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Hlavné limitacie liecby

Yelafelilalelan

* Uzke terapeutické okno — velka €ast pacientov mimo
terapeutického okna (do 60%!)

* Vyskyt velkého krvacania 2% pocas prvych 6 mesiacov liecby
warfarinom
 fatalne krvacanie 11% z krvacani
* intrakranialne krvacanie 9% z velkych krvacani s rizikom mortality
46%

* Carrier M, et al. Ann Intern Med 2010

* Linkins LA, et al. Ann Intern Med 2003

* Douketis ID, et al. Arch Intern Med 2000
* Healey Jetal ESC2011




Rivaroxaban — indikacia VTE do

1.7.2014

* Liecba hlbokejvendznej (HVT) a prevencia rekurencie HVT a plucne;j

embodlie (PE) po akutnej HVT u dospelych

Indikacnhé obmedzenie

* Liecba hlbokej vendznej trombadzy pri neucinnosti warfarinu definovanej
ako hodnota INR pod 2.0 po troch tyzdnoch liecby potvrdena aspon

Siestimi meraniami

* 6 INR merani pocas 3 tyzdnov, cca. kazdé 3 dni — v Case najvacsieho rizika

embolickych komplikacii a progresie trombdzy
* dosiahnutie INR nad 2.0 neznamena spravnu (bezpecnu) antikoagulaciu

* 1 meranie INR zo 6 s hodnotou nad 2 (TTR 17%) nemozno povaZzovat za

dobre kontrolovanu liecbu




Navrh indikacneho obmedzenia

* Liecba hlbokej zilovej trombdzy a prevencia rekurencie hlbokej zilovej
trombdzy a plucnej embdlie u pacientov s proximalnou (lokalizovana vo
vena poplitea a proximalnejsie) hlbokou Zilovou trombdézou, ktord musi byt
objektivne potvrdena (duplexnym ultrazvukovym alebo venografickym
vySetrenim)

* Doba uhradzanej liecby je limitovana na maximalne:
* a) 3 mesiace v pripade prvej vyprovokovanej hlbokej zilovej trombdzy
* b) 6 mesiacov v pripade idiopatickej hlbokej Zilovej trombdzy
* c) 12 mesiacov v pripade opakovanej recidivujucej hlbokej zilovej
trombozy

* d) dlhodobo u pacientov, u ktorych je indikovana dlhodob3a
antikoagulacna lieCba a su nevhodni na liecbu warfarinom




Hlavné argumenty v prospech

Upravy indikacného obmedzenio

1. Odstranit diskriminaciu obéanov SR

2. Klinicky benefit pre pacienta

3. Zvysenie komfortu pre pacienta

4. Bez predpokladu masivheho navysenia financnych
nakladov — vacsinou casovo obmedzena liecba u relat.
mensej skupiny pacientov (FA 55 000 z nich po CMP 12 000;
VTE 9 000 pacientov)




Perspektiva vyskytu VTE

>750000 VTE events/year! >900000 VTE events/year?
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1. Cohen AT et al. Thromb Haemost 2007
2. Roger VL et al. Circulation 2012
3. Deitelzweig SB et al. Am J Hematol 2011




Indikacné obmedzenia na uhraduv lieku ZP

Rivaroxaban (Xarelto) v lieCbe a sek.prevencii VIE

Proximalna HVT (vena poplitea a proximalnejsie)
+

Objektivne potvrdenie HVT (Duplex USG, flebografia)

|

Uhrada lie¢by ZP maximalne:

a) Prvavyprovokovana HVT 3 mes.
b) Idiopaticka HVT 6 mes.
c) Recidivujuca HVT
+ aspon jedno z:
2 merania zo 6-tich nie si v rozmedzi INR 2-3
Recidiva HVT/PE napriek liecbe warfarinom 12 mes.
Liecba warfarinom je kontraindikovana

Kategorizdcia lieku rivaroxaban platna od 1.7.2014



Nové p.o. lieky priamo ovplyvniujuce
koagulacne faktory

Coagulation Pathway | New Anticoagulant drugs

Initiation

Thrombin

X FXa direct inhibitors /i
generation (rivaroxaban, apixaban) Hha

Thrombin
activity

Thrombin direct inhibitors
(dabigatran)

(thrombin)

[* jedna molekula fXa je zodpovedna za vznik asi 1000 molekul trombinu
[ rivaroxaban, apixaban inhibuju fXa priamo nezavisle na antitrombine
[*= LMWH, fondaparin — nepriame inhibitory fXa aktivaciou antitrombinu

[= dabigatran — priamy inhibitor trombinu




Farmakodynamické charakteristiky

NOAK

Charakteristika Apixaban Rivaroxaban Dabigatran
Ciel'ova molekula Faktor Xa Faktor Xa Trombin (lla)
Prodrug Nie Nie Ano
Biologicka dostupnost 50% 80% 6%
Davkovanie 2xdenne 2xdenne ... 1xdenne 2xdenne
T . 3-4h 2-4h 1.25-6h
Polcas 8—-15h 7—-11h 14-17h
Vylucovanie oblickami 25% 35% 80%
Monitorovanie Nie Nie Nie
(Xa) (Xa) (aPTT,Hemoclot)




NOAK - VTE klinické studie

Prevencia Liecba a Predizena
VTE sekunddrna liecba VTE
prevencia VTE
Antagonisti Xa rivaroxaban RECORD EINSTEIN DVT  EINSTEIN-EXT
EINSTEIN PE
apixaban ADVANCE AMPLIFY VTE AMPLIFY-EXT
edoxaban STARSE HOKUSAI VTE
Antagonisti dabigatran RE-COVER RE-MEDY
trombinu (lla) RE-COVER I RE-SONATE
4 )

