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e Beskrevet af Rudolf Virchow
for 150 ar siden

e Heraf fremgar, at forandring i
blodflow, karskade og
aktivering af koagulationen kan
fore til trombedannelse

Joist JH. Semin Thromb Hemost. 1990;16:151-157.




About 50% of patients
with proximal DVT

of the leg have
asymptomatic PE!

DVT (mainly

asymptomatic)
Is found in around 80%
of patients with PE?

1. Pesavento R, et al. Minerva Cardioangiol 1997;45:369-375
2. Girard P, et al. Chest 1999;116:903-908







En udviklingsproces af aterosklerose

“Fatty Fibrgst Aterosklerotisk Plaqueruptur
Normal Streak” plague plagque Trombose

AW
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O . Q . 9 . @’. :. Iskeemisk apopleks
R ESESED

Blodstrgm Blodstrgm Blodstrgm
normal nedsat kollateral
Ingen symtomer Symptomer ved belastning. Symptomer i hvile Kardiovaskuleer ded
Angina, TCI, Claudicatio Nekrose

Stigende alder




Angrebspunkt Mekanisme Preeparat
Trombocyt COX-1 haemning ARSYAN
ADP-receptor blokering Clopidogrel,
prasugrel,
ticagrelor

Vit. K-afheengige
koag. proteiner

Serin proteaser

Trombin

Faktor Xa

GPlIb/llla receptor blokering

Haemning af y-carboxylering

Potensering af AT

Direkte blokering af aktivt site

Direkte blokering af aktivt site

Abciximab m fl.

Warfarin
Phenprocoumon

UFH
LMWH
Pentasaccharider

Hirudin m.fl.
Dabigatran etexilat

Rivaroxiban
Apixaban
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IgetSToriong-term antinromnot
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Absorption
Proteinbinding
Max. effekt

Metabolisering

Warfarin
WEEER)

Naesten komplet
99%
36-72 timer

Lever

Phenprocoumon
(Marcoumar)

Naesten komplet
99%
8-72 timer

Lever




Incidens pr. 100 behandlingsar

10 Tromboemboli

Blagdning

ASPECT stu

INR interval
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Effektiv, men vanskelig

® Risiko for blgdning tiltager med 40% for hvert INR-point over 4 INR.

® Risiko for trombose tiltager ved INR < 1,5.

® Sneevert terapeutisk interval. Stor variation i vedligeholdelsesdosis.

® Betydelig biologisk variation (0,7 INR ved 2-4 INR under steady-state).
® Problemer med tolkning af INR-svar i forhold til dosisaendringer.

® Talrige leegemiddelinteraktioner

® Interaktion med kost




Kvalitet af VKA-behandling




Kvalitet af VKA behandling

=
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e TTI
— Tid 1 terapeutisk interval

e TTR
— Time In Therapeutic Range



TTR — time in therapeutic range (%)

Measures warfarin treatment quality
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TTR and risk of bleeding or thrombosis

8 - «  Major haemorrhage
Thromboembolic

— Linear (Major haemorrhage)
Linear ( Thromboembolic)
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Wan, Y. et al. Circ Cardiovasc Qual Outcomes 2008;1:84-91




Self-monitoring and self-management of oral anticoagulation
(Review)

Garcia-Alamino JM, Ward AM, Alonso-Coello P, Perera R, Bankhead C, Fitzmaurice D,
Heneghan C]

THE COCHRANE
COLLABORATION®




Hovedresultater

Pooled Self Self Testing
Estimate Management (RR)
(RR) (RR)
Thromboemb 0.5 0.47 0.56 (NS)
olic events
All-cause 0.64 0.55 1.12 (NS)
mortality




Indikation for non-VKA orale antikoa

® Ortopeaedkirurgi vengs tromboseprofylakse
- Apixaban, rivaroxaban og dabigatran etexilat
e Atrieflimren — kardioemboli profylakse
- Apixaban 5 mg BID
- Rivaroxaban 20 mg OD
- Dabigatran etexilat 110 eller 150 mg BID

e Vengs tromboemboli — akut behandling og sekundaer
profylakse

- Rivaroxaban 15 mg BID 3 uger fulgt af 20 mg OD
- Apixaban 10 mg BID 1 uge fulgt af 5 mg BID
- Apixaban sekundeer profylakse 2.5 mg BID

