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(mini) Agenda

e Quale anticoagulante?

e Cosa devo fare in ambito clinico?

e Terapia antitrombotica nelle Popolazioni particolari ?
— Anziano
— Insuff Renale
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e Quale anticoagulante?
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ESC Guidelines

Yes
22
| 2l
¢ Oral anticoagulation
indicated
OAC should be Assess for contra-indications
considered (IlaB) Correct reversible
7 bleeding risk factors
/ \
v \
> \\
\
\\
LAA occluding devices &
may be considered in N
patients with clear |
contra-indications
for OAC (IIbC)

4

AF = atrial fibrillation; LAA = left atrial appendage; NOAC = non-vitamin K antagonist oral anticoagulant; OAC = oral anticoagulation;VKA = vitamin K antagonist.
*Congestive heart failure, Hypertension,Age >75 years (2 points), Diabetes, prior Stroke/TIA/embolus (2 points),Vascular disease, age 6574 years, female Sex.
*Includes women without other stroke risk factors.

“llaB for women with only one additional stroke risk factor.

9B for patients with mechanical heart valves or mitral stenosis.

Kirchhof et al; EHJ 2016



Comparison of the efficacy and safety of new oral
anticoagulants with warfarin in patients with atrial
fibrillation: a meta-analysis of randomised trials

Stroke or SE

NOAC (events) Warfarin (events) RR (95% Cl) P

RE-LY** 134/6076 199/6022 [ 0-66 (0-53-0-82)  0-0001
ROCKET AFS+ 269/7081 306/7090 — 0-88(075-1:03) 012
ARISTOTLE’$ 212/9120 265/9081 . 0-80 (0-67-0-95)  0-012
ENGAGE AF-TIMI 48%§ 296/7035 337/7036 ; . 0-88 (0-75-1-02)  0-10
Combined (random) 911/29312  1107/29229 —éﬁ.})— 0-81(0-73-0-91)  <0-0001

I I

0- 1.0 2:0
° — —
Favours NOAC Favours warfarin
Major Bleeding
NOAC (events) Warfarin (events) RR (95% CI) P

RE-LY** 375/6076 397/6022 —|—.—— 0-94 (0-82-1-:07) 034
ROCKET AF5t 395/7111 386/7125 D —J— 1.03(0-90-1-18) 072
ARISTOTLE 327/9088 462/9052 —B— 0-71(0-61-0-81)  <0-0001
ENGAGE AF-TIMI 48°§ 4447012 557/7012 —.—.— 0-80 (071-0-90)  0-0002
Combined (random) 1541/29287 1802/29211 @ 0-86 (0-73-1-00) 0-06

| |

0- 1.0 2:0
> +— S
Favours NOAC Favours warfarin

Ruff et al. Lancet 2013




Comparison of the efficacy and safety of new oral
anticoagulants with warfarin in patients with atrial
fibrillation: a meta-analysis of randomised trials

Other endpoints

Pooled NOAC Pooled warfarin RR (95% CI) p

(events) (events)
Efficacy
Ischaemic stroke 665/29292 724/29221 - 0-92 (0-83-1-02) 0-10
Haemorrhagic stroke 130/29292 263/29221 0-49 (0-38-0-64)  <0-0001
Myocardial infarction 413/29292  432/29221 —e— 097(078-120) 077
All-cause mortality 2022/29292 2245/29221 -@- 0-90 (0-85-0-95) 0-0003
Safety
Intracranial haemorrhage ~ 204/29287 425/29211 —@— 0-48 (0-39-0-59)  <0-0001
Gastrointestinal bleeding ~ 751/29287 591/29211 —@— 1-25 (1-01-1-55) 0-043

0!2 0!5 1 5
+— —>
Favours NOAC Favours warfarin

Ruff et al. Lancet 2013




Differences Between Clinical Trials and
Real-Life Settings

Clinical trial

Strict inclusion and exclusion
criteria

Strict study protocol

Objectively adjudicated event
rates

Real life

Unselected patient population
Dose recommendations only
Over- and under-reporting

of events



Limitations of well conducted phase 3 RCTs

Unintended adverse events (UAEs) are unlikely to be revealed
during phase lll trials because the usual sample sizes of such
studies and even the entire new drug application may range
from hundreds to only a few thousand patients.

Phase lll trials also are not useful for detecting UAEs that
occur only after long-term therapy because of insufficient
length of follow-up time



Rivaroxaban Versus Dabigatran or Warfarin in Real-World
Studies of Stroke Prevention in Atrial Fibrillation
Systematic Review and Meta-Analysis
Ying Bai, PhD; Hai Deng, PhD; Alena Shantsila, PhD; Gregory Y.H. Lip, MD
Background and Purpose—This study was designed to evaluate the effectiveness and safety of rivaroxaban in real-world

‘practice compared with effectiveness and safety of dabigatran or warfarin for stroke prevention in atrial fibrillation

through meta-analyzing studies,
Methods —Seventeen studies were incloded after searching in PubMed for studies reporting the comparative effectiveaess

 inaral i,

il the risks of with rivaroxaban were similar whea with
m-ma.npm (strokeRhromboembolism: hazard ratio, 1.02; 95% confidence interval, 0.91-1.13; F=702%,
NaS), but were significantly reduced when mpm with those with warfarin (hazard raio, 0.75; 95% o
interval, 0.64-0.85; F=45.1%, N=9). Major
95% confidence intervl, 1.27- m F=26.1% =) bt similar totha with warfrin (azard i,

091-107; F=0.0%, N

arfarin, rivaroxaban

vith sl ko s ecding oy
 higher ris inal biceding and Jower risk of intracranial
Concltions i i tyﬂmunc imien s mec- sy, shamabin vt i 0 g, s mors
in asal Bibilation pasiects. Major bleeding rsk
higher wi as was all bleeding.
Rivaroxaban was comparable to warfarin for major bleeding, with an increased risk in gastrointestinal bleeding
decreased risk of intracranial hemorthage. (Stroke. 2017;48:970-976. DOI: 10.116USTROKEAHA.116.016275.)