Zjednodusené davkovacie rezimy

Ziadne diétne obmedzenia

Predvidatelny ucinok bez potreby monitoringu
MozZnost podavat fixné davky




NOAK - VTE klinické studie

. Parenteral . Pradaxa® |:| Rivaroxaban Apixaban . Edoxaban

RE-COVER™ therapy

RE-COVER™ I

Pretreatment

/Treatment
3—12 months* RE-MEDY ™* duration

6-36 mo

Pretreatment

6—18 months
EINSTEIN-DVT -
reatment
duration
3,60r12mo
EINSTEIN-PE
Pretreatment EINSTEIN-Extension /TJE?;TL??
————————————————— o X |
6—12 months 6 or 12 mo
Pretreatment PRV ————
6—12 months “EXIENSIoN

/I’reatment
HOKUSAI-VTE duration

3-12 mo

Month 6 Month 12 Month 18 Month 24 Month 30  Mont



NOAK v klinickych VTE

studiach fazy I

* NOAK aspon tak efektivne ako VKA

* NOAK rovnako bezpecné/bezpecnejsie ako VKA

* Adherencia k lieCbe a vedlajsSie ucinky NOAK
porovnatelné s VKA




U&innost rivaroxabanu Vv liecbe o

sek.prevencii VIE
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EINSTEIN Investigators. N Engl J Med 2010 (TBC)



Ucinnost dabigatranu v lieGbe a

sek.prevencii VIE
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Months since Randomization
No. at Risk
Dabigatran 1274 1238 1221 1203 1192 1181 1024
Warfarin 1265 1215 1204 1194 1187 1174 998

Kumulativne riziko rekurencie VTE alebo s nou spojenej mortality pocas 6 mesacnej lieCby

RE-COVER Study Group. N Engl J Med 2009




U&innost NOAK v prevencii rekurencie VTE

Rekurencia VTE

Trial Agent NOAC, % Warfarin, % HR (95% CI)
RE-COVER®2 Dabigatran 2.4 2.1 1.10 (0.65-1.84)
EINSTEIN-DVT? Rivaroxaban 2.1 3.0 0.68 (0.45-1.48)
EINSTEIN-PE®  Rivaroxaban 2.1 1.8 1.12 (0.75-1.68)
AMPLIFYd Apixaban 2.3 27 0.84 (0.60-1.18)
HOKUSAI-VTE®  Edoxaban 8.2 3.9 0.89 (0.70-1.13)

a. Schulman S, et al. N Engl J Med. 2009;361:2342-2352l": b. EINSTEIN Investigators. N Engl J
Med. 2010;363:2499-2510!; c. EINSTEIN Investigators. N Engl J Med. 2012;366:1287-12971I; d.
Agnelli G, et al. N Engl J Med. 2013;369:799-808[%!: e. Hokusai-VTE Investigators. N Engl J Med.
2013;369:1406-1415.




Bezpecnost rivaroxabanu v liecbe

a sek.prevencil VIE
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EINSTEIN Investigators. N Engl J Med 2010



Bezpecnost dabigatranu v liecbe

a sek.prevencii VIE
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RE-COVER Study Group. N Engl J Med 2009




Oral Apixaban for the Treatment of Acute
Venous Thromboembolism

AMPLIFY randomized 5,395 patients to apixaban or conventional
therapy with enoxaparin bridging to warfarin for 6 months.

Conventional

Apixaban
(n = 2,691) Therapy RR (95% ClI)
(n = 2,704)
Death Related to 2.3% 2.7% 0.84 (0.60-1.18)

Death Related to VTE

Major Bleeding 0.6% 1.8% 0.31 (0.17-0.55)

Conclusion: Apixaban was noninferior to enoxaparin/vitamin K antagonist for
the primary efficacy endpoint but resulted in substantially less bleeding.

Agnelli G, et al. N Engl J Med.
2013;Epub ahead of print.

O | The Source for Interventional Cardiovascular News and Education CARDICWASCUIAR EFRARGH
FOUNDATIO N




Bezpecnost NOAK v liecbe VTE

Vyskyt vel'kého krvacania

Trial Agent NOAC, % Warfarin, % HR (95% CI)
RE-COVER? Dabigatran 1.6 1.9 0.82 (0.45-1.48)
EINSTEIN-DVTP Rivaroxaban 0.8 1.2 0.65 (0.33-1.30)
EINSTEIN-PE®  Rivaroxaban 1.1 22
AMPLIFY Apixaban 0.6 1.8 0.31 (0.17-0.55)
HOKUSAI-VTE®  Edoxaban 1.4 1.6 0.84 (0.59-1.21)

a. Schulman S, et al. N Engl J Med. 2009;361:2342-2352[": b. EINSTEIN Investigators. N Eng/ J
Med. 2010;363:2499-25100; c. EINSTEIN Investigators. N Engl J Med. 2012;366:1287-12971!; d.
Agnelli G, et al. N Engl J Med. 2013;369:799-808[®!: e. Hokusai-VTE Investigators. N Engl J Med.
2013;369:1406-1415.16]