- Dabigatran etexilate 150 mg BID (+initial bridging med
LMWH)

e Akutte koronare syndromer — sekundaer profylakse
Rivaroxaban 2.5 mg BID
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Initial

treatment with Treatment Long-term

LMWH/ duration treatment Active Principal safety
Trial name Design fondaparinux (months) regimen comparator endpoint
EINSTEIN DVT OL \[o] 3,6o0r12 Once daily LMWH/VKA Major plus CRNM
( ) bleeding
EINSTEIN PE OL No 3,6o0r12 Once dailly = LMWH/VKA Major plus CRNM

bleeding
EINSTEIN EXT DB \[o] 6 orl2 Once daily Placebo Major bleeding
RE-COVER DB Yes* 6 Twice daily Warfarin Bleeding events
( )
RE-COVER I DB Yes 6 Twice daily Warfarin Bleeding events
RE-MEDY DB \[o] 18 Twice daily Warfarin Bleeding events
RE-SONATE DB No 6 Twice daily Placebo Major bleeding
AMPLIFY DB No 6 Twice daily LMWH/ Bleeding
Warfarin

AMPLIFY-EXT DB \[o] 12 Twice daily Placebo Bleeding
HOKUSAI DB Yes 12 Once dailyt Heparin/ Major or CRNM
( ) Warfarin bleeding

Median=9 days; TTwo 30 mg tablets. CRNM, clinically relevant non-major bleeding




ssMajorpieet

_NOAGC=Versus VKA for/ITE

Major bleeding

Randomised trials NOAC VKA )

RE-COVER-II 1.2% 1.7% n.s.

EINSTEIN DVT 0.8% 1.2% n.s.

EINSTEIN PE 1.1% 2.2%  p=0.0032

AMPLIFY .6% 1.8% D <0.001

Sedtrial S‘Uf..‘i_;




Randomized, open-label, event-driven, non-inferiority studies of
identical design with a priori specified combined analyses

Predefined treatment period of 3, 6, or 12 months

Gl )
Confirmed
DVT without Day 1 Day 21
Symp;gi“ B Rivaroxaban Rivaroxaban
N=3449 NEERIE —1 >
15 mg bid 20 mg od S3g
»'=
Confirmed o o
PE with or Enoxaparin bid for at least 5 days + 5=
without > 2
symptomatic VKA, INR 2.0-3.0 s
DVT?2 SO
N=4833 SN

+ Primary efficacy outcome: first recurrent VTE
+ Principal safety outcome: first major or non-major clinically relevant bleeding

1. The EINSTEIN | [ N Engl J Med 2010 eINsr lN%
. The nvestigators. ng e »
2. The EINSTEIN-PE Investigators. N Engl J Med 2012 eINﬂ ’N%




3.0 7 Enoxaparin/VKA
§ N=4131 '
@ 265 .5 g
12
= 2.0 Rivaroxaban
S N=4150
ot S
)
= HR=0.89; p non-inferiority <0.0001
T 1.0
g Mean time in therapeutic range = 61.7%
= 40.54
@)

0.0+ . . .

0 {0) 60 90 120 150 180 210 240 270 300 330 360
Time to event (days)

Number of patients at risk
Rivaroxaban 4150 4018 3969 3924 3604 3579 3283 1237 1163 1148 1102 1034 938
Enoxaparin/VKA 4131 3932 3876 3826 3523 3504 3236 1215 1149 1109 1071 1019 939

ITT populatlon




First major or clinically relevant non-major bleeding

14 - Enoxaparin/VKA
S N=4116
— 12 1
-
T —10m :
— Rivaroxaban
= N=4130
D=8
>
)
W0
E Rivaroxaban Enoxaparin/VKA HR (95% CI)
S 4 n/IN (%) n/N (%) p-value
>
= 388/4130 412/4116 0.93 (0.81-1.06)
=F J.¥ (9.4) (10.0) p=0.27
@)

