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Survey SIGG

Lo strumento di stratificazione del rischio di ictus
cardioembolico CHA,DS,-VASC comprende le seguenti variabili:

?

Scompenso cardiaco,
ipertensione arteriosa, eta >75
anni, diabete mellito,
pregresso Ictus/TIA/trombo- | | 64.7%
embolismo, malattia
vascolare, eta 65-74 anni,
genere femminile

Scompenso cardiaco,
ipertensione arteriosa, eta >75
anni, diabete mellito,
pregresso Ictus/TIA/trombo- | | 29.9%
embolismo, malattia
vascolare, eta 65-74 anni,
genere maschile

Scompenso cardiaco,
ipertensione arteriosa, eta >80
anni, diabete mellito,
pregresso Ictus/TIA/trombo- | |_| 5.4%
embolismo, malattia
vascolare, eta 65-74 anni,
genere maschile




Geropharmacology

Moving Beyond Warfarin—Are We Ready?

A Review of the Efficacy and Safety of Novel Anticoagulant Agents Compared to
Warfarin for the Management of Atrial Fibrillation in Older Adults

Ogbonna, J Gerontol N 2013

TABLE 1

CHADS2 VERSUS CHA2DS2-VASC RISK ASSESSMENTS FOR STROKE
IN ATRIAL FIBRILLATION

CHA2D52-VASc

CHADS2 Risk Factor Score Risk Factor Score
Congestive heart failure 1 CHF or left ventricular 1
(CHF) ejection fraction <40%
Hypertension 1 Hypertension 1
Age >75 1 Age >75 2
Diabetes mellitus 1 Diabetes mellitus 1
Stroke or transient 2 Stroke/TIA/ 2
ischemic attack (TIA) thromboembolism

Vascular disease 1

Age 65to 74 1

Female gender 1

Note. Adapted from Lip and Halperin (2010).




@ v . ESC CUIDELINES

2012 focused update of the ESC Guidelines
for the management of atrial fibrillation

An update of the 2010 ESC Guidelines for the management

= -
C of atrial fibrillation
0 I Ce 0 a n I oa u a n Developed with the special contribution of the European Heart
Rhythm Association

Yes

No (i.e. non-valvular AF)
Yes

* The NOAG: offer better efficacy, safety, and convenience com- <65 years and lone AF (including females)
pared with OAC with VKAs. Thus, where an OAC is recom- |

mended, one of the NOACs—either a direct thrombin
inhibitor (dabigatran) or an oral factor Xa inhibitor (e.g. rivarox-
aban, apixaban)—should be considered instead of adjusted-dose

VKA (INR 2-3) for most patients with AF. o 1 >2
* There is insufficient evidence to recommend one NOAC over T T
another, although some patient characteristics, drug compliance
and tolerability, and cost may be important considerations in the I I : :

choice of agent.

2012 No antitljl;ombotic l l : Py

therapy NOACs

Antiplatelet therapy with ASA plus clopidogrel or — less effectively — ASA only, should be considered in patients who
refuse any OAC or cannot tolerate anticoagulation for reasons unrelated to bleeding. If there are contraindications to OAC
or antiplatelet therapy, left atrial appendage occlusion, closure or excision may be considered

Colour CHA,DS,-VASc: green = 0, blue = 1, red =2; line: solid = best option; dashed = alternative option

*Includes rheumatic valvular disease and prosthetic valves; ASA = acetylsalicylic acid; NOAC = novel oral anticoagulant;
VKA = vitamin K antagonist

Camm AJ et al. Eur Heart J doi:10.1093/eurheartj/ehs253



Survey SIGG

Rispetto al warfarin, nello studio RE-LY su pazienti con FANV il ®
dabigatran alla dose di 110 mg bid e risultato, in termini di effetto
protettivo contro I'outcome combinato ictus ischemico + embolia
sistemica:

?