Key Words: atrial fibrillation @ dabigatran @ real-world data @ rivaroxaban @ warfarin

NOAC result in & significant reduction in stroke/TE and

Tumdnﬂmﬁmquhn(ow-x-nummm
mortality with NOACs compared with warfarin, with  trend

K antagonists (cg, warfarin), in paticats with atrial fibel-
ation (AF) resuls i 4 sigaifican reduction in stroke, ich-
emic stroke (1S), and systematic thromboembolism (TE), as
well as allcause moctality, when

umm.e (ICH). However, RCTs have specific inclusioe/

if aiconglation i pooy conrlled,as relecied by  poue  compurisons hve beca publishd showing b th difeest
NO,
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Comparison of the Short-Term Risk of Bleeding and Arterial
Thromboembolic Events in Nonvalvular Atrial Fibrillation
Patients Newly Treated With Dabigatran or Rivaroxaban
Versus Vitamin K Antagonists
A French Nationwide Propensity-Matched Cohort Study
Géric Maura, PharmD*; Pierre-Olivier Blotiére, MSc*; Kim Bouillon MD, PhD;

Cécile Billionnet, MSc, PhD; Philippe Ricordeau, MD; Frangois Alla, MD, PhD;
Mahmoud Zureik, MD, PhD

The safety and effectiveness of non-vitamin K antagoaist (VKA) oral anticosgulants, dabigatran o

Effectiveness and Safety of D

, Ri and Apixab

Versus Warfarin in Nonvalvular Atrial Fibrillation
Xiscxi Yao, PhD; Neens S.. munumu«qlwummur«m«ﬁm MD, MS; Rabert D. McBane, MD;
Naseworthy, MC

Nilay D, Shah, PhD; Peter A

aarisi foilation; however, outcomes schieved in clincs! triss may not transiste to routine practice. We smed to evaluate the
effectieness and safety of a»ty\nn. ivaraxaben, and apixaban o camparg uch agrt with vartarin.
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(=15 390, Gsdigatran

, 0.04),

95% C1 0.76-1.26, P0.98; fuaronsben:

with 3 kower risk of

Assoc. 2016;5:2003725

rivaroxaban, were compared with VKA in anticoagulant-naive patients with nonvalvular atrial fibeillation during th 30, 2015. We created 3 11
 cary phase ofantcoagulant herapy. ersa vartan (128 614), o0 raron versus  watrin =32 380}, Using Cox propotons hazads regresion, we found
he ink ok PMSI), this id that
4 - X
November 2012 or VKA between July and November 2011, Patients presenting a contraindication ﬂl‘"““‘ﬂ; HRD”,Y“QBH 1.19, P=0.56). hvmlummmdlﬂllmnmwllﬂMmlmﬂﬂ(mhlnnﬂ
were excluded. Dabigatran and rivaroxaban new users were matched to VKA new users by the usc of 1:2 matching o 0.45, 95% C1 0.34-0.59, .94, A<0.01),
the propensity score. Patients were followed for up to 90 days until ouscome, death, loss t follow-up, or December 3 risk (R ‘“v“‘““”“"’&“"’“’l

of the inclusica year. for bleeding and arterial etracrarial blesding.

analysis using Cox “The population was composed of 19713 VKA, 8443 dabiy Conclusions—in patients with nonvalvular atrial fdrillation, apixaban was asscciated with lower risks of both stroke and major
and 4651 i 16014 and 9301 VKA bleeding, dabigatran was associated with similar risk of stroke but lower risk of major bleeding, and rivaraxaban was associated
treated patients, respectively. Among dabig ., rivaroxaban-, and their VKA -matched-treated patients, S5 and 122 an with similar risks of both stroke and major bleeding in comperison to warfarin, (/ Am Meart
31and ﬁﬂhhsﬂm[mlﬂmd ”nﬂil .nd IZMZBMMMMMBMMM ﬁulhnﬂw doi: 10,1161/JAHA.116.003725)
byruy m s o, 1,10; 9% contl al, 0.721.69) risk was s becwen Kay Words: atril fbriliation * bloeding » non-yitamin K antagonist oral anticoagulants » stroke + warfarin
d-b'p!nnndVKAmuun d ratio, 0.98: 0.64-1.51) and

) i VA oo st
Coucluions.in s propeasity- ol m muy our nm.n; suggest that physicians should exercise cautior
when initiating_ cither non-VKA VKA in patients with nonvalvular atrial fibrillation.
(Clrculation. 2015;132:1252-1260. DOL: 10.161/CIRCULATIONAHA. 115015710
Key Words: atrial ﬁmllmcn » sscoplens 0 compuntvy effectiveness research ® databases, factual
® hemorrhage @ pharmacoepidemiology ® stroke

ith oral )is Howew
| B ‘widely recommended by international guidelioes to  management of patieats
in all paticats with

time in therapeutic range.

‘The availability of the noo-vitamin K astagoeist oral ant-
mmmmmn.wmwmm
preveation in & meta-analysis of randomized clini-
cal wials (kcm by Rff et al’ has shown that usual-dose:

AC
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safety of one NOAC against ancthe

e, these drgs ar then presribod t & broad specium of
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for especially in paticnts with newly diagnosed AF. is of concern
stroke." " carly blecding and i

tral fitation AF)is common, with @ 144 fetime risk

after age 40 years,' and is associated with a 3-to Sold
increased risk of stroke.’” Treatment with warfarin can
reduce the disi of stroke by 60% to 70K, But its use can be

and the noed for ongoing Iaboratory testing and dose
adjustment.® Non-vitamin K antagonist oral anticoagdants
(NOACs) provide more comenient therapoutc options and
have cemonsirated atleast equivalent efficacy in comparison
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“The efficacy and safey achieved in the idesized clinical vl
settings may not necessarly transiste 1o routine practice
because of the difierences in the patient populations, the
intensity of folow-ug, and the variations in care that patients
roceive. Extrapolating fidings fom trias o ganeral practice 's
espocially chalenging for anticoagulation therapies. Because
antcoagulants are long-term preventiee medications that
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B crenscosss . Comparative effectiveness and safety of non-vitamin K antagonist
oral anticoagulants and warfarin in patients with atrial fibrillation:
== propensity weighted nationwide cohort study

Torben Bjerregaard Larsen, ? Flemming Skipth, - Peter Brannum Nieisen,’
Jette Nordstram Kjaeldgaard. Gregory Y H Lip**

DemeigGay | ASSTRACT et e o .3 55 conkdonc b
Adtoy Urhesty ol OBJECTVE 04910039 To hazar s for diganan
At ot
o The st
Vedone oy s, Eoagulants, fharasaban,asd i 5o
P = 3 )(0.65,03610075an¢
i i 043,0.48100.82
DESIGH vt 8.5, bt o wh araban 0. for
SETING for apixsban (%) and cabigatran (2.4%)
R smmnnvmm.mv--mwomw.os‘
bronrueme 100.74). Warfaris and rvaroxaban had com
Bobie 306! analbeeding ates
oniicaiiied conasion

ANINOACS seem to be safe and efective akematives o
wartarin i a outive care setting. No igficant

Sxombowmhelecx Rie iyl pepsicion s . schaemic stroke. The risks of death, ary bieecing, or

major biveding were significantly lowes for apixaban
ané dabigatran compared with warfarin.

