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Lakemedelskommittén Halland inbjuder till fortbildningsmote

Antikoagulantia - Waran i}/ ?

Allt du nansin velat veta men varit
for skraj att fraga om

Program
-Nya alternativ till Waran vid formaksflimmer - Nar? Hur bra? Till vem? Hur dyrt? Compliance?
- Djup ventrombos och lungemboli - kort om diagnostik, behandling, profylax
-Lagmolekylara hepariner- Nar och hur? Hur hantera ASA, klopidogrel, Waran i samband
med operationer, tandutdragning mm?
-Fragor och diskussion!

Programansvariga
Claes Lagerstedt, ol medicinklin Halmstad, Johan Engdahl, 6l medicinklin Halmstad, Anders

Kba (vid motet i Kba ev.) + ev. Varbergskardiolog i Vbg



WARAN 2010 DDD/1000 inv/dag per Hallandskommun
Patient: Hallands l1an Alder: >65ar
Arbetsplats: Hallands lan
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Forskrivn. WARAN 1002-1101 i DDD/listad pat >65ar inom Vv Halland

Vc Backagard

Vc Hyltebruk

Vc Vallas

Vc Getinge

Vc Hertig Knut
Citykliniken
Viktoriaklin Eldsb
Vc Oskarstrém
Vc Nyhem

Vc Torup

Tre Hjartan
Viktoriaklin

Vc Sléinge
Halsoring Knared
Halsoring

G Svensson Lhim
Famlak Lhim

Vc Grueback

Vc Andersberg
Vc Asa

Vc Vessigebro
Amadeusklin
Laurentius

Vc Fjaras
Sondrumsklin

Vc Centrum
L&jeskliniken

Vc Ullared
SdderbroSkrea
Vc Veddige

Vc Onsala

Vc Tvaaker
FamlakTorget Lhim
Klammerdammsklin
Huslak Kba

Vc Kungsbacka
Vc Saro
Tudorklin

Vc V Vall Centrum
Varmbadhuset
Vc Hasten
Neptunusklin
Huslak Vallda
Navets vardcentral
Stenblomman
Sardleden
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the NEW ENGLAN D
JOURNAL o MEDICINE

published on August 30,2009, at NEJM.org.

Dabigatran versus Warfarin in Patients with Atrial Fibrillation

Stuart J. Connolly, M.D., Michael D. Ezekowitz, M.B., Ch.B., D.Phil., 5alim Yusuf, F.R.C.P.C., D.Phil
ohn Eikelboom, M.D., Jonas Oldgren, M.D.. Ph.D.. Amit Parekh, M.D., Janice Pogue. M.Sc.. Paul A. Reilly, Ph.D..
Ellison Themeles, BA., Jeanne Varrone, M.D., Susan Wang, Ph.D., Marco Alings, M.D., Ph.D., Denis Xavier, M.D.,
Jun Zhu, M.D., Rafael Diaz, M.D., Basil 5. Lewis, M.D., Harald Darius, M.D., Hans-Christoph Diener, M.D., Ph.D,,

Campbell D. Joyner, M.D., Lars Wallentin, M.D., Ph.D., and the RE-LY Steering Committee and Investigators




RE-LY: A Non-inferiority Trial

Atrial fibrillation
21 Risk Factor

Absence of contra-indications
951 centers in 44 countries

Blinded Event Adjudication.

OTen l Blinded _I

Warfarin Dabigatran Dabigatran
adjusted Etexilate Etexilate
(INR 2.0-3.0) 110 mg BID 150 mg BID
N=6000 N=6000 N=46000
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: RELY
Dabigatran

= Dabigatran Etexilate, a pro-drug, is rapidly
converted to dabigatran

= 6.5% bioavailability, 80% excreted by kidney

= Half-life of 12-17 hours

= Phase 2 data identified 220 mg daily and 150 mg
BID as target doses




Cumulative Hazard Rates

Stroke or Systemic Embolism
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Z) RELY