0 I ] ] ]

0 30 60 90 120 150 180 210 240 270 300 330 360
Time to event (days)

Number of patients at risk
Rivaroxaban 4130 3768 3671 3406 3270 3210 1928 1051 1009 936 878 853 453
Enoxaparin/VKA 4116 3738 3618 3330 3186 3125 1711 1025 981 907 857 823 369

Safety population Buller HR, for the EINSTEIN Investigators. ASH, December 2012




DVT (minus cancer) — initial behandling
1. linie: Alle patienter én af nedenstaende behandlinger

VKA + veegtbaseret LMH NOAK

Intravengs UFH styret med APTT  Lzegemiddelvalg treeffes af
maling kan anvendes i stedet laege og patient i feellesskab
for LMH hos indlagte patienter efter samlet individuel

i tilfaelde af nyreinsufficiens,
sveer adipositas, hgj
blgdningsrisiko

Katetervejledt lokal administreret
trombolyse plus intravengs : _
UFH hos szerlige patienter patientanske og

efter radgivning fra compliance
trombosecenter 2. linie: VKA + vaegtbaseret

2. linie: NOAK LMH

vurdering, pa baggrund af
effekt og bivirkninger,
medikamentspecifikke
interaktionspotentialer,



DVT (cancer) —initial behandling

Alle patienter én af nedenstaende behandlinger

1. linie: vaegtbaseret dalteparin

eller tinzaparin 2. linie: NOAK
Intravengs UFH styret med APTT Ved kontraindikation for
maling kan anvendes i stedet heparinbehandling

for LMH hos indlagte patienter
i tilfaelde af nyreinsufficiens,
sveer adipositas, hgj
blgdningsrisiko

Katetervejledt lokal administreret
trombolyse plus intravengs
UFH hos saerlige patienter
efter radgivning fra
trombosecenter



LE (minus cancer) — initial behandling

Alle patienter én af nedenstaende behandlinger

1. linie: VKA + vaegtbaseret LMH

eller NOAK

Til lavrisiko patienter uden
kredslgbspavirkning og
patienter uden betydende
pavirkning af hgjre ventrikel

UFH i stedet for LMH hos
indlagte patienter i tilfeelde af
nyreinsufficiens, svaer
adipositas, hgj blgdningsrisiko

2. linie: NOAK/veaegtbaseret
LMH+VKA

1. linie: Trombolyse + UFH + VKA

Til hgjrisiko patienter vurderet
ud fra kredslgbspavirkning
og pavirkning af hgjre
ventrikel

2. line: Hojrisiko patienter med
kontraindikation for
trombolyse konfereres med
thoraxkirurger m.h.p.
embolektomi



LE (cancer) — initial behandling
Alle patienter én af nedenstaende behandlinger

1. linie: Vaegtbaseret dalteparin 1. linie. Trombolyse + UFH/dalteparin

Til lavrisiko patienter uden Til hgjrisiko patienter vurderet
kredslgbspavirkning og ud fra kredslgbspavirkning
patienter uden betydende og pavirkning af hgjre
pavirkning af hgjre ventrikel ventrikel

2. linie: Fondaparinux eller 2. linie: Hgjrisiko patienter
NOAK overvejes ved med kontraindikation for
heparin kontraindikation trombolyse konfereres med

thoraxkirurger m.h.p.
embolektomi



DVT/LE (minus cancer) — sekundaer profylakse

1. linie: Alle patienter én af nedenstidende
behandlinger med varighed afhaengig af recidivrisiko

VKA NOAK

VKA forudseetter, at INR ligger  Laegemiddelvalg traeffes af
mellem 2 og 3 med et l2ege og patient i feellesskab
gennemsnitligt TTI pa > 70% efter samlet individuel

vurdering, pa baggrund af
effekt og bivirkninger,
2.linie: NOAK medikamentspecifikke
interaktionspotentialer,
patientgnske og —
compliance samt
behandlingsvarighed

2.linie: VKA



DVT/LE (cancer) — sekundaer profylakse

1. linie: Dalteparin eller tinzaparin

DVT: dalteparin eller
tinzaparin

LE: dalteparin eller tinzaparin

2.linie: VKA forudsat, at INR
ligger mellem 2 og 3 med et
gennemsnitligt TTI pa >
70%. Alternativt anvendes
NOAK.