(p=35436, 57%), dabigstran 150 mg (12701, 21X),
ivarGuaban 20 Mg (0=7192, 12%), and apikabans wg.
10%),

Acopae 10wy 3

MAIN OUTCOME MEASURES
outcomes defined a srior were
swoke of

Introduction
Oral anticoaguiant treatment with ether vitamin K

patients
and ane or more risk factors foe stroke. The four cur-
rently avallable NOACS are dabigatrar, ivaroxaban,
apixaban, and edoxaban.'* In clinical studies these

andmajor bieeding.

RESULTS.
‘When the analyss was restricted 0 ischaemic stroke,

During one year olow-up, haroxaban was assoclated  With mote comenlence such as o requirement of

ment. NOAC: are thereore the preferred treatment
‘option insame guidelines,especialy where anticoag
lation control with wartata s suboptimal !

‘embofism (3.0% v 3%, espectively) compared with

WHAT 1S ALREADY KNOWN ON THIS TOPIC

NOACS) has beem Increasing soce thei Introdction

Warfarin, with significant reductioes In stroke ot sys-
Powever =
v " tally, but a slmiSar major bleecing prole 1o wasfarl,

in observational studies than in ciical rials."* ** Futhemre,
approprae dosing may be ard to achev n cincal practice
because of the complexiy of realworld setings."*

As these medications are more brosdly adopted,'™'®
oogoing evaluaton of their effectieness and safety is
important. Uil obsenvations! studies confim the generali-
abilty of the cinical trals, some cliniciens may remain
skeptical nd withhold NOACS from petients who stand to
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Dabigatran Versus Warfarin for Atrial Fibrillation
in Real-World Clinical Practice
A Systematic Review and Meta-Analysis

Robert J. Romanelli, PhD, MPH; Laura Nolting, BS; Marina Dolginsky, BS;
Eunice Kym, PharmD; Kathleen B. Orrico, PharmD

ground—Trial data for the benefts and risks of dubigatran versus warfurin in the treatment of nonvalvular atrial
villation are lacking. We sought o review real-world observational evidence for the comparative effectiveness and
ety of these agens.

ods and Results—A systematic seach of multiple databases was conducted from first available date to March 10,
i3 for longiudinal, observational sudies comparing dabigatran with warfrin. Two reviewers cvluated studies for

oo oA rascns

European Heart jourrs (2017) 38, 07-915
010109 Neurheartjerwd96

PO ——

CLINICAL RESEARCH

Efficacy and Safety of Apixaban, Dabigatran, Rivaroxaban, and
Warfarin in Asians With Nonvalvular Atrial Fibrillation

Yietisin Chan, MD; Lai Chu See, PRD; Hui-Tzu Tu, MS; Yung-Hsin Yeh, MD; D, Wy,
MD; Chun-Li Wang, MD; Chang-Fu Kuo, MD, PhD; ChiTai Kuo, MD, FAHA

non-vitamin K antagonist oral anticoaguiants (NOAC| are superior to warfarin among Asians with
unclear.

‘Background—Whether
nomvabvar atrial fibrilation remains
Methods and Results—In this nationwide

‘cobort study collected from Taiwan National Health Insurance Research

Database, there were 5843, 20 079, 27 777, and 19 375 nonvalvulr atrial fibilation patients taking spixaban, Gabigatran,
ivaroxatan and wartrin,respectively, from June 1, 2012 to December 31, 2016, Propensity-soore weighting was used to balance

nled ing e iy was pecformed o as 1

study. Hazard ratios (95% con

ia, with 348
s fvllawpolll)m In pooled analyses, dabigatran-150 mg was ot superior to warfrin in preventing siroke
azand ratio, 0.92; 95% confidence interval, 0.84-1.01; P=0,066), but had a significantly lowes hazard of intracranial
ceding (0.44; 0.34-0.59; P<0.001). Dabigatran-150 mg had a significantly greater hazand of gastrointestinal bleeding
i warfain (1.23; 101-1.50; P=0.041), which was potentited i st of older elderly) versus younger populatons
lgt.275 versus. <75 years; f=1.53; 955WnﬁdennemavlL L ID—Z 14; P:0.0ZO)

lusic practice, dabigatran i

dens with novs s Blaon However, dabigatran s associated with a lower risk for intracranial bleeding
ative to warfarin, but—pasticularly among the eklerly—a greater risk for gastroiatestinal bleeding. Bleeding ovtcomes

erapy trial. (Cire C 2016;9:126-134, DO 10, 115.002369.)

Key Words: atrial fibrillation ® dabigatran ® evidence-based medicine @ meta-analysis @ stroke

rial fibrillation (AF) is associated with a 5-fold increase
n the risk of stroke.' For mare than a half ceatury, the

showed that dabigatran-150 mg was superior to warfarn in
preveating ischemic stroke, and had a lowee rate of intracru-

in K antagonist nial biceding, bot a higher rate of gastointestinal bleeding.
i Sk il AF VAT To ik ol Dlhgtmn L1 g e onllice b Wt 1 s
nd a similar rate of

mmmmmmnnmmwu hmml bulllowunlgufulnﬂ'uhlhuh‘ On the
nu“lludbewymmlﬂe\lykmmlmx In  basis of the findings from this wial, dabigatran-110 mg and
dabigatran,a  dabigatr

thrombin mmx,mm-mueumm trestmeat  NVAF in most countries, except in the Urited States, where
/AF: Dabigatran challenged the mainstay of westment, a5 the 150 mg, but not the 110 mg, dose was approved.

this agent is a more convenient trestment option, which RCTS provide the strongest evidence for drug safety and
ot requis ing or i cti . The synthesis of data from multipie and similarly
e Randomized Evaluaion of LongTern Anti-  designed RCTs, for a given drug and partcslar condition is
lation Therapy (RE-LY) was a large-scale multicenter * Such
mized clisical isl (RCT), evaluating 2 fixed doses of  techniques add 1o the extant body of knowledge by overcom-
atran (110 mg or 150 me, twice daily) vensus adjusted-  ing some of the limitations of individual trials, namely by
warfarin for 2 years. The stady was conducted in 44 increasing sample size and improving the precision of effect

Morcover, i

woe e

fidence ntervals) comparing apsaban, cabigatran, an rharoxaban with wararn were: scheic
ls (‘S/SE).055(IHQﬂbPI.D"Iodvﬂ‘i!},wl)!‘(0670V7knuﬂmll‘.0l|(ﬂ3\053l.