Klin.Studie fazy 3 akutnej lieCby VTE

Hokusai-

RE-COVER? EINSTEINP¢ AMPLIFYY VTES®
Drug Dabigatran Rivaroxaban Apixaban Edoxaban
N 5132 8282 5400 8240
Design 2x blind PROBE 2x blind 2> blind
Indication VTE DVT or PE VTE VTE
ngarln Yes No No Yes
bridge
LMEe, 6 3,6, 12 6 3,6, 12
mo

a. Schulman S, et al. N Engl J Med. 2009;361:2342-2352[": b. EINSTEIN Investigators. N Eng/ J
Med. 2010;363:2499-25100; c. EINSTEIN Investigators. N Engl J Med. 2012;366:1287-12971!; d.
Agnelli G, et al. N Engl J Med. 2013;369:799-808[®!: e. Hokusai-VTE Investigators. N Engl J Med.
2013;369:1406-1415.16]




Efektivita NOAK v liecbe akutnej

VTE Meta-analyzo

* 24.455 pacientov s akutnou VTE prihodou (rivaroxaban, dabigatran, apixaban,
edoxaban versus warfarin = Einstein-DVT, Einstein-PE, Re-Cover, Amplify, Hokusai)

Outcome Study R R Lower limit Upper limit Weight (%) R R (95% ClI)
Recurrent VTE
Re-Cover (dabigatran) 1.10 0.66 1.84 11.2 0
Einstein-DVT (rivaroxaban) 0.70 0.46 1.07 16.7 —{—
Einstein-PE (rivaroxaban) 1.13 0.76 1.69 18.4 e
Amplify (apixaban) 0.84 0.60 1.18 25.4 —
Hokusai (edoxaban) 0.83 0.60 1.14 28.3 —_—
Subtotal (= 0%, P =0.46) 0.88 0.74 1.05 100 e
Fatal PE
Re-Cover (dabigatran) 0.33 0.03 3.18 18.0 4 o
Einstein-DVT (rivaroxaban)  2.98 0.12 73.04 9.0 o »
Einstein-PE (rivaroxaban) ~ 2.00 0.18 21.99 16.0 i ’
Amplify (apixaban) 0.50 0.05 5.57 16.0 @ 0
Hokusai (edoxaban) 1.33 0.30 5.96 41.1 T
Subtotal (° = 0%, P=0.71) 1.02 0.39 5.96 100 "
Overall mortality
Re-Cover (dabigatran) 0.99 0.55 1.81 7.1 -
Einstein-DVT (rivaroxaban)  0.77 0.51 1.17 14.6 Ll
Einstein-PE (rivaroxaban) 1.16 0.80 1.68 18.3 —t0—
Amplify (apixaban) 0.79 0.53 1.19 15.6 -l
Hokusai (edoxaban) 1.05 0.82 1.33 44 .4 e
Subtotal (# = 0%, P=0.50) 0.97 0.83 1.14 100 ——
0.1 1 10
Favors NOACs Favors VKAs

* Van Der Hulle T, et al. ] Thromb Haemost 2014




DeZpPeCcnao DA ecppe g .
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Outcome Study RR Lower limit Upper limit Weight (%) R R (95% Cl)

Major bleeding

= He-Cover (dabigatran) 0.83 0.46 1.49 18.2 3
Einstein-DVT (rivaroxaban) 0.70 0.35 1.38 15.9 0
Einstein-PE (rivaroxaban)  0.50 0.31 0.80 21.8 =
Amplify (apixaban) 0.31 0.17 0.55 18.6 &L
Hokusai (edoxaban) 0.85 0.60 1.21 25.5
Subtotal (I = 62%, P = 0.03) 0.60 0.41 0.88 100 =

Non-fatal bleeding at a critical site u

————Re-covertaapgavany o 0.11 0.01 0.87 5.5 # =
Einstein-DVT (rivaroxaban) 1.00 0.20 4.93 9.0 L}
Einstein-PE (rivaroxaban) 0.27 0.12 0.62 28.4 O
Amplify (apixaban) 0.29 0.09 0.87 17.4 = —_—
Hokusai (edoxaban) 0.52 0.27 1.02 39.7 0
Subtotal (/' = 13%, P = 0.33) 0.38 0.23 0.62 100 Lo

Clinically relevant non-major bleeding U

- 58 0.42 0.82 171 e

Einstein-DVT (rivaroxaban)  1.05 0.83 1.34 19.7 S
Einstein-PE (rivaroxaban) 0.97 0.81 1.15 21.3 = {1=
Amplify (apixaban) 0.48 0.38 0.61 20.0 i
Hokusai (edoxaban) 0.81 0.70 0.94 21.9 ——
Subtotal (/ = 88%, P < 0.01) 0.76 0.58 0.99 100 —@—

Non-fatal intracranial bleeding

= 0.14 0.01 2.75 8.0 =

Einstein-DVT (rivaroxaban) 4.98 0.24 103.65 7.7 0
Einstein-PE (rivaroxaban) 0.10 0.01 0.78 15.3#10+
Amplify (apixaban) 0.50 0.13 2.01 28.3 O =
Hokusai (edoxaban) 0.42 0.15 1.18 40.8 /_\;
Subtotal (© = 20%, P = 0.29) 0.39 0.16 0.94 100 -

Major gastrointestinal bleeding
Re-Cover (dabigatran) 1.79 0.60 5.33 22.9 T 0
Einstein-DVT (rivaroxaban) 0.75 0.17 3.33 145 =
Einstein-PE (rivaroxaban) 0.56 0.25 1.27 32.4 - O *
Amplify (apixaban) 0.39 0.16 0.93 30.1 T -
Subtotal (/° = 37%, P=0.19) 0.68 0.36 0.30 100 b