Atrial Fibrillation in the Elderly
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Preevalens

Patients with AF (millions)

508 2.26 244 2
0]

af atrieflimren forventes mindst
fordoblet indtil 2050

Olmsted County data
(assuming no further
12 lincrease in AF incidence)!?

11.7

ATRIA study data?3

515 542 5.61

4.34
3.80
3.33

66 2.94

1 1 1 1 1 1 1 1 1 1 1 1
1990 1995 2000 2005 2010 2015 2020 2025 2030 2035 2040 2045 2050

Year

1. Miyasaka Y, et al. Circulation 2006;114:119-25
2. Savelieva |, Camm AJ. Clin Cardiol 2008;31:55-62

3. GO AS, et al. JAMA 2001:;285:2370-5



‘Natural’ time course of AF.

‘Upstream’ therapy of concomitant conditions

Anticoagulation

{ Rate control

ey v
Cardioversion I I I

|
Sl o

silent * paroxysmal persistent long-standing  permanent
persistent

!
3 |
E |
|
< |
S |
|
il

Camm A J et al. Eur Heart J 2010;eurheartj.ehq278  European
Heart Journal



Atrieriimren - riSiIKoscore

Risk factor Score

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

Clinical characteristic® Points awarded

Abnormal renal and liver
function (I point each)

Congestive heart failure/Ly dysfunction

]
poeen |1
owenas | 1|
Stroke/TIA/thrombo-embolism
D I
T

o

Sex category (i.e. female sex’
£ 4 4

CHA,DS,-VASc Patients (n=73219) Adjusted stroke
score rate (%.‘rear)"

Bleeding

L | Labile INRs
Elderly (e.g age >65 years)

n Drugs or alcohel {| point each)

Maximum 9 points

www.escardio.org/guidelines

- . . —— - a-—"’- - "‘-‘,.—7-‘- o . = o



A -

S vs warfanin(INR2:0=S10)i

RELY ROCKET ARISTOTLE ENGAGE-AFl
Samples|ze ......... 1 8113 ..................... 14266 ..................... 18201 ............................. 20500 ..........
g Dab|gatran ............ R|varoxaban ........ A plxaban ............... Edoxaban ...........
treatmgi 110mgBID  20mg QD 5mg BID 30mg QD
& 150mg BID & 60mg QD
Des|gn .................... Nonmfenonty ....... Non | n fenonty ....... Nonmfenonty ...... Nonmfen or| ty
PROBE Double-blind Double-blind Double-blind
CHADSZ .................. 21 ............................ 22 ............................ 21 ............................. 22 ..........................
Pr|maryS troke or ................ Stroke or ................ Strokeor ................ Strokeor ..............
outcome systemic systemic systemic systemic
embolism embolism embolism embolism
Safety ...................... anaryMaJor ..... anaryMaJor ..... Pr| mary Major ..... Pr|maryMaJor
outcome Bleeding Bleeding Bleeding Bleeding

Connolly S et al NEJM 2009; Patel M et al NEJM 2011; Granger C et al NEJM 2011;
ENGAGE- AF Study Investigators. AHJ 2010

LAy Y T e |



Stroke Prevention: Anticoagulant
Effect

Meta-analysis of stroke or systemic embolism

Relative Hazard Ratio ICH
Category (95% CI) W vs Dabigatran 110 = 3
W vs Placebo HiH W vs Rivaroxaban S —a—
W VS Wiow dose l ! W vs Dabigatran 150 —a
W vs Aspirin == - W vs Apixaban § ; HH
Wyvs irin+C i | e T e e S T
Asp top : 0 03 06 09 12 15 18 20
W vs Ximelagatran —— . .
: $ Major bleeding