0.65 (0.53-0.8¢ 58{0.51-0.66),0.61 [0 54-0. d!l,lnd&ﬂ (0.51-0.65). Atotal of
3&2! (62%), 17 760 (88%), and 26 10 mg twice
015 ;i ively. Simiar ) ofIS/SE,

m-}w bleeding, and motaity when

with wartarin. In contrast to other

was associsted

Ischaemic and haemorrhagic stroke associated
with non-vitamin K antagonist oral anticoagu-
lants and warfarin use in patients with atrial
fibrillation: a nationwide cohort study

Laila Staerk'*, Emil Loldrup Fosbsl™, Gregory Y.H. Lip*, Morten Lamberts'?,

Anders Nissen Bonde', Christian Torp-Pedersen®, Brice Ozenne®,
Thomas Alexander Gerds®, Gunnar Hilmar Gistason'>"*, and

Jonas Bjerring Olesen"’

Port 635, Kidpardiv 29, 7900 e, D ‘D
1127 Copervegen X, Decrark: Unwersty of Brmrgham.
Epidom

v st NOACS, 3
with lower rsks of IS/SE (0.45 [0.31-0.65]), major bleeding (0.29 [0.16-0.46]), and mortality (0.23 [0.17- o:u) than warfarin,

Vrtune of Cudoacular Sousces. Gy Horpial Seingham 818 7QH LK.
o

Conclusions—All NOAC were associated with lower risk of IS/SE, major bieeding, and martality compared with warfain in the

largest reakword practioe among Asians with nomvahvlar atial fbrillation. All lowdose NOAGs
bleading, and mortality when compared with warfarin. Standard-dose zpi

il
mrtaity compared with warfarin. (/ Am Heart Assoc. 2018;7:0008150. DO 10.116 1/JAHA.117.008150.)

Key Words: atrial ibriltion * direct thrombin inhititor » factor Xa inhibitor » hemorthage « ischemic siroke + martaity
+ wartarin

wial filation (AF) is the most common cardiac
amhythmia with @ global prevalence of 2% to 3¥. AF

y the risk of and

aum‘ Oral anticoagulants like vitamin K antagonists [eg,
warfarin) or non-vitamin K antagonist oral anticoagulants
(NOACS; eg, dabigatran, riveraxaban, apixaban, and edoxaban)
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Non-vitamin K antagonist oral anticoagulation
agents in anticoagulant naive atrial fibrillation
patients: Danish nationwide descriptive data
2011-2013

Olesen*, Rikke Sy ', Morten L !, Morten Lamberts',
Peter Weeke', Anders P. Mikkelsen', Lars Kober’, Gunnar H. Gislason',
Christian Torp-Pedersen*, and Emil L. Fosbel*?
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Background  Nonaitamin K anagont (VKA) oral anticoaguants (NOACS) are widsly used as stroke prophyaes i non-
vabndar atrial friation (AF), but comparate da wre spurse
Purpose e rivaroxaba WK (™)
eraia beeding in AF.
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patients with 1 or more isk factors fo stroke. Several large i e bleedig, Multple Co regresson was
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iy v o mﬂ,smmwmm Results Overall, 43299 AF patients iiited VKA (4 rharoxaban (13%), and apbiabin (16X). Mean

but an increased risk of gastrontestinal biceding with
rivaroxsban, edoxaben, and dabigatran (150 g twice call)
compared with warfarin, Of particular note, Asians may
receive. greater benefit from NOAGs compared with non-
Asians, 3 they carr a higher rsk of ntracranial bemarthage

y 8
of international normalized ratio of 2 to 3 when taking
warfarin.*” The subgroup analyses from 4 pivotal NOAC trials
indicated that NOACs may be more effective and safer in
Asians than in non-Asians.®* Also, a recent realworld study
showed that dabigatran and rivarcxaban have favorable
efficacy and safety profiles compared with warfarn in a large
nationwide Asian cohort with nomvalvular AF [NVAF).'
However, the follow-up periods and patient numbers in thase

(42%), dabigatran (29%).
CHALDS VAS: (SD) score was: VKA 29 (16), dabigatran 27 (14). riarcoaban 30 (1.6), and apbaban 31 (1)
Within patient-speckic follow-up Imited to the first 2 years, 1054 stroke/TE occurred and 261 intracranial bleed-
ngs. Standurdized absolute rsk (95% CI) of strokelTE at 1 year sher inftiaton of VKA was 201% (L8O to
221%). In relaion to VKA. the 016% to 042%). rharoaban
005% (—033% to 048X), and apiaban 045K (~0001% to 093%). For the intracranal bleeding cutcome, the
at 1 year 3
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~020% (~038% to - 0.01%).
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XANTUS: Study Objective and Design

¢ To collect real-life data on adverse events in patients with non-valvular
AF treated with rivaroxaban to determine the safety profile of
rivaroxaban across the broad range of patient risk profiles encountered
in routine clinical practice
e Primary outcomes: major bleeding (ISTH definition), all-cause mortality,
any other adverse events
Data collection at initial

\ f \ visit, hospital discharge

~

Population: - : (if applicable) and quarterly*

Adult patients with R[[\;Zl;c:;(naebna;n,

non-valvular AF receiving ST, 1 year

rivaroxaban for stroke/ dose at >
non-CNS systemic embol_ism ohysician’s

prevention, who had provided discretion

Kwritten informed consent

AN J

Prospective, single-arm, observational, non-interventional phase IV study
Statistical analyses were descriptive and exploratory in nature

Final visit:
1 year”

*Exact referral dates for follow-up visits not defined (every 3 months recommended); #for rivaroxaban discontinuation <1 year, observation period
ends 30 days after last dose. Observational design means no interference with clinical practice was allowed

Camm AJ et al. Eur Heart J 2016;37:1145-53



Cumulative Rates (Kaplan—Meiler) for
Treatment-Emergent Primary Outcomes

Cumulative event rate

0.05+

0.04

0.03+

0.02

0.014

Patients at risk:
All-cause death 6784 6530 6349 6211

Major bleeding 6784 6522 6340 6197
Stroke/SE 6784 6532 6353 6216

~— All-cause death
— Major bleeding
— Stroke/SE
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Patients at risk: 6784 6515 6332 6181 6016 5896 5812 5713 5633 5549 5458 5237 4258 1139 510

¢ In total, 6522 (96.1%) patients did not experience any of the outcomes of

treatment-emergent all-cause death, major bleeding or stroke/SE

Camm AJ et al. Eur Heart J 2016;37:1145-53



(mini) Agenda

& Quale anticoagulante?

