy Results From ARISTOTLE

Apixaban | Warfarin
(N=9120) | (N=3081)

Event Rate Hazard Ratio
Outcome Yaly (95% Cl) P value
Primary outcome: stroke or systemic embolism 1.27 160 | 0.79(0.6e-095) | .01
Stroke 1.19 151 | 0.79(0.65-085) | .01
Ischemic or uncertain type of stroke 0.97 105 | 092(074-113) | 42
Hemaorrhagic stroke 0.24 047 | 0.51{0.35-0.75) | <.001
Systemic embolism 0.09 010 | 067 (0.44-1.75) | .70
Key secondary efficacy outcome: death from any cause | 3.52 394 |0.69 (0.60-0.998)( .047

From Granger CB, et al. N Engl J Med. 2011:365:981-992 1<




Table 6. Safety Results From ARISTOTLE

Apixaban | Warfarin
(N=9088) |(N=9052)
Event Rate Hazard Ratio

Outcome Yely (95% CI) P value
Bleeding safety outcome: I5STH major bleeding | 2.13 3.09 069 (0e0-0.80)( =001
Intracranial 0.33 0.60 (0.42(0.30-058)| «<.001
Other location 1.79 227 (0.79(068-093)| .004
Gastrointestinal 0.76 0.66 (0.89(0.70-115)| .37
Major or clinically relevant nonmajor bleeding 407 0.01 0.68 (0.61-0.75) | «<.001
GUSTO severe bleeding 0.52 1.13  |0.46(0.35-0.60)( <.001
GUSTO moderate or severe bleeding 1.29 216 (0.60({0.50-0.71)| =001
TIMI major bleeding 0.96 169 (0.57(0.46-0.70)| «<.001
TIMI major or minor bleeding 1.55 246 |0.63(0.54-0.75)( <001
Any bleeding 18.1 258 (0.71(068-0.75)| «.001

From Granger CB, et al. N Engl J Med. 2011;365:981-992 =



[MEPIEFXEIPHTIKH AIAXEIPI2ZH
A2OENQN YO ANTINHKTIKH AFQIH

INR < 1.5 — onowadnmote enepPaon Slevepyeitol e
aodalela

YynAovu BpoppoepfoAikol Kivduvou:

*AF

eMnxavikn BaABida

*BloAoyikn BaABida n S10pBwon pLtpoeldbolc Touc
TeAevTOlouC 3 HAVEC.

*[Ipocdatn OpopuPosufoln (<3 unvec)
*OpoupodiAia

AlpoppayLkoc Kivbuvoc:

*ErtepBacelc omou n ouprnieon Ogv eivat duvatn
*Meilova xelpoupyeia dtapkeLac > 45 min.




Table 8 Bridging therapy of VKA with UFH or LMWH in high- and low-risk

patieni:.!prucedures‘ﬁ

Low thromboembolic risk /low bleeding risk
» Continue anticoagulant therapy with INR in therapeviic range.
Low thromboembeolic risk /high bleeding risk

» [hscontinue anticoagulant therapy 5 days before the proceaure.

* St LMWH prophylass once daily or UFH 1w, | day after acenocoumarol
interruption, and 2 days after warfarin interrupbion. Administer the last dose of
LMWH at least 12 h befiore the proceaure or give UFH v, up © 4 h prior o surgeny.

* Resume LMWH or UFH at the pre-procedural dose 1- 2 days [at least 12 h) after the
proceaure according to haemostatic status. Resume anticoagulant therapy | to 2 days after
surgery at the pre-procedural aose + 50% boost dose for two consecutive days according
to the haesmostatic status.

o |MWH or UFH is continuea until the INR has returned to therapeutic leves.
High thromboembolic risk

* [iscontinue anticoagulant therapy 5 days before the procedure.

» Stat therapeutic LMWH twice aally or UFH i.v. | day after acenocoumao! interruption,
and 2 aays after warfarin interruption. Administer the last dose of LMWh at least 12 h
befare the procedure or give UFH [.v. up to 4 h prior to surgeny.

* Resume LMWH or UFH at the pre-procedural dose |- 2 days [at least 12 h) after the
procedure according to haemostatic status. Resume anticoagulant therapy |- 2 days
after surgey at the pre-procedural aose + 50% boost dose for two consecutive days
accoding to haemostatic status.

o [MWH or UFH is continuea until the INR has returned to therapeutic levels.

INR. = intermational normalized raticg LMW H = low miclecular weight heparin; URH = uniractionated heparin