1° Outcome: Superiority Analysis

warfarin D 110mg vs. D 150mg vs.
Warfarin Warfarin

Annual Annual Annual RR
rate rate rate 95% CI

Stroke or 0.91
systemic 1.1 % 1.7 % 0 ?4 144
Embolism EREE

0.92

0 o
L 1.6% 0.74-1.13

0.64

i <
0.51-0.81 0,001




Bleeding

D 110mg vs. D 150mg vs.
11Dmg 150mg Warfarin Warfarin

Total

Major

Life-
Threatening
major

Gastro-
intestinal

Major

Annual
rate

14.6%

2.7%

1.2%

Annual
rate

16.4%

3.1 %

1.5 %

Annual
rate

18.2%

3.4%

1.8 %

95% Cl

0.78
0.74-0.83

0.80
0.69-0.93

0.68
0.55-0.83

1.10
0.86-1.41

<0.001

0.003

<0.001

95% Cl

0.91
0.86-0.97

0.93
0.81-1.07

0.81
0.66-0.99

1.50
1.19-1.89

0.002

0.31

0.04




Cumulative Hazard Rates

All Intracranial Bleeding RELY

w;\)
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2) RELY®
CHADS2 score — overall event rates R
—
5 Stroke and systemic embolism
33
0° T . T
CHADS2 0 1 2 3 4 5 6
No of pts 452 5323 6455 3654 1619 524 85
2 Major bleeding
1% __J
. 15 . 23 . 364 . 263 _ 149 | 60 ' 8

0
CHADS2 0 1 2 3 B S 6



Permanent Discontinuation 2 2 E L_Y

Dabigatran110
/ Warfarin
._.-—r-"““
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The NEW ENGLAND

JOURNAL of MEDICINE

EFTUNERERED P PR

Dabigatran versus Warfarin in Patients with Atrial Fibrillation
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Hazard Ratio with P Value Hazard Ratio with  PValue
Dabigatran Dabigatran, 110mg  for Dabigatran, 150 mg  for
Subgroup Patients 110mg 150mg Warfarin (95% CI) Interaction (95% C1) Interaction
total no. %6 per w
All patients 813 153 11 18 —— -
Weight i 0.48 i 042
<50 kg W6 158 224 504 = : - L
50-99kg 14620 166 114 177 B -
=100 kg 3099 080 087 094 L LD
Creatinine clearance : 0.60 : 0.54
B30-<50 mijmin 3505 215 152 278 — -
50-79 mimin 8766 170 120 176 —— ——
>80 ml{min 5826 094 075 098 | "
Amiodarone use st basslina i 0.06 i 013
Yes 1911 066 11 ] 155 L ! —a— |
No 6174 163 118 170 —l— - |

HOgre dos eller 6kad exponering --> Okad effekt
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RE-LY studien

Regionala skillnader i effekt

Subgroup
All patients

Region
North America
South America
Western Eur
Central Europe
South Asia
East Asia
Other

Patients 110 mg 150mg Warfarin
total no.

18,113

6,533
1,134
o4l
2,829
1,134
1.648
1,072

Dabigatran
5% par

133 1.11
119 L1l
182 091
133 1.26
122 0.78
335 084
187 L7
1.95 0.28

1.69

151
1.68
143
1.06
4.00
228
227

Hazard Ratio with P Value Hazard Ratiowith PValue
Dabigatran, 110mg  for Dabigatran, 150 mg  for
(95% Cl) Interaction (95% Cl) Interaction
——- -
: 091 : 0.11
— ——
| |
=

Ingen effektfordel for dabigatran 1 Vasteuropal
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Primary outcome (stroke or systemic embolism)
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Major bleeding events

TR «571m MY 655
0139 — Dabwgainn 130 mg 1
— Diabegtean 190 mg
o304 —Warkdin
L)
¥ oos-
i
228
H
£
£
=~ oo

T T T T T

Nurnber at rish .

Dubigemn 1105y 1497 1443 1398 wst.eXedalwan, Peru e L416 n3xy 753 30

Dabigutzan 150 Mg 1509 1448 1399 135 680 76 1576 1457 1416 160 77 7

Wardasin 1504 R 1 1065 614 m 15y 2460 47 1140 ™ m
IR E55725% cTTR=726%

o

t.ex. Sverige.
—
o

Lo rrulgt e harsnd mio
g & E R B EE

o5 10 5 20 25 0 o5 10 5 20 25
Fllow- up freas) Folow-up fyman)
[
Dobipton 1l0mg  LOTY 1445 1392 1108 nb 364 ub 13l 1385 1087 To0b 336
Dubigntmn 150mg 1484 1415 mn 1195 ns 3 15U 1455 193 110% Ti6 %
Wartasin a7 1445 1358 un s I 1509 457 Ly 1nx T 354

Fgure 3: Time to major biseding e ent in each quartile of centre’s mean time in therapeutic range
cTTRecentre’'s meantime intherpeutic range.