& Cosa devo fare in ambito clinico?

& Terapia antitrombotica nelle Popolazioni particolari ?
e Anziano

e |nsuff Renale



The 2018 European Heart Rhythm Association
Practical Guide on the use of non-vitamin K
antagonist oral anticoagulants in patients

with atrial fibrillation

— Establishes indication for anticoagulation

— Checks baseline blood works, incl. hemoglobin, renal and liver
function, full coagulation panel

— Chooses anticoagulant and correct dose

— Decides on need for proton pump inhibitor

— Provides education and hands out anticoagulation card

— Organises follow-up (when, by whom, what?)

— Remains responsible coordinator for follow-up

i first FU: 1 month

— Checks for thromboembolic- and bleeding events

— Assesses adherence (remaining pills, NOAC card, ...), re-enforces education
— Checks for side effects

— Assesses co-medications and over-the-counter drugs

— Assesses modifiable risk factors and takes every effort to minimize them

— Determines the need for blood sampling

+/- 3 months

(1-6 months, interval — Assesses optimal NOAC and correct dosing
depending on patient
factors incl. renal i
function, age, co-

morbidities etc) In case of problems: contacts initiator of treatment. Difficult decisions on

anticoagulation should be taken by a multidisciplinary team.

Otherwise: i

— Fills out anticoagulation card
— Reinforces key educational aspects
— Sets date/place for next follow-up

Steffel et al. EHJ 2018



Contraindications in AF patients (VHD)

Eligibility for NOAC therapy

Steffel et al. EHJ 2018



Phase Il Trials - Patient Characteristics

ROCKET AF! ARISTOTLE? ENGAGE AF3 RE-LY#>

(n=14,264) (n=18,201) (n=21,105) (n=18,113)
Mean CHADS,-Score 3.5 2.1 2.8 2.1
C CHF* 64% 35% 57% 32%
H Hypertension 91% 87% 94% 79%
A Age 275 years 44% 31% 40% 40%
D Diabetes mellitus 40% 25% 36% 23%
S2  Prior stroke or TIA# 55% 19% 28% 20%

* LVEF <40%,; #Data include patients with systemic embolism

Not intended for direct comparison of studies results

1Van Diepen S et al. Circ Heart Fail. 2013;6(4):740-47.;
2 Granger CB et al. N EnglJ Med. 2011;365(11):981-992;
3 Giugliano RP et al. N Engl J Med. 2013;369(22):2093-2104;
4 Connolly SJ et al. N Engl J Med. 2009;361(12):1139-1151; 5. Eikelboom JW et al. Circulation 2011;123(21):2363-2372



Absorption and metabolism of different DOACs

(in part dialysable)

(in part dialysable)

(in part dialysable)

Dabigatran'*®182 Apixaban'?? Edoxaban'®* Rivaroxaban'8%-186
Bioavailability 3-7% 50% 62% 15 mg/20 mg: 66% without food,
80-100% with food
Prodrug Yes No No No
Clearance non-renal/renal 20%/80% 73%/27% 5094/50% 65%/35%
of absorbed dose
Plasma protein binding 35% 87% 55% 95%
Dialysability 50-60% 14% n.a. n.a.

(in part dialysable)

Liver metabolism: No Yes [elimination, Minimal (<4% of Yes (hepatic elimination ~218%)"3"
CYP3A4 involved moderate contribution elimination)
(~=25%)7]
Absorption with food No effect No effect 6-22% more; minimal +39% more (see above)
effect on exposure
Absorption with H2B/PPI -12% to 30% (not No effect No effect No effect
clinically relevant)
Asian ethnicity +259%"%¢ No effect No effect No effect
Elimination half-life 12-17h 12h 10-14h 5-9h (young)

11-13 h (elderly)

Other

Dyspepsia (5—10%)

Intake of 15 mg/20 mg with

food mandatory

#Hepatic metabolism in total of ~25%, mostly via CYP3A4, with minor contributions of CYP1A2, 2)2, 2C8, 2C9, and 2C19.

Steffel et al. EHJ 2018




Approved Dose

Stroke prevention in atrial fibrillation (SPAF)

Standard dose Comments/dose reduction
Apixaban™’ 2x5mg 2 x 2.5 mg if two out of three: weight <60 kg, age >80 years,
serum creatinine >133 pmol/(1.5 mg/dL) [or if CrCl 15-29 mL/min]
Dabigatran®® 2x150mg/2x 110mg No pre-specified dose-reduction criteria®
Edoxaban’’ 1 x 60 mg 1 x 30 mg if: weight <60 kg, CrCl <50 mL/min, concomitant therapy
with strong P-Gp inhibitor (see chapter 5)
Rivaroxaban® 1x20mg 1 x 15 mg if CrCl <50 mL/min
Treatment of DVT/PE
Initial therapy Remainder of treatment phase
Apixaban®*° 2 x 10mg, 7 days 2 X 5mg, no dose reduction
Dabigatran®’ Heparin/LMWH No pre-specified dose-reduction criteria®
Edoxaban’® Heparin/LMWH 1 x 60 mg, same dose reduction as for SPAF (see above)
Rivaroxaban®>>3* 2 x 15mg, 21 days 1 x 20 mg, no dose reduction®




Renal function estimation and categories of

rena

| dysfunction

Decreased GFR*

GFR <60 mL/min/1.73 m?

Markers of kidney damage (=1) ® Excessive albuminuria (AER =30 mg/24 h; ACR >30 mg/g or =3 mg/mmol)
® Urine sediment abnormalities
® Electrolyte or other abnormality caused by tubular disorders
® Abnormal histology
® Structural abnormalities detected by kidney imaging
e History of kidney transplantation
GFR category CKD stage | GFR? Descriptions
G1 1 =90 Normal or high
G2 2 60-89 | Mildly decreased
G3a 45-59 [ Mildly to moderately decreased
3
G3b 3044 | Moderately to severely decreased
G4 4 15-29 | Severely decreased
G5 5 <15 Kidney failure (requires renal replacement therapy — dialysis or kidney transplantation)

Estimation of renal function in NOAC patients best by Creatinine Clearance (Cockroft-Gault):

CrCl [mg/dl]=

_ (140 — age) xweight (in kg)x[0.85 if female]

72xserum creatinine (in mg/dL)]

Online calculators available at (e.g.): www.kidney.org/professionals/kdoqi/gfr_calculator; www.nephron.com/cgi-bin/CGSl.cgi; www.mdcalc.com/creatinine-clearance-cockcroft-
gault-equation; https://reference.medscape.com/calculator/creatinine-clearance-cockcroft-gault.
Popular Apps are NephroCalc, MedMath, MedCalc, Calculate by QxMD, and Archimedes.