W vs Dabigatran 110 i :

: W vs Dabigatran 110 e &
W vs Rivaroxaban K :

: W vs Rivaroxaban -
W vs Dabigatran 150 : i 3

: W vs Dabigatran 150 =
W vs Apixaban § e o _

—— T W vs Apixaban § i HH
0 03 06 09 12 1518 20 TR SEULRA R
Favours Favours other 0 0306 09 1.2 ’5 ’8 2°
warfarin RX Favours Favours other
warfarin Rx

Modified from Camm AJ. ENJ 2008;30:2554-5
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TTlI =64 %

Dabigatran versus Warfarin in Patients with Atrial Fibrillation

— T —

Rivaroxaban versus Warfarin in Nonvalvular
Atrial Fibrillation

TTI=62 %

L S—

Apixaban versus Warfarin in Patients
with Atrial Fibrillation

TTI=55%




Atrieflimren

l

Valvulasr atrieflimren?

i Nej (f.eks. non-valvular AF)

=65 ar lone atrieflimren (inkl. kvinder) ?

!

Risikovurdering for slagtilfeslde
(CHA_DS_,-VAS_ score)

[
{ ¥

= o I =1

Oral antikocagulationsbehandling?®

Vurdere blgdningsrisiko
(HAS-BLED score)
Vurdere nyre- og leverfunktion
Inddrag patientens
preeferencer

!

Ingen antitrombotisk
behandling

VKA / NOAK




Kvalitet af VKA-behandling

Klinik TT1 2 70%1

Nyrefunktion

CrCl
530 mi/min

CrCl
15-30 ml/min

Patientspecifikke Patientspecifikke
forhold forhold
VKA
Dabigalran VKA
Rivaroxaban Rivaroxaban
Apixaban Apixaban

Klinik TTI < 70 %

Nyrefunktion

crCl CrCl
530 ml/min <15 ml/min

CrCl
15-30 mi/min

Patientspecifikke Patientspecifikke
forhold forhold

Dabigalran Rivar uxabar
Rivaroxaban Apixaban
Apixaban

doseringsskema.
Dosering athanger at
* alder

* nyrefunktion

* veegt

Nedmrende dosering henvises til nedenstiende Vedrgrende patientspecifikke forhold (alder, \

* tidligere bledningstendens (HAS-BLED score) hensyn til interaktionsmaessige forhold.

bladningstendens etc_) henvises til saerskilte
atenit i Baggrundsnotatet, specielt
doseringsskemaet herunder.

Ved anvendelse af flowchart ber der tages

PN o ot S e |



Valg af oral antikoagulansbehandling
ved atrieflimren (RADS)

Beslutning om initiering af behandling bar ske efter en samlet
individuel vurdering af patienten og pa baggrund af

Effekt

Bivirkninger

Hensyn til medikament-specifikke interaktionspotentialer
Patientgnske

Generel compliance

Valg af behandling treeffes pa denne baggrund af laege og patient i
feellesskab med udgangspunkt i en trombose risikovurdering og
vurdering af blgdningsrisikoen.

Ved valg af vitamin K-antagonist behandling (VKA) skal INR forventeligt
ligge mellem 2 og 3 med TTl i =2 70%.



Valg af oral antikoagulansbehandling

ved atrieflimren (RADS)
Vurderingsreekkefglge

Farst vurderes om warfarin ud fra en samlet individuel vurdering samt
den behandlingsmaessige kvalitet malt i TTI > 70 % er det rigtige
laegemiddelvalg.

Hvis ikke warfarin vurderes som et godt leegemiddelvalg, vurderes om
det rigtige leegemiddelvalg er rivaroxaban, dabigatran eller apixaban

Farste vurderings-mulighed:

Warfarin, doseres individuelt.