Fatal bleeding

TRE-COoVer (dabigatran) 0.99 0.06 15.88 10.3 o
Einstein-DVT (rivaroxaban)  0.20 0.02 1.70 17.1 — L =
Einstein-PE (rivaroxaban) 0.66 0.11 3.97 24.7 F T
Amplify (apixaban) 0.50 0.05 5.54 13.7 % o
Hokusai (edoxaban) 0.20 0.04 0.91 M2 o
Subtotal (7 = 0%, P=0.75) 0.36 0.15 0.87 100 o

0.1

Favors NOACs Favors VKAs

* Van Der Hulle T, et al. ] Thromb Haemost 2014




Efektivita a bezpecnost NOAK v liecbe

akutne] VTE — Meta-analyzo

* 24.455 pacientov s akutnou VTE prihodou (rivaroxaban, dabigatran, apixaban,
edoxaban versus warfarin = Einstein-DVT, Einstein-PE, Re-Cover, Amplify, Hokusai)

NNT s NOAK na
prevenciu 1 prihody

Rekurencia VTE 2.0% 2.2%

Fatalna PE 0.07% 0.07% 10000
Mortalita 2.4% 2.4% 1000
Fatalne krvacanie 0.06% 0.17% 1111
Velké krvacanie 1.1% 1.7% 149
Klinicky relevantné  6.6% 8.4% 56
malé krvacanie

Nefatalne 0.09 0.25 714
intrakranialne

krvacanie

Van Der Hulle T, et al. ] Thromb Haemost 2014




NOAK v dlhodobej lieCbe a

prevenci VIE

Prevencia Lie¢ba a Predizena
VTE sekundarna liecba VTE

prevencia VTE

Antagonisti Xa rivaroxaban RECORD EINSTEIN DVT EINSTEIN-EXT
EINSTEIN PE
apixaban ADVANCE AMPLIFY VTE AMPLIFY-EXT
edoxaban STARSE HOKUSAI VTE
Antagonisti dabigatran RE-COVER RE-MEDY

trombinu (lla) RE-COVER I RE-SONATE




Riziko rekurencie VTE po preruseni

antikoagulacnej liecby

Cumulative VTE Recurrence, %

60 -
50 -
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a3l o
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VTE
= |diopathic
= Secondary

20 40 60
Time, mo

80 100 120

* Prandoni P, et al. Haematologica 2007




NOAK v dlhodobej lieCbe a
prevencili VIE

RE-MEDY dabigatran warfarin 6-36m
(n=1430) 150mg/2xd
RE-SONATE dabigatran placebo do 12m
(n=681) 150mg/2xd
EINSTEIN-EXT rivaroxaban placebo 6 alebo 12m
(n-602) 20mg/d
AMPLIFY-EXT apixaban placebo 12m
(n=840) - 2.5mg/2xd
(n=813) apixaban

- 5mg/2xd

* Sardar P, et al. Drugs 2013



Vyskyt rekurencie VTE v predizenych

studiach s NOAK

Rekurencia VTE
N N e N
RE-MEDY Dabigatran 1.44 (0.78-2.64)
e I e
RE-SONATE Dabigatran 0.08 (0.02-0.25)
EINSTEIN-EXT Rivaroxaban 1.3 7.1 0.18 (0.09-0.39)
AMPLIFY-EXT Apixaban 2.5mg 1.7 8.8 0.19(0.11-0.33)

AMPLIFY-EXT Apixaban 5mg 1.7 8.8 0.20(0.11-0.34)




Vyskyt velkého krvacania v

oredizenych VTE §tUdidch s NOAK

Vyskyt velkého krvacania

mm NOAK (%) | Warfarin (%) |HR (95% Cl)

RE-MEDY Dabigatran 0.52(0.27-1.02)
RE-SONATE Dabigatran nehodnotitelné
EINSTEIN-EXT Rivaroxaban 0.7 0 nehodnotitelné
AMPLIFY-EXT Apixaban 2.5mg 0.2 0.5 0.49 (0.09-2.64)

AMPLIFY-EXT Apixaban 5mg 0.1 0.5 0.25 (0.03-2.24)




EINSTEIN-EXT: UCinnost a bezpeclnost

rivaroxabanu v dlhodobej sek.prevencii VTE

Recurrent VTE Major bleeding
10 1 =
9 ul
g P<0.0001 ol
R 7
w o R 3
E 6 o 3
50 5
= 4 - y e
3 = p=0.11
g 31
2 1 -
1 d
0 - 0
Placebo Riva 20 mg QD Placebo Riva 20 mg QD

ARR = 5.8 — 15 pacientov musi byt liecenych pre zabranenie 1 rekurencie VTE
NNH=139

* The Einstein Investigators. N Engl ] Med. 2010



RE-SONATE: UCinnost dabigatranu v

dlhodobe| sek.prevencii VTE

Recurrent or fatal VTE or unexplained death

14 - Treatment Post-Treatment
12 - phase Follow-up
10 - HR, 0.08;

95% ClI, 0.02-0.25

92%

Estimated cumulative risk (%)