CKD, chronic kidney disease; GFR, glomerular filtration rate; AER, albumin excretion rate; ACR, albumin-to-creatinine ratio; CrCl, creatinine clearance.

*mL/min/1.73 m2

Steffel et al. EHJ 2018



DOAC dose according to renal function in AF

patients

CrCl Dabigatran Rivaroxaban Edoxaban Apixaban

—

60 mg

95 mi/min —f--------- -l oo oo R

2x 150 mg 20 mg

60 mg #

50 mli/min —§---------F---mmmmm e R e e

2x150 mg or

30 MI/min —f - e

———y @ @ O O

Steffel et al. EHJ 2018



Child-Turcotte-Pugh score and DOACs use in

hepatic insufficiency

Parameters 1 point 2 points 3 points
Encephalopathy No Grade 1-2 (suppressed with medication) Grade 34 (refractory/chronic)
Ascites No Mild (diuretic-responsive) Moderate—severe (diuretic-refractory)
Bilirubin <2mg/dL 2-3mg/dL >3 mg/dL
<34 umol/L 34-50 umol/L >50 pmol/L
Albumin >3.5g/dL 2.8-35g/dL <2.8g/dL
>35g/L 28-35g/L <28g/dL
INR <1.7 1.71-2.30 >2.30
Child-Pugh category Dabigatran Apixaban Edoxaban Rivaroxaban

A (5-6 points)

B (7-9 points)

C (10-15 points)

Use with caution

Use cautiously

Use cautiously

Steffel et al. EHJ 2018



> NOAC at standard dose |€

v

Assess for NOAC specific dose reduction criteria (Chapter 15)

Qualifies

l Does not qualify

Assess for other (‘yellow’) interactions
with effect on NOAC plasma level (Table 3-5)

No

None or
only 1

A 4

Concerned about
— disproportionate and non-
modifiable bleeding risk?

Yes

Consider dabigatran 110 mg (or edoxaban
30mg / 15mg, but unapproved and ischemic
stroke risk‘T* vs. well-controlled VKA).

Other dose reductions are “off label” and not
studied in unselected patients

Re-assess alternative strategy for stroke
prevention (Chapter 17)

=2 with anticipated impact
on NOAC plasma level

—
R

Other NOAC with less interactions?

Yes

lNo

Concerned about
disproportionate and non-
modifiable bleeding risk?

No

l‘:‘es

for stroke prevention
(Chapter 17)

Re-assess alternative strategy

lNot opted for

Consider referral for plasma level assessment in
expert center +/- "off label" NOAC dose reduction

Steffel et al. EHJ 2018



The 2018 European Heart Rhythm Association
Practical Guide on the use of non-vitamin K

antagonist oral anticoagulants in patients
with atrial fibrillation

Checklist during follow-up contacts of AF patients on anticoagulation

Interval Comments

1. Adherence Each visit ® |Instruct patient to bring NOAC card and complete list of medication: make note and assess
average adherence

® Re-educate on importance of strict intake schedule
® Inform about adherence aids (special boxes; smartphone applications; . . .). Consider specific
adherence measuring interventions (review of pharmacy refill data; electronic monitoring”';
special education session; .. .)
2. Thromboembolism Each visit ® Systemic circulation (TLA, stroke, peripheral)
® Pulmonary circulation
3. Bleeding Each visit ® ‘Nuisance’ bleeding: preventive measures possible? Motivate patient to diligently continue
anticoagulation
® Bleeding with impact on quality-of-life or with riskc prevention possible? Need for revision of
anticoagulation indication, dose or timing?
4. Other side effects Each visit Carefully assess relation with NOAC: decide for continuation (and motivate), temporary cessa-
tion, or change of anticoagulant drug
5. Co-medications Each visit ® Prescription drugs; over-the-counter drugs (Pharmacokinetics and drug—drug interactions of
non-vitamin K antagonist oral anticoagulants section).
® Careful interval history: also temporary use can be risky
6. Blood sampling Yearly Patients other than those specified below
(incl. hemoglobin, 6 ht 75 ially if on dabi frail hapter 2
- >
renal and liver function) monthly > years (especially if on dabigatran) or frail (see chapter 2)
x-monthly If renal function CrCl <60 mL/min: recheck interval = CrCU/10
If needed If intercurrent condition that may impact renal or hepatic function
7. Assessing and Each visit ® As recommended by current guidelines®
minimizing modifiable @ Particularly: uncontrolled hypertension (systolic =160 mmHg), medication predisposing for
risk factors for bleeding bleeding (e.g. aspirin, NSAIDs), labile INR (if on VKA), excessive alcohol intake)
8. Assess for optimal Each visit Especially based on the above, re-assess whether
NOAC and correct a. The chosen NOAC is the best for the patient
dosing b. The chosen dose is correct

Steffel et al. EHJ 2018
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The 2018 European Heart Rhythm Association
Practical Guide on the use of non-vitamin K

antagonist oral anticoagulants in patients
with atrial fibrillation

Plasma levels and coagulation assays in patients treated with NOACs

229,230 184,232 131,186

Dabigatran Apixaban?*', SmPc Edoxaban Rivaroxaban

Expected plasma levels of NOAC:s in patients treated for AF (based on dTT/ECA for dabigatran and anti-FXa activity for Xa inhibitors)

Expected range of plasma levels at peak 64—443 69-321 91-321 184-343
for standard dose (ng/mL)?

Expected range of plasma levels at trough 31-225 34-230 31-230 12-137
for standard dose (ng/mL)*

Expected impact of NOACs on routine coagulation tests

PT 1 M () (1)
PTT 101) © 1 1
ACT 101) 1 1 1

T 111 — — —

Steffel et al. EHJ 2018
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Incidence of thromboembolic events (stroke/TIA/systemic embolism)

and major bleeding at 1 year in patients aged <85 and >85 years.

A Sub-Analysis From the PREFER in AF
(PREvention oF Thromboembolic Events—European Registry in Atrial Fibrillation)

4.8
P=0.0006

23

Thromboembeolic events (n. per 100 patients/year)

* P<0.0001 vs <75 yrs 4.8
* P=0.047 vs 75-84 yrs

3

1.8

<85 yrs =85 yrs
Age groups

<75yrs T5-B4yrs 285yrs

Major bleeding events (n. per 100 patients/year)

N

-

P=0.11

<85 yrs 285 vyrs
Age groups

7| * P=0.003 vs <75 yrs

* P=0.98 vs 75.84 yrs

<75yrs 75-84yrs 285yrs

L.ITMA.05.2018.3713

Rates of events according to 3 age strata (<75, 75—84, and =85 years) are also depicted.