* Forudseetter at INR er mellem 2 og 3 med et TTl pa =2 70%.
Anden vurderings-mulighed: Uprioriteret

Xarelto, rivaroxaban 20mgx1 (15mgx1)

Pradaxa, dabigatran 150 mg x 2 (110 mg x 2)

Eliquis, apixaban 5mgx2 (25mgx2)



Valg af oral antikoagulansbehandling

Efterlevelse

* Det forventes at langt stgrstedelen af patienter med non-valvulaer
atrieflimren vil modtage antikoagulansbehandling i henhold til denne
lsegemiddelrekommandation.

| Region Midt er besluttet, at der ydes fuld refusion af
leegemiddeludgifter til afdelinger, der fglger RADS anbefalinger
vedrgrende dyr sygehusmedicin



AVERROES

AVERROES: Apixaban in patients with atrial fibrillation who
have failed or are unsuitable for VKA treatment

Event-driven
NEEEee  mmmmeercrcoocoooooooeooerrrroroes >

Patient Population Apixaban 5 mg BD

= Patients with AF and one or more (2.5 mg in selected patients)
risk factors for stroke

= Not receiving VKA therapy
(demonstrated or expected to be " »
unsuitable for VKA) ASPITIN 61=324mg OD

Primary Outcomes

» Confirmed ischaemic stroke, haemorrhagic
stroke, or systemic embolism

Secondary Outcomes

» Confirmed ischaemic stroke, haemorrhagic
stroke, systemic embolism, myocardial 522 centres
infarction, or vascular death

AVERROES=Apixaban VERsus Acetylsalicylic Acid (ASA) to PRevent StrOKES.

Connolly SJ et al. N Engl J Med. 2011;364:806—817
Eikelboom JW et al. Am Heart J 2010;159:348-353.e1.



AVERROES

Stroke or systemic embolism

Hazard ratio with apixaban, 0.45
(95% ClI, 0.32-0.62)

p<0.001
0.05
o 0.04 Aspirin
)
N
)
L 0.03
)
=
-
© 0.02 _
> Apixaban
S
O 0.01
0.00
0 3 6 9 12 18
_ Time (months)
No. at Risk
Aspirin 2791 2716 2530 2112 1543 628
Apixaban 2808 2758 2566 2125 1522 615

Adapted from Connolly SJ et al. N Engl J Med 2011;364:806—817
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AVERROES

Major bleeding

Hazard ratio with apixaban, 1.13

(95% Cl, 0.74-1.75)

-o .
8 0.015 Apixaban
©
E) Aspirin
= 0.010
E
S
>
O 0.005
0.00
0 3 6 9 12 18
No, zii Time (months)
RiskK
Aspirin 2791 2738 2557 2140 1571 642
622

I confidenddPig@pan 2808 2759 2566 2120 1521
Adapted from Connolly SJ et al. N Engl J Med 2011;364:806—817



Antitrombotisk behandling ved
akut koronart syndrom



2014 ACS Treatment Recommendations

ACS Persistent Primary PCI
ECG, troponin ST-segment or

ASA + ADP-reeptor blocker elevation fibrinolysis
B-blocker + nitrate

Coronary
angiography
urgent

PCI/ CABG

) D
No persistent Intermediate Coronary ASA+ADP-receptor
ST-segment risk angiography blocker
elevation 1-3 days y + B-blocker

+ LMWH /UFH /
fondaparinux /
bivalirudin

+ statin
+ ACE inhibitor

Stress
test ASA

(+ statin)

ACE = angiotensin-converting enzyme; ACS = acute coronary syndromes; ASA = acetylsalicylic acid; CABG = coronary artery bypass graft;

ECG = electrocardiogram; GP = glycoprotein; LMWH = low-molecular-weight heparin; PCI = percutaneous coronary intervention; 47
UFH = unfractionated heparin.



Akut koronart syndrom: = PCI

x PO

12 mdr. dual trombocythaemning

NSTEMI

.PCI




Hvilken ADP-receptor blokker
er bedst eller er der
ligeveerdige alternativer ??

49



Standard behandling fra 2001-2009:

ASA + clopidogrel

Nye muligheder siden 2009/2010:
ASA + prasugrel (Efient)
ASA + ticagrelor (Briligue)

50



Prasugrel (Efient) kun godkendt til
PCI pts.