0 3 6 9 12 15 18
B Placebo B Dabigatran 150 mg BID

* Schulman S, et al. N Engl J Med. 2013



AMPLIFY-EXT: UCinnost a bezpecnost

rivaroxabanu v dlhodobej sek.prevencii VTE

Recurrent VTE or Major bleeding

10 - related death -
S
— 9 -
5 s _
e 3
& 6 - E

e
= 5 - @ 0.5
el S

o)
£ 5
P =
< 0

Placebo 2.5mgBID 5 mgBID
Apixaban

Placebo / 2.5 mgBID 5 mg BID
Apixaban

* AgnelliG, etal. N Engl ] Med. 2013



NOAK v dlhodobej lieCbe a

prevenci VIE

Study or Subgroup Events Total Events Total Weight M-H, Rand: 95% CI M-H, Randi 95% CI
NOAC versus placebo
AMPLIFY-EXT 2013 11 1653 14 829 38.3% 0.39(0.18,0.86) —a—
° N OAK s eV e s e @ k EINSTEIN-Ext. 2010 1 602 2 594  44% 0.49 (0.04, 5.45) —
RE-SONATE 2013 0 681 2 662 27% 0.19(0.01,4.05) ¢
vyz n a m n e z n I z u] u r I z I O Subtotal (95% CI) 2936 2085 45.4% 0.38[0.18, 0.80] @
° ° H H Total events 12 18
rekurencie VTE alebo mortality spojenej | ieewgeneiy ra-o0.cne=026, =260 =059; 0%
Test for overall effect: Z= 2.57 (P = 0.01)
7
s VTE v porovnani s NOAC versus warfarin
. o RE-MEDY 2013 17 1430 19 1426 546% 0.89(0.46,1.72) t
placebom/warfarinom; OR 0.25,95% Cl =~ |§momessar w0 ©uie sien osslods. 172
Heterogeneity. Not applicable
O R 07-0 R 8 6; N NT: 30 Testfor overall effect: Z=0.34 (P = 0.73)
Total (95% CI) 4366 3511 100.0% 0.61[0.37, 1.00] R 2
Total events 29 37
Heterogeneity: Tau*= 0.01; Chi*= 3.07, df= 3 (P = 0.38), F= 2% ’0 01 031 140 100’
Testfor overall effect Z=1.95 (P = 0.05) Favours [NOAC] Favours [Comparator]
Test for subaroup differences: Chi*= 2.83,df=1 (P =0.09), F=64.7%
L
B Major or clinically relevant bleeding
NOAC Comparator Odds Ratio 0Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
NOAC versus placebo
AMPLIFY-EXT 2013 62 1653 22 829 256% 1.43(0.87,2.34) ™
EINSTEIN-Ext. 2010 36 598 7 590 233% 5.34(2.35,12.09) —
RE-SONATE 2013 36 684 12 659 245% 3.00(1.54,5.81) @
N [ 4 ’ VVe e Subtotal (95% ClI) 2935 2078 73.4% 2.69[1.25,5.77]
* NOAK sposobuju vyznamne vyssie riziko | e 134 “
n s . , Heterogeneity: Tau®= 0.34; Chi*= 8.30, df= 2 (P = 0.02), F= 76%
velkého alebo klinicky relevantného Testforoveral efect 2= 254 (P = 0.1)
k , o , I NOAC versus warfarin
. RE-MEDY 2013 80 1430 145 1426 26.6% 0.52(0.39,0.70) -
rva ca n Ia v po rovn a n I s p a ce bo m ’ O R Subtotal (95% CI) 1430 1426 26.6% 0.52[0.39, 0.70] L J
Total events 80 145
2 . 69, 95% CI 1 . 25 tO 5 . 77, N N H=39 Heterogeneity: Not applicable
Test for overall effect Z= 4.47 (P < 0.00001)
Total (95% CI) 4365 3504 100.0% 1.78(0.63, 5.03] <
Total events 214 186
Heterogeneity: Tau*= 1.03; Chi*= 48.58, df= 3 (P < 0.00001); = 94% 0 o1 031 1=0 100:
Testfor overall effect Z=1.08 (P = 0.28) " Favours [NOAC] Favours [Comparator]
Test for subaroup differences: Chi*= 15.54, df=1 (P < 0.0001), F=93.6%

* Sardar P, et al. Drugs 2013 -



Priciny lepsieho bezpecnostného

orofilu NOAK v porovnani s VKA

Ve

 StabilnejsSi antikoagulacny uc¢inok NOAK?

* Nizsie riziko intrakranialneho krvacania

* zachovanie normalnych koncentracii FVIlI a tvorby komplexu
FVlla-tkanivovy faktor?

* redukovana supresia trombinu v mieste cerebralneho
poskodenia?

* neschopnost rivaroxabanu vyraznejSie prechadzat
hematoencefalickou bariérou?




Nepriame porovhanie NOAK

Rivaroxaban vs. dabigatran

Mortality & 0.97 (0.59, 1.58)
Recurrent VTE — a1 0.80 (0.51, 1.26)
Recurrent PE L 0.60 (0.31,1.17)
Recurrent DVT = 1.04 (0.52, 2.06)
Major bleeding = 0.73 (0.41, 1.30)

Rivaroxaban vs. apixaban

Mortality & 1.22 (0.75, 1.99)
Recurrent VTE —_— 1.07 (0.69, 1.68)
Recurrent PE - 1.14 (0.57, 2.30)
Recurrent DVT L 1.01 (0.57, 1.81)
Major bleeding = 1.80 (0.91, 3.57)

Dabigatran vs. apixaban

Mortality = 1.26 (0.71, 2.24)

Recurrent VTE e O — 1.33(0.82,217)

Recurrent PE - 1.92 (0.91,4.02)

Recurrent DVT = 0.98 (0.48, 2.01)

Major bleeding @ 2.47 (1.21,5.07)
02 05 1 2 5 10

* Kang et al. Thromb Res. 2014



Koagulacné testy vo vztahu k NOAK

Trombinové Inhibitory Faktoru
inhibitory Xa (rivaroxaban,
(dabigatran) apixaban)
aPTT Ano Nie
Trombinovy cas Nie (moZno na Nie Velmi citlivé
kvalitativhe stanovenie)
Anti-Xa Nie Ano Nestandardizované
PC Nie Ano Pri rivaroxabane s

vyuzitim neoplastinu

dabigatran — APTT (linedrny vztah medzi APTT a koncentraciou dabigatranu (po 200ng/ml), Hemoclot assay

Preco/kedy kontrola lab.parametrov?