Paul Hjemdahl 101124



Country based variation in average TTR
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Dabigatran etexilate is in clinical development and not licensed for

Wallentin L. Oral presentation at AHA, Orfando, Nov 15th 2009 clinical use in stroke prevention for patients with atrial fibrillation

TTR = Time in Therapeutic Range, andel av tid inom INR 2,0 - 3,0



ConCIUSionS Hela patientpopulationen, ej relevant for Sverige (hogre TTR)

» For stroke and major bleeding both doses of dabigatran provide
advantages over warfarin

» 150 mg BID is superior in efficacy with similar bleeding
» 110 mg BID is noninferior in efficacy with less bleeding
» Both doses provide less intracranial bleeding

» Similar net clinical benefit with the two dabigatran doses

» For stroke and intracranial bleeding the reductions with Dabigatran are
consistent irrespective of centre based INR control and CHADS score >=1.

» For mortality the advantages of Dabigatran may be greater at sites with
poorer INR control




varoxaban nce-daily oral direct factor Xa inhibition

ompared with vitamin antagonism for prevention

of stroke and mbolism rial in trial ibrillation

Kenneth W. Mahaffey, MD and Keith AA Fox, MB ChB

on behalf of the ROCKET AF Investigators




Risk Factors

Study Design - CHF }

At least 2 or
3 required*

* Hypertensio
+Age>T5
* Diabetes
Atrial Fibrillation S
Systemic embolus

1 Randomize 1
Rivaroxaban Riedien, Warfarin

Double D
20 mg daily i~ 18000) INR target - 2.5

15 mg for Cr Cl 30-49 mi/min (2.0-3.0 inclusive)
Monthly Monitoring
Adherence to standard of care guidelines

Primary Endpoint: Stroke or non-CNS Systemic Embolism

* Enroliment of patients without prior Stroke, TIA or systemic embolism and only 2 factors capped at 10%




Baseline Demographics

Rivaroxaban Warfarin
(N=7081) (N=7090)

CHADS, Score (mean) 3.48 3.46
2 (%) 13 13
3 (%) 43 44
4 (%) 29 28
9 (%) 13 12
6 (%) 2 2
Prior VKA Use (%) 62 63
Congestive Heart Failure (%) 63 62
Hypertension (%) 90 91
Diabetes Mellitus (%) 40 39
Prior Stroke/TIA/Embolism (%) 55 55

Prior Myocardial Infarction (%) 17 18

Based on Intention-to-Treat Population




Primary Efficacy Outcome
Stroke and non-CNS Embolism

Rivaroxaban @ Warfarin

Warfarin
1.71 2.16

Rivaroxaban

HR (95% CI): 0.79 (0.66, 0.96)
P-value Non-Inferiority: <0.001
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120 240 360 480 600 720 840 960
, Days from Randomization
No. at risk:
Rivaroxaban 6958 6211 5786 5468 4406 3407 2472 1496 634
Warfarin 7004 6327 5911 5542 4461 3478 2539 1538 655

Event Rates are per 100 patient-years AALTANT A [ B
Based on Protocol Compliant on Treatment Population L;.‘j \@ !Jx\ ~ L‘




Primary Efficacy Outcome
Stroke and non-CNS Embolism

Rivaroxaban @ Warfarin

Event Event HR
Rate Rate (95% CI)

Tre:::"lent 1.70 215 UL 0.015
N=14 143 (0.65,0.95)

ITT 212 242 088 o7

N= 14171 ' ' (0.74,1.03)

P-value

0.5

Rivaroxaban Warfarin
better better

Event Rates are per 100 patient-years
Based on Safety on Treatment or Intention-to-Treat thru Site Notification populations




/Key Secondary Efficacy Outcomes

Rivaroxaban Warfarin
Event Rate Event Rate HR (95% CI) P-value

Vascular Death,

Stroke. Embolism 4.51 4.81 0.94 (0.84,1.05) 0.265

Stroke Type
Hemorrhagic 0.26 0.44 0.58 (0.38,0.89) 0.012
Ischemic 1.62 1.64 0.99 (0.82, 1.20 0.916
Unknown Type 0.15 0.14 1.05 (0.55, 2.01) 0.871

Non-CNS Embolism 0.16 0.21 0.74 (0.42, 1.32 0.308
Myocardial Infarction 1.02 3 i 0.91(0.72,1.16) 0.464