12 mdr. dual trombocythaemning

>

&

NSTEMI

>

12 mdr. dual trombocythaemning




Direkte sammenlignende RCT

Clopidogrel+ASA versus Efient+ASA (TRITON-TIMI
38)

Clopidogrel+ASA versus Brilique+ASA (PLATO)

Ingen direkte sammenlignende RCT

52



Efient+ASA versus
clopidogrel+ASA:
Forskel | patientrelevante haendelser
efter 1 ars behandling.

Effekt af ASA+PRA versus ASA+CLO
(hos patienter med nyligt AKS og PCI)

Vaskulaer mortalitet Ingen signifikant effekt
Nonfatal Ml 16 feerre tilfaelde pr. 1.000 behandlede

Stroke omfattende nonfatal Ingen signifikant effekt
Iskeemisk og haeemoragisk
stroke

Major ekstrakranielle 11 flere tilfeelde pr. 1.000 behandlede
blgdninger

53



Briligue+ASA versus
clopidogrel+ASA:
Forskel | patientrelevante haendelser
efter 1 ars behandling.

Effekt af ASA+TICA versus ASA+CLO
(hos patienter med nyligt AKS)
Vaskulaer mortalitet 10 feerre tilfeelde pr. 1.000 behandlede

Nonfatal Ml 11 feerre tilfeelde pr. 1.000 behandlede

Stroke omfattende Ingen signifikant effekt
nonfatal iskeemisk og
haemoragisk stroke

Major ekstrakranielle 6 flere tilfaelde pr. 1.000 behandlede
blgdninger

54



Konklusion 1

Efient og Brilique er bedre end clopidogrel.
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Efient versus Brilique

» 10 feerre dgdsfald
« 11 feerre myokardieinfarkter,

» 6 ekstratilfaelde af major ekstrakranielle
bladninger

Er bedre end
» 17 feerre myokardieinfarkter

« 7 ekstratilfeelde af major ekstrakranielle
blgdninger
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Akut koronart syndrom: = PCI

x PO

12 mdr. dual trombocythaemning

NSTEMI

.PCI




Simplet regime ved AKS

NSTEMI




Fagudvalgets anbefaling:
ASA+Brilique til AKS

&




Risk of bleeding - Mi
(n =40,812)

Risk of bleeding in patients with acute myocardial infarction
treated with different combinations of aspirin, clopidogrel,

and vitamin K antagonists in Denmark: a retrospective
analysis of nationwide registry data

Rikke Serensen, Morten L Hansen, Steen Z Abildstrom, Anders Hvelplund, Charlotte Andersson, Casper Jergensen, Jan K Madsen, Peter R Hansen,

Lars Keber, Christian Torp-Pedersen, Gunnar H Gislason

Lancet, Dec. 12, 2009



Adjusted risk
Cox proportional hazard model

Non-fatal and fatal bleeding HR 95%ClI NINIT

aspirin monotherapy ® 100  reference Reference

clopidogrel monotherapy - 133 1-11-1-59 115.7

o
VKA monotherapy - - o—| 1-23 0-94-1-61 165.9
He-

aspirin+clopidogrel - 147  1-28-1-69 81.2

VKA+aspirin - 184 151223 IR
VKA+clopidogrel - 362  242-511 152

. 12.5
triple therapy - 4-05 3-08-5-33

0,1 0,3 1 2 3 10

Bleeding - 3-times augmented risk for death or re-Ml

Sgrensen et al, The Lancet, Dec 12-18,2009




WOEST trial - RCT

Double therapy Triple therapy

« Patients with VKA - PCI/ACS, (n=279) (n=284)
n:563 Clinical baseline characteristics
: . M (SD 703 (7.0) 69.5(8-0
Randomlzed to- ean( )age (years) / 3(,/ ) 9.5 ( )
Sex (male/female) 214 (77%)/65 (23%) 234 (82%)/50 (18%)
Risk factors
1 VKA+clopidogrel Mean (SD) BMI (kg/m’) 275 (43) 27-9 (42)
Diabetes 68 (24%) 72 (25%)
: ‘s i fstr 8%) %
2 VKA+clopidogrel+aspirin sty o stroke 43 (15%) 5018%)
History of PCl 86 (31%) 101 (36%)
History of CABG 56 (20%) 74 (26%)
EndDO|ntS E:;Z%;f gastrointestinal 14 (5%) 14 (5%)
¢ Bleed | ng History of renal failure 51 (18%)