G.Patti et al. ] Am Heart Assoc. 2017;6:e005657. DOI:10.1161/JAHA.117.005657



Incidence of thromboembolic events (stroke/TIA/systemic embolism) and major
bleeding at 1 year in patients aged <85 and 285 years receiving OAC or no
OAC (antiplatelet therapy only or no antithrombotic drug).

A Sub-Analysis From the PREFER in AF
(PREvention oF Thromboembolic Events—European Registry in Atrial Fibrillation)

Thromboembolic events (n.per 100 patients/year) Major bleeding events (n.per 100 patients/year)
8 8
6.3
6 6
4.3 4.2 4.0
4 4 34
2.8 2.9
2.3
2 I . | l
0 0
Age <85 yrs Age >85 yrs Age <85 yrs Age >85 yrs
INO OAC .OAC »No OAC = OAC

G.Patti et al. ] Am Heart Assoc. 2017;6:e005657. DOI:10.1161/JAHA.117.005657



Probability of Prescription

Less likely to be prescribed More likely to be prescribed

- —>
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An analysis of computerised medical records from general practitioners in the United Kingdom; areference population.
Gallagher AM, et al. J Thromb Haemost 2008; 6:1500-15086.



Clinical Features Associated with OACs Nonuse on

Discharge After Ischemic Stroke

Not Discharged

Univariate

Multivariable

Variable with OAC, % Odds Ratio (95% Confidence Interval)
Age

<65 17.4 Reference

65-74 33.6 2.40 (1.43-4.03) 3.25 (1.79-5.89)

75-84 37.8 2.88 (1.79-4.65) 3.43 (1.98-5.94)

>85 68.8 10.46 (6.36-17.18) 8.96 (5.01-16.04)
Sex

Male 40.9 Reference

Female 46.8 1.27 (1.03-1.57) 0.79 (0.60-1.05)
Renal impairment

No 41.8 Reference

Yes 51.5 1.48 (1.16-1.90) 1.38 (1.00-1.90)
Diagnosed dementia

No 40.6 Reference

Yes 65.6 2.80 (2.04-3.84) 1.69 (1.12-2.57)
Prior gastrointestinal hemorrhage

No 42.0 Reference

Yes 63.2 2.38 (1.65-3.42) 1.95 (1.25-3.04)
Prior intracranial hemorrhage

No 429 Reference

Yes 72.2 3.45 (1.89-6.33) 3.76 (1.74-8.12)
No OAC at time of admission for ischemic stroke

No 59.6 Reference

Yes 11.6 11.24 (8.21-15.39) 11.25 (7.95-15.92)
Disability at discharge®

No disability 27.2 Reference

Minor 32.2 1.27 (0.76-2.14) 1.39 (0.77-2.51)

Major 49.6 2.64 (1.57-4.42) 2.78 (1.53-5.05)

Severe 82.4 12.55 (6.53-24.11) 12.58 (5.82-27.21)

McGrath et al; JAGS 2016



Patients > /75 years
Stroke or SE

NOAC Control

Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI

Odds Ratio
M-H, Random, 95% CI

1.1 Rivaroxaban

ROCKET-AF, 2011 125 3082 154 3082 28.6%
Subtotal (95% CI) 3,082 3,082 28.6%
Total events 125 154

Heterogeneity: Mot applicable
Test for overall effect: Z=1.77 (P = 0.08)

1.2 Apixaban

ARISTOTLE, 2011 79 2743 109 2752 26.2%
AVERROES, 2011 20 909 66 983 17.2%
Subtotal (95% CI) 3,652 3735 43.4%
Total events 99 175

Heterogeneity: Tau®= 0.30; Chi*=7.75, df=1 (P = 0.005); F=87%
Test for overall effect: Z=1.73 (P = 0.08)

1.3 Dabigatran

RE-LY, 2009 156 4,828 101 2,360 28.0%
Subtotal (95% CI) 4,828 2,360 28.0%
Total events 156 101

Heterogeneity: Not applicable
Test for overall effect: Z=2.24 (P=0.03)

Total (95% CI) 11,562 9,177 100.0%

Total events 380 430

Heterogeneity: Tau*=0.06; Chi*=11.19, df=3{(P=0.01); F=73%
Test for overall effect: Z2=2.87 (P=0.004)

Test for subgroup differences: Chif=1.37. df=2{P=051). F=0%

0.80[0.63,1.02]
0.80 [0.63, 1.02]

0.72 [0.54, 0.97]

0.31[0.19, 0.52]
0.49 [0.22, 1.10]

0.75 [0.58, 0.96]
0.75 [0.58, 0.96]

0.65 [0.48, 0.87]

o

*

o

4

0.01 01
Favors [NOAC]

10 100
Favors [control]

Sardar et al; JAGS 2014



Patients > /75 years

Major or Clinically Relevant Bleeding

NOAC Control Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

1.1 Rivaroxaban
EINSTEIN PE, 2012 58 440 67 401 13.9% 0.76 [0.52,1.11] = §
EINSTEIMN, 2010 19 215 20 223 10.2% 0.98 [0.51, 1.90] =
EINSTEIN-Extension, 2010 Z a8 3 98 4.4% 2.74[0.69,10.93] T
MAGELLAN, 2013 75 1,530 29 1,548 131% 2.70[1.75,4.17] =
ROCKET-AF, 2011 82 3073 124 3077 150% 0.65[0.49, 0.87] oy
Subtotal (95% CI) 5,346 5347 5,6.7% 1.18 [0.64, 2.19] -
Total events 241 243
Heterogeneity: Tau®= 0.39; Chi*= 32.62, df=4 (P < 0.00001), = 88%
Test for overall effect: Z=0.52 (P = 0.60)

1.2 Apixaban
ARISTOTLE, 2011 151 2542 224 2393 158% 0.61 [0.49, 0.76)] -
AVERROES, 2011 26 909 24 983 11.5% 1.18 [0.67, 2.086] -
Subtotal (95% CI) 3.451 3376 27.2% 0.80[0.43, 1.51] i
Total events 177 248
Heterogeneity: Tau*=0.17, Chi*=4.54 df=1 (P=003), F=78%
Test for overall effect: Z=0.68 (P = 0.50)

1.3 Dabigatran
RE-LY, 2009 450 4828 206 2360 16B.1% 1.07 [0.90, 1.28] T
Subtotal (95% CI) 4828 2360 16.1% 1.07 [0.90, 1.28] ]
Total events 450 206
Heterogeneity: Not applicable
Test for overall effect Z=0.82 (P=0.41)
Total (95% CI) 13,625 11,083 100.0% 1.02 [0.73, 1.43] -3
Total events 868 697

i . =2 - . - . s vl ! [E 1 i

Heterogeneity: Tau®*=0.17, Chi*=50.25, df=7 (P < 0.00001), F= 86% 001 o 10 100

Test for overall effect: Z=0.13 (P = 0.89)
Test for subaroup differences: Chi*=0.87, df= 2 (P =0.65), F=0%

Favors [NOAC] Favors [control]

Sardar et al; JAGS 2014



(mini) Agenda

* Terapia antitrombotica nelle Popolazioni particolari ?