All Cause Mortality 4.52 4.91 0.92(0.82,1.03) 0.152
Vascular 2.91 3.1 0.94 (0.81,1.08) 0.350
Non-vascular 1.15 1.22 0.94 (0.75, 1.18) 0.611
Unknown Cause 0.46 0.57 0.80 (0.57,1.12) 0.195

Event Rates are per 100 patient-years D OAYVAT ALC -
':I"F:I I'!F:;."-'T::.I"L-.“‘..-:‘: . f‘__’-."u:-“ ,

. Based on Intention-to-Treat Population




Time in Therapeutic Range (TTR)
INR Data

Warfarin
INR range Median (25, 75th)

<fl:o 2.7 (0.0 -9.0)
1.5t0<1.8 7.9 (3.5-14.0)

1.810<2.0 9.1 (5.3 — 13.6)
2.0t0 3.0 57 8 (43.0 — 70.5)
>3.0 to0 3.2 4.0 (1.9 —6.5)
>32105.0 7.9 (3.3-13.8)
>5.0 0.0 (0.0 — 0.5)

Based on Rosendaal method with all INR values included
Based on Safety Population l@ = ﬁ{}«Eﬁ;ﬁ? AL

iV § / |




Country based variation in average TTR
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Dabigatran etexilate is in clinical development and not licensed for

Wallentin L. Oral presentation at AHA, Orlando, Nov 15th 2009 clinical use in stroke prevention for patients with atrial fibrillation



/ Primary Safety Outcomes

Rivaroxaban Warfarin

HR

Event Rate Event Rate (95% Cl)

Major and non-major

Clinically Relevant 14.91 14.52 1.03 (0.96, 1.11)

Maijor 3.60 3.45 1.04 (0.90, 1.20)

Non-major Clinically

Relevant 11.80 1137  1.04 (0.96, 1.13)

Event Rates are per 100 patient-years
Based on Safety on Treatment Population




2

Summary

Efficacy:

Rivaroxaban was non-inferior to warfarin for prevention of
stroke and non-CNS embolism.

Rivaroxaban was superior to warfarin while patients were
taking study drug.

By intention-to-treat, rivaroxaban was non-inferior to warfarin
but did not achieve superiority.
Safety:
Similar rates of bleeding and adverse events.
Less ICH and fatal bleeding with rivaroxaban.

Conclusion:

Rivaroxaban is a proven alternative to warfarin for moderate or
high risk patients with AF.

R OCKEeT AW




AVERROES

Apixaban Versus ASA
To Reduce the Risk Of Stroke

Coordinated by Population Health Research institute
Hamilton, Ontario, Canada

Sponsors: Bristol-Myers Squibb Co. & Pfizer, Inc.

S. Connolly Disclosure: Received research grants,
lecture and consulting fees from sponsors




AVERROES Design

36 countries, 522 centres

AF and >1 risk factor, and Apixaban 5 mg BID
demonstrated or expected 2.5 mg BID in selected patients

unsuitable for VKA /

- R 5,600 patients
P
Double-Blind \

ASA (81-324 mg/d)

Primary Outcome: Stroke or
Systemic Embolic Event (SEE)




Stroke or
Systemic Embolic Event

RR= 0.46
95%ClI= 0.33-0.64
p<0.001
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Apixaban

6 9 12

No. at Risk Months
ASA 2791 2720 2541 2124 1541
Apix 2809 2761 2567 2127 1523

preliminary Results




Major Bleeding

RR=1.14

P= 0.56

95%ClI= 0.74-1.75

Apixaban

0.005 0.010 0.015 0.020

X
2
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O
2
v
°
S
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S
o

0.0

No. at Risk
ASA 2791

Apix 2809

12
Months

2572 2152 1570
2567 2123 1521

preliminary Results




Permanent Discontinuation of
Study Medication

RR=0.88
95%ClI= 0.78-1.00
P=0.04

Apixaban
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0.0 0.05 010 0.15 0.20 0.25 0.30

T

9 12
No. at Risk Months

ASA 2791 1906 1365
Apix 2809 1909 1328

preliminary Results




1000 Patients Treated with Apixaban
for one year, instead of ASA

Expect to Prevent

18 strokes, mostly larger
10 deaths™

31 cardiovascular hospitalizations
At a cost of
2 major bleeds*

* Statistically Non-significant

preliminary Results




NLT gruppen

NLT gruppen (Nya LikemedelsTerapier) ar tillsatt pd uppdrag av Sveriges
landstingsdirektorer. NLT gruppen ska vid behov vardera nya
lakemedelsterapier och eventuella andra problemstadliningar kring lakemedel
och ge landstingen en rekommendation pa l6sningar.