° Comb|ned StI‘Oke, re_MI’ TVR’ Indication for oral anticoaqgulation

o o Atrial fibrillation/atrial flutter 164/236 (69%) 162/234 (69%)
stent thrombOSIS’ morta“ty Mechanical valve 24/236 (10%) 25/234 (11%)

Other (eg, apical 48/236 (20%) 47/234 (20%)
aneurysm, pulmonary
embolus, PAD, EF <30%)

Acute coronary syndrome at baseline
Yes 69 (25%)

Dewilde et al, the Lancet, Feb 13th, 2013



WOEST trial - bleeding

— Triple-therapy group
— Double-therapy group

®Double therapy |
group

®Triple therapy
group

1)
<
@
v]
c
v
2
v
=
v
2
=
%
2
c
c
)
v

S

e
HR 0-36 (95% C10:26-0.50) p<0:0001

180 270 |
b gtk Time (days) BARC 1 BARC 2 BARC 3 BARC 2+3

Tripletherapy 284 210 194 186 181 173 159
Doubletherapy 279 253 244 241 241 236 26

Dewilde et al, the Lancet, Feb 13th, 2013




WOEST trial - MACE

Combined: Death, MI, TVR, stroke, stent-thrombosis

——— Triple-therapy group
—— Double-therapy group

=
=
=
o
o
|
=
=
e
=
o
o
=
~
=
=
=
>
P

HR 0-60 (95% Cl 0-38-0-94) p=0-025

umber at risk Time{days)
Triple therapy 284 272 270 266
Double therapy 279 276 273 270

261 252
266 263

Dewilde et al, the Lancet, Feb 13th, 2013



European joint consensus:
Choice of antithrombotic therapy

Non-valvular atrial fibrillation

v

STEP 1 — Stroke risk

STEP 2 — Blesding risk

v
STEP 3 — Ciinical setling o Stable CAD Stable CAD < Stable CAD

IfPClis ¥PClis It FCl s
peromae performed performed
A J v \ \
Trgse of dus Triphe or dusl
theapy* sy
Triclu thotapy

Trighe therapy ‘ heapy
EIENE B350 BNE

or

- Antithrombotic thera) DAPT
Py nn Dusl tharapy™ Duat tharapy*™ Dual thorapy™

O o sorc il o Acic
tharagy*
(ol X e
12 months

Monoterapy*** n Monotnerapy™* u
LEgiong

Time from PCVACS

Dual hempy™

m Oral articoagulation Aspitin 75100 myg daily Clogidogred 75 mg daly

*Dual therapy with OAC and clopidogrel may be considered in selected patients. **ASA as an alternative to clopidogrel
may be considered in patients on dual therapy (i.e. OAC plus single antiplatelet). ***Dual therapy with OAC and an
antiplatelet agent (ASA or clopidogrel) may be considered in patients at very high risk of coronary events

1. Lip et al. Eur Heart J 2014 (epub)



Conclusions

* Patients with AF who suffer an ACS and undergo PCI frequently
receive triple antithrombotic therapy, despite the increased risk of
bleeding?

* The WOEST trial indicates that ASA therapy may not be necessary in
these patients?

* Joint consensus opinion recommends that antithrombotic strategy is
based upon stroke and bleeding risk?

 Joint consensus opinion recommends that either a NOAC or
warfarin can be used as anticoagulant?!

* Joint consensus opinion recommends that ticagrelor and prasugrel
should not be used together with oral anticoagulation?

1. Lip et al, 2014; 2. DeWilde et al, 2013; 3. www.clinicaltrials.gov/INCT01830543; 4. www.clinicaltrials.gov/NCT02164864