— Insuff Renale



Renal Impairment Increases the Risk of Stroke and Bleeding in Patients
with AF

. . . Danish registry? (N=132,372)
) Every third patient with AF (~28% of patients received warfarin)

has CKD?
e Patients with AF and renal 10 :yit'"_"“:_ret”a'd;esse 8,77
impairment are at higher g | R
risk for bleeding and stroke? T 6,44
* Patients with AF and renal %6 -
impairment were more 9}
often undertreated with §4 '
warfarin g -
than those with normal -
renal function? 0

Stroke or thromboembolismBleeding

1. Hart RG et al, Can J Cardiol 2013;23:571-S78; 2. Olesen JB et al, N Engl J Med 2012;367:625-635;
3. Capodanno D et al, Circulation 2012;125:2649-2661




Patients with Chronic Renal Failure
Stroke or SE

*

Cochrane
Library

Study or subgroup DOAC Warfarin Risk Ratio Weight Risk Ratio
M- M-
H.Random,95% HRandom 95%
n/N n/N c c
ARISTOTLE Study 2010 32/1502 40/1515 — 225 % 081 [051,128]
ENGAGE AF-TIMI 48 Study 2013 32/1379 3711361 —— 21.7 % 085[053,1.36]
JFROCKET AF Study 2012 4/141 5/143 28% 081[022,296]
RE-LY Study 2009 4712428 3071126 — T 232 % 073046, 1.14]
ROCKET AF Study 2010 4311474 51/1476 — 29.8 % 084[057,126]
Total (95% CI) 6924 5621 - 100.0 % 0.81 [ 0.65, 1.00 ]
Total events: 158 (DOAC), 163 (Warfarin)
Heterogeneity: Tau? = 0.0; Chi? = 031, df = 4 (P = 0.99); I =0.0%
Test for overall effect: Z = 1.92 (P = 0.055)
Test for subgroup differences: Not applicable
02 05 \ 2 5

Less with DOAC Less with warfarin

Kimaki et al; Cochrane 2017



Patients with Chronic Renal Failure

Major Bleeding

+ N Cochrane
o Library

Study or subgroup DOAC Warfarin Risk Ratio Weight Risk Ratio
HRandom35% HRandom 5%

n/N n/N Cl cl

ARISTOTLE Study 2010 48/1493 9711512 e 228 % 050[0.36,070]

ENGAGE AF-TIMI 48 Study 2013 55/1372 72/1356 —& 226 % 0750054, 1.06]

J-ROCKET AF Study 2012 71141 8/143 - Y 6.5 % 0.89[0.33,238]

RE-LY Study 2009 133/2428 62/1126 —— 249 % 099[0.74, 133]

ROCKET AF Study 2010 66/1474 6911476 —— 232 % 096 0.69, 133]

Total (95% CI) 6908 5613 - 100.0 % 0.79 [ 0.59, 1.04 ]

Total events: 309 (DOAC), 308 (Warfarin)

Heterogeneity: Tau? = 0.06; Chi? = 10.76, df = 4 (P = 0.03); I> =63%
Test for overall effect: Z = 1.68 (P = 0.092)

Test for subgroup differences: Not applicable

0.2 0.5 \ 2 5
Less with DOAC Less with warfarin

Kimaki et al; Cochrane 2017



Pharmacological Characteristics of the NOACs

Xabans DTI
Rivaroxaban Apixaban Edoxaban Dabigatran
Target Factor Xa Thrombin
Prodrug No No No Yes
Oral bioavailability 80-100%* 50% 62% 6.5%

Tmax (h) 2_4 34 1-2 2_6#
Half-life (h) 5-13 12 10-14 12-14
Fixed dosing

(AF indication) od bid od bid

*15-20 mg to be taken with food; *Postoperative period;

1. Dabigatran SmPC; 2. Apixaban SmPC; 3. Rivaroxaban SmPC; 4. Edoxaban SmPC



DOACs and Warfarin Real World Data in AF Patients:
Different impact on adverse renal outcomes

9,769 patients with nonvalvular AF
New users of oral anticoagulants between
10/1/2010-4/30/2016

Dabigatran

. . . 1883 .
Propensity scores and inverse probability Warfarin

treatment weights (IPTW) e 4185

1216

Patients in the four treatment groups
(apixaban, dabigatran, rivaroxaban and
warfarin) were balanced on over 60 baseline
characteristics

Cox proportional hazards regression to
compare treatments

Rivaroxaban

2485

Adapted from Yao X et al. J Am Coll Cardiol 2017;70:2621-2632



DOACs and Warfarin Real World Data in AF Patients:
Different impact on adverse renal outcomes

230% Decline in eGFR
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Adapted from Yao X et al. J Am Coll Cardiol 2017;70:2621-2632



DOACs and Warfarin Real World Data in AF Patients:
Different impact on adverse renal outcomes

Acute Kidney Injury

20~

Dabigatran
s\ arfarin

Apixaban
Rivaroxaban

-
(6)]
1

Cumulative Risk (%)
o
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12
Follow-up time (month)

Adapted from Yao X et al. J Am Coll Cardiol 2017;70:2621-2632



DOACs and Warfarin Real World Data in AF Patients:
Different impact on adverse renal outcomes

Kidney Failure

3 -
Apixaban Dabigatran
. Rivaroxaban Warfarin
Q
- 2 ]
°
m pr—
o
2
S
3
E 1-
&)
0 -
I I I I
6 12 18 24

Follow-up time (month)

Adapted from Yao X et al. J Am Coll Cardiol 2017;70:2621-2632



Take home messages

®Ruolo centrale del Clinico.

# DOACs almeno ugualmente efficaci e sicuri rispetto a
AVK nelle diverse situazioni cliniche.

¢ “Monitoraggio” periodico della terapia anticoagulante
e utile nella maggior parte dei nostri pazienti.