Syfte:

» tidigt systematiskt bedoma vardet av vissa nya
lakemedelsterapier

« ta fram rekommendation for initialt férhallningssatt for
inforande och uppfoljning

Mal:

« Inom 90 dagar foresla Landstingsdirektorsgruppen en modell
for hantering av ny lakemedelsterapi




@) Sveriges Datum Sida
Kommuner 2011-03-04 13
och Landsting

NLT-giuppen Landstingsdirektorsniitverket

Ty St e e
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dabigatran och andra nya antikoagulantia som alternativ till warfarin vid férebyggande
behandling mot stroke vid férmaksflimmer.




NLT-gruppens rekommendation ar:

 att ingen forskrivning av nya antikoagulantia (s.k. “off-label” forskrivning)
ska forekomma innan ett godkdannande foreligger for profylaktisk behandling
mot stroke vid formaksflimmer och inte heller innan TLV-beslut om forman
pa denna indikation foreligger

e att landstingen invantar kommande beslutsstod fran berérda myndigheter
inom det aktuella behandlingsomradet, innan lokala behandlingsanvisningar
implementeras i sjukvarden. SBU avser att utge en Alert-rapport och
Lakemedelsverket en monografi om dabigatran, om och nar det blir godkant.
Socialstyrelsen forvantas utge forslag till uppdaterade nationella riktlinjer
for hjartsjukvard bl a omfattande nya antikoagulantia innan sommaren 2011.

Om beslut om godkand indikation tas under varen kan beslut fran TLV
angaende eventuell inkludering av dabigatran i [akemedelsférmanen
avseende "profylax mot stroke vid formaksflimmer” forvantas komma
tidigast efter sommaren 2011.




e att landstingen dven fortsattningsvis maste kunna
* erbjuda kompetent radgivning till alla antikoagulantiabehandlade patienter.
Detta omfattar bl a rad vid akuta blédningsbiverkningar och infor operativa

ingrepp.

 att uppfoljning av alla patienter som behandlas med nya antikoagulantia ska
ske genom registrering i ett nationellt kvalitetsregister eller motsvarande. Detta
galler saval vid nyinsattning som vid évergang fran warfarinbehandling




Viktiga skillnader mellan kliniska
provningar och vanlig sjukvard

Patientselektionen noggrann (oftast strikt urval och farre
”problem” med polyfarmaci/multi-sjuklighet i provningar)
--> pegrdnsad generaliserbarhet till ”vanliga” patienter?
Informations- & samtyckesprocedurer --> mycket
valinformerade och valmotiverade patienter (= god
compliance?) i prévningen!

Uppfdljningen ar mer noggrann an i vanlig sjukvard
--> pattre compliance och minskad risk

Resultat fran kliniska provningar speglar effekt och sakerhet
under optimala férhallanden och kan inte utan vidare
dversattas till resultat i sjukvarden!

Hur sakrar man behandling av ratt” patienter och
god compliance i den vanliga sjukvarden?

Paul Hjemdahl 101124



Monitorering ar inte bara ett ”problem?!

e Ger magjlighet till individualisering nar det ar till nytta for
patienten (n.b. antikoagulantia med snav terapeutisk bredd!)

« Okar fokus pa behandlingen och forbattrar compliance
(medicinintag och aven andra delar av behandlingen)

- Battre uppfoljning och aterkoppling --> béttre risk/vinst ratio?

« Ar ”Warankontrollerna” bara ett problem och inte en
tillgang? (dven om warfarin i sig kunde vara ett mer
okomplicerat lakemedel)

Alla antikoagulantia for langtidsbehandling bor (vid behov)
kunna monitoreras for basta effekt och basta sakerhet!!

Paul Hjemdahl 101124



Warfarin

Valdokumenterat Vélkanda problem

Individualiserat / ‘ \ finns, men ocksa satt
Beprovat att |0sa dem

Monitorering (+ utbildning)

/ | \

Effektiv och Effektiv "disease
saker terapi Ol management”

27
Erfarenhet endast o Problem finns (t.ex.
fran studiesituatione avsaknad av antidot)
och med patienter som men annu ej lésningar
kan randomiseras till :
warfarinbehandling Dablgatran Rivaroxaban?

Apixaban?