* Pri potrebe urgentného chirurgického vykonu

* Pred elektivnym vykonom na stanovenie pretrvavania antikoagulacného efektu
* Kontrola compliance

* Kontrola pri krvacavej komplikacii, resp. pri suspektnom predavkovani

e Kontrola pri novej trombodze

* Prirenalnej dysfunkcii, obezite, gravidite, u pediatrickych pacientov




NOAK - potreba prerusenia lieCby

* Operacny/intervencny vykon
* u pacientov s normalnou funkciou obliCiek pred vykonom s nizkym

rizikom hemoragickych komplikacii (napr. kolonoskopia bez
odstranovania polypov) — prerusenie NOAK 1 den pred vykonom

* u pacientov so zniZzenou funkciou oblic¢iek (CrCl<50ml/min) a/alebo
pred vykonom s vyssim rizikom hemoragickych komplikacii —
prerusenie NOAK 2-5 dni (s moznou potrebou prechodu na LMWH)

bridging zvysuje krvacavé komplikacie

* po vykone pokracovat v liecbe NOAK ¢o najskor ako to klinicka
situacia umozni a ak je potvrdena adekvatna hemostaza




NOAK — potreba reverzie

antikoagulacneho ucinku

potreba reverzie antikoagulacného ucinku zriedkava

koncentrat protrombinového komplexu — PCC (Protromplex,
Octaplex) — Standard lieCby pri potrebe reverzie ucinku NOAK

rekombinantny aktivovany faktor VIl — lie¢ebna moznost druhej
linie (Novoseven)

Specifické antidota su vo vyvoji

Vseobecné odporucania: Specifické odporuéania:
Zavaziné e prerusenie NOAK * 4 Faktor PCC (Xarelto)
, . mmm) ©  mechanickd kompresia ”- Hemodialyza (Pradaxa)
krvacanie e chirintervencia * Rekombinantny FVlla
* substitucia tekutin/krvi




Dabigatran vs warfarin — 30-dnova

mortalita po velkom krvacani (n=1034)

B Warfarin B Dabigatran
0.14 -

—0.12 -
& l 34%

e 0.08 -
= 0.06 -
s 0.04 -
0.02 -

(P=.052)

0 5 10 15 20 25 30
Time (days)
Adjusted for sex, age, weight, renal function at the time of the bleed, and additional

antithrombotic therapy, the odds ratio for 30-day mortality in the combined
dabigatran treatment groups was 0.66 (95% Cl: 0.44-1.00; P =.051).

* Majeed A, et al. Circulation. 2013



Rivaroxaban — krvdcave komplikacie

* Krvacanie pri rivaroxabane v dennej praxi je
akceptovatelne nizke:
* 3-4 pripady/100 pacientov/rok

.....

zvladnutelné
* 90-driova mortalita pri velkom krvacani 6.3% rivaroxaban vs 15% VKA

* Dresden NOAC registry. Beyer-Westendorf J, et al. Blood 2014



Liecba VTE u onkologickych

pacientov : S —
Circulation "9

ive.
URNAL OF THE AMERICAN HEART ASSOCIATION

rombosi
entifi

* Onkologicki pacienti s IF HVT maju byt lieceni monoterapiou LMWH
minimalne pocas 3 — 6 mesiacov, alebo az do vyliecenia onkologického
ochorenia, resp. pocas podavania onkologickej lieCby (chemoterapia)
(Trieda I, LOE A)

«Jaff MR, Circulation 2011

* U pacientov s onkologickym ochorenim sa odporuca podavanie LMWH
pred lie€bou warfarinom (Grade 2B).

«ACCP 9% Edition, CHEST 2012



NOAK v lieCbe VTE u onkologickych

pacientov

Recurrent Major Bleeding

Cancer Patients VTE and CRNM
Agent Trial Randomized, % (vs VKA), % (vs VKA), %
EINSTEIN-
DVT 3.4 (5.6) 14.4 (15.9)
Rivaroxaban
EINSTEIN-
PE 1.8 (2.8) 12.3(9.3)
RE-
GOVER 3.1 (5.3) NA
Dabigatran
RE-MEDY 3.3(1.7) NA
Hokusai-
Edoxaban VTE ST 18.3(25 3]

Wharin C, et al. Blood Rev. 2013
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isease: Evidence-
aaaaaaaaaaaaa
ractice Guidelines

142(2):7S

* U gravidnych zien s akutnou VTE sa odporuca liecba LMWH pred UFH
(1B) ako aj pred VKA (1A)

* U gravidnych zien s akutnou VTE sa odporuca pokracovanie v
antikoagulacnej lieCbe minimalne 6 tyzdnov po porode (pri minimalnej
celkovej dlzke antikoagulacie 3 mesiace) (2C)

* U gravidnych zien s anamnézou VTE sa odporuca poporodna profylaxia
pocas 6 tyzdnov profylaktickymi alebo strednymi davkami LMWH alebo
warfarinom s INR 2-3 (2B)

* Pre dojciace Zeny sa odporuca pokracovanie v liecbe warfarinom (1A),
alebo LMWH (1B)

«ACCP 9t Edition, CHEST 2012



Antitrombotickd lieCba u pacientov po PKI

EURQFEAN
SQCIETY OF
CARCHOLOGY ®

(PVI1) vyzadujucich antikoagulaénu liecbu

Recommendations Class® | Level®

In patients with a firm indication for oral anticoagulation (e.g. atrial fibrillation with CHA2DS2-VASc score 22,
venous thromboembolism, LV thrombus, or mechanical valve prosthesis), oral anticoagulation is |
recommended in addition to antiplatelet therapy.

New-generation DES are preferred over BMS among patients requiring oral anticoagulation if bleeding risk is
low (HAS-BLED <2).

In patients with SCAD and atrial fibrillation with CHA2DS2-VASc score 22 at low bleeding risk (HAS-BLED
<2), initial triple therapy of (N)OAC and ASA (75-100 mg/day) and clopidogrel 75 mg/day should be
considered for a duration of at least one month after BMS or new-generation DES followed by dual therapy
with (N)OAC and aspirin 75—100 mg/day or clopidogrel (75 mg/day) continued up to 12 months.

Ila

lla

DAPT should be considered as alternative to initial triple therapy for patients with SCAD and atrial fibrillation
with a CHA2DS:2-VASc score <I.

In patients with ACS and atrial fibrillation at low bleeding risk (HAS-BLED<2), initial triple therapy of
(N)OAC and ASA (75-100 mg/day) and clopidogrel 75 mg/day should be considered for a duration of

6 months irrespective of stent type followed by (N)OAC and aspirin 75—-100 mg/day or clopidogrel

(75 mg/day) continued up to |2 months.

Ila

Illa

In patients requiring oral anticoagulation at high bleeding risk (HAS BLED 23), triple therapy of (N)OAC and
ASA (75-100 mg/day) and clopidogrel 75 mg/day should be considered for a duration of one month followed
by (N)OAC and aspirin 75—-100 mg/day or clopidogrel (75 mg/day) irrespective of clinical setting (SCAD or
ACS) and stent type (BMS or new-generation DES).

lla

Dual therapy of (N)OAC and clopidogrel 75 mg/day may be considered as an alternative to initial triple

therapy in selected patients. b

The use of ticagrelor and prasugrel as part of initial triple therapy is not recommended

Anticoagulation therapy after PCIl in ACS patient

In selected patients who receive ASA and clopidogrel, low-dose rivaroxaban (2.5 mg twice daily) may be

considered in the setting of PCl for ACS if the patient is at low bleeding risk. ik

Anticoagulation during PCI in patients on oral anticoagulation

It is recommended to use additional parenteral anticoagulation, regardless of the timing of the last dose of
(N)OAC.

Periprocedural parenteral anticoagulants (bivalirudin, enoxaparin or UFH) should be discontinued
immediately after primary PCI.

lla

2014 ESC/EACTS Guidelines on myocardial revascularization



Nevyhody NOAK

Limitovana moznost stanovovania koncentracie a uéinnosti NOAK
(napr. aj zistovanie nedostato¢nej compliance pacientov)

* Kratky polcas — rychly pokles antikoagulacného ucinku po vynechani
lieCby (?) (Studie to ako limitaciu nepreukazali, realna prax ...?)

* Limitované pouzitie u pacientov s chron.ochorenim obliciek

* Malo dat u pacientov starych, morbidne obéznych a onkologickych

* Nepritomnost antidota pri velkom krvacani

* Vysoka cena v porovnani s VKA




NOAK otdzniky

* Bude kratky pol¢as NOAK v klinickej praxi skor eliminovat
potrebu antidot, alebo skor zvysSovat riziko spojené s
vynechanim davky?

Y 4

 Ako stanovit antikoagulacny ucinok v akutnej situacii?

* NOAK ako uvodna liecba VTE, alebo NOAK ako prechod z
LMWH, alebo z warfarinu?

* Mo6zZe mat eliminacia antikoagulacného monitoringu pri NOAK
negativny vplyv na kvalitu celkovej starostlivosti o pacienta?




NOAK otdzniky

* Efekt a pouzitie NOAK u onkologickych pacientov (?)

* Pouzitie NOAK u pacientov s chlopnovymi protézami (?)

* Pouzitie NOAK u pacientov s potrebou dualnej antiagregacne;j
lieCby — tripple terapia (?)




Kto je vhodny kandiddat no

iecbu NOAK

Pacient s problematickym udrzanim terapeutického INR

Pacient s obzmedenou moznostou pravidelného INR
monitoringu

Pacient s pravdepodobnostou liekovej alebo
potravinovej interakcie s VKA

Pacient s komplikaciami pri VKA

Pacient preferujuci NOAK




Indikaéné obmedzenia na Uhradu lieku ZP

rivaroxaban (Xarelto) v liecbe a sek.prevencii VTE

Proximalna HVT (vena poplitea a proximalnejsie)
+

Objektivne potvrdenie HVT (Duplex USG, flebografia)

|

Uhrada lie¢by ZP maximalne:

a) Prvavyprovokovana HVT 3 mes.
b) Idiopaticka HVT 6 mes.
c) Recidivujuca HVT
+ aspon jedno z:
2 merania zo 6-tich nie si v rozmedzi INR 2-3
Recidiva HVT/PE napriek liecbe warfarinom 12 mes.
Liecba warfarinom je kontraindikovana

Kategorizdcia lieku rivaroxaban platna od 1.7.2014



Rivaroxaban (Xarelio) v liecbe a Y

sek.prevencii VIE

Davkovanie
1. az 21. den: 15 mg 2x denne (42 tbl.balenie, minimalny doplatok)

22.adalej: 20 mg 1xdenne
15 mg 1x denne, ak je kl. kreatininu 15-49 ml/min

Uprava davky pri poskodeni funkcie obliéiek:
¢ mierne posSkodenie (CrCl 50-80 ml/min): bez redukcie davky

¢ stredne tazké poskodenie (CrCl 30-49 ml/min): redukovat’ pokraCujucu davku na
1 x denne 15 mg (miesto raz denne 20 mg)

¢ tazké poskodenie (CrCl 15-29 ml/min): redukovat pokraCujucu davku na 1 x
denne 15 mg (miesto raz denne 20 mg), podavat’ s opatrnost’ou

¢ oblickové zlyhanie (kl. kreat. menej ako 15 ml/min): Rivaroxaban sa
neodporuca




Rivaroxaban (Xarelto) v liecbe a

sek.prevencii VIE

Peak-to-trough ratio: ~18 hours e RIV test — orientacna kontrola
plazmatickej koncentracie
Rivaroxaban 10 mg once daily rivaroxabanu (pomocou
Steady-state concentration, ng/mL stanovenia antiXa aktivity
E 140 - —— Rivaroxaban 10 mg once daily chromogénnou metddou)
oo
c
=120 - .
5 * Cmax (2-4 hod. po podani):
g 100 - 174-459 ng/ml
g 80 - e Cthrough (po 24 hod - pred
5 dalSou davkou) 32,3-237 ug/I
£ e
®
5 9
€ 20 - * Podavanie s jedlom
g 0 T T T T T T T T T T T T T 1

0 6 12 18 24 * Resp. denna doba podla rezimu
Time (hours) pacienta




Dabigatran (Pradaxa) v liecbe VTE

Davkovanie

150mg 2x denne po minimalne 5-10 diovej liecbe LMWH/UFH

e 110mg 2xdenne pre starsich pacientov, pri postihnuti renalnych funkcii a
vysokom riziku krvacania?

April 07, 2014
FDA Approves Pradaxa® (dabigatran etexilate mesylate) for Treatment and Reduction in
the Risk of Recurrence of Deep Venous Thrombosis and Pulmonary Embolism

Three pivotal trials showed PRADAXA as non-inferior to warfarin in reduction of DVT and PE recurrence; fourth pivotal trial showed
PRADAXA reduced risk of recurrence by 92 percent compared to placebo

06 June 2014

For media outside of the U.S., the UK & Cananda only

= Pradaxa® is a simple treatment option that is as effective as warfarin with significantly lower bleeding rates, a major advance for
DVT and PE patients -4

= EU approval follows recent U.S. FDA approval of Pradaxa® in DVT and PE and increases access to a treatment with proven
protective benefits 1-2

* Nova indikacia pre Pradaxu (dabigatran) v liecbe VTE v SR v priebehu roku 2015




Apixaban (Eliquis) v lieClbe VTE

2x denne 10mg — 7 dni
2x denne 5 mg

Eliquis® 5 mg Eliquis® 5 mg

 EMEA schvalila indikaciu apixabanu pre liecbu VTE koncom jula 2014

Euro_pean Commission Approves Eliquis to Treat DVT and PE

Earlier today, Pfizer and Bristol-Myers Squibb issued a news release announcing that the European
Commission has approved Eliquis for the treatment of deep vein thrombosis and pulmonary embolism.

* FDA schvalila indikaciu apixabanu pre lieCbu VTE v auguste 2014 (21.8.2014)

FDA Approves Eliquis for New Indications

Earlier today, Pfizer and Bristol-Myers Squibb announced that the U.S. FDA approved a supplemental new drug
drug application for Eliquis for the treatment of deep vein thrombosis (DVT), pulmonary embolism (PE), and
for the reduction in risk of recurrent DVT and PE following initial therapy.

U.S. FDA Approves Eliquis (apixaban) for the Treatment of Deep Vein Thrombosis (DVT) and Pulmonary
Embolism {PE), and for the Reducnon in the Risk of Recurrent DVT and PE Followmg Inmal Therapy

e Eliquis demon

e Eliquis demonstrated superiorit)

enoxaparinfvarfarin in the AMPLIFY trial

* Nova indikacia pre Eliquis (apixaban) v liecbe VTE v SR v priebehu roku 2015




/aver

* NOAK - vyznamny krok vpred v manazmente pacientov s VTE

* Nezaradenie NOAK medzi nase liecebné moznosti VTE by bolo
neetické voci pacientom

* Porovnatelna ucinnost jednotlivych NOAK s warfarinom
* LepsSi bezpecnostny profil NOAK v porovnani s warfarinom

* PrediZend lie¢ba VTE pomocou NOAK redukuje rekurenciu VTE o
80-90% pri akceptovatelnom bezpecnostnom profile

* Porovnatelna ucinnost jednotlivych NOAK pri ich réznych
Specifikach a profiloch




VIl. angio

NARODNEHO USTAVU SRDCOVYCH A CIEVNYCH CHOROB, a. s.

DAKUJEM ZA POZORNOST