Inferiore - 3.59%
Superiore 18.4%
Uguale 23.4%

Non Inferiore 54.6%




e NEW ENGLAND
JOURNAL of MEDICINE 2) RELY"

ESTARLISHED IN 1M12 SEPTEMBER 17, 2009 VOL. 361 NO, 12

Dabigatran versus Warfarin in Patients with Atrial Fibrillation

The NEW ENGLAND
JOURNAL o MEDICINE

ESYABLISMED IN 1812 SEPTEMBER 8, 2011 YOL, 335 NO, 10

Rivaroxaban versus Warfarin in Nonvalvular Atrial Fibrillation

e NEW ENGLAN D
JOURNAL of MEDICINE T

ESTARLISHED IN 1812 SEPTEMBER 15, 2011 VOL. M3 NO. 1}

Apixaban versus Warfarin in Patients
with Atrial Fibrillation

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE ’ -
En | e AF
neaApge

Edoxaban versus Warfarin in Patients T TIMI 48
with Atrial Fibrillation




Ischemic Stroke + SE

RR 0.91 (95% CI: 0.74-1.11)

p<0.001 (NI)
RR 0.66 (95% CI: 0.53-0.82)
1,8 1 p<0.001 (sup) |
1,5 -
RRR
A%
) 12 - 34%
©
(B)
>
o 0,9 -
o
X
0,6 A
0,3 A
O B T
D110 mg BID D150 mg BID Warfarin
182/6,015 134/6,076 199 /6,022
Connolly SJ., et al. NEJM published online on Aug 30th 2009. Dabigatran etexilate is in clinical development and not licensed for

DOI 10.1056/NEJM0a0905561 clinical use in stroke prevention for patients with atrial fibrillation



Ischemic Stroke

NOAC Warfarin

Ref. No. of events (%/yr) : HR  95% Cl
|
1 Dabi 110 1
159 (1.34) 143 (1.21) — 1.11 0.88-1.39
(ITT) |
. |
1 Dabi 150 44 (0.92) 143 (1.21) : ! 0.76 0.59-0.97
(ITT) :
2 Rivarox. 149 (1.34) 161 (1.42) = 0.94 0.75-1.17
(safetyAT) :
3 Apixaban 162 (0.97) 175 (1.05) = 0.92 0.74-1.13
(ITT) |
| | | I |
0.0 0.5 1.0 15 2.0
NOAC meglio Warfarin meglio

1. Connolly SJ, et al. N Engl J Med. 2009; 361:1139-51
2. Patel MR et al. N Engl J Med. 2011, 365:883-91
3. Granger CB, N Engl J Med 2011;365:981-92

ITT: Intention to Treat — AT: as treated
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Nello studio RE-LY, rispetto al warfarin il dabigatran alle dosi di 110
mg bid e 150 mg bid e risultato associato a un rischio di
sanguinamento intracranico:

?

Superiore | 9.2%
Uguale | 14.9%

Non Inferiore | | 9.9%
Inferiore 66.0%




Hemorrhagic Stroke

NOAC Warfarin

! HR 95% ClI
Ref. No. of events (%lyr) :
1 Dabi 110 14 (0.12) 45 (0.38) : i 0.31 0.17-0.56
(ITT) !
1 Dabi 150 12 (0.10) 45(0.38) ——— : 0.26 0.14-0.49
(ITT) :
5 Rivarox. 29 (0.26) 50 (0.44) | ! 0.59 0.37-0.93
(safetyAT) :
3 Apixaban 40 (0.24) 78 (0.47) i ! 0.51 0.35-0.75
(ITT) !
| | | | |

0.0 0.5 1.0 1.5 2.0

NAO meglio Warfarin meglio

1. Connolly SJ, et al. N Engl J Med. 2009; 361:1139-51
2. Patel MR et al. N Engl J Med. 2011, 365:883-91
3. Granger CB, N Engl J Med 2011;365:981-92

ITT: Intention to Treat — AT: as treated
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In pazienti di eta superiore ai 75 anni il dosaggio di dabigatran di
150 mg bid comporta, rispetto al warfarin, un rischio emorragico
globale:

?

Uguale | 31.0%
Inferiore 33.3%

Non Inferiore 9.3%
Superiore ! 26.4%




RE-LY: Observed rates of major bleeding and extracranial bleeding were
significantly higher in subjects 2 75 years compared to younger subjects

Rates of stroke, major bleeding, ICH and extracranial bleeding with Dabigatran 110 and 150 mg BD vs. warfarin
in patients aged < 75 (n=10,865) and = 75 (n=7258) years

. . Interaction Interaction
Dabigatran  Dabigatran . X pval . X Pval
110 BD 150 BD Warfarin Dabigatran 110 vs. warfarin value Dabigatran 150 vs. warfarin value
Stroke/SE 0.81 0.81
Age <75 1.32 0.90 1.43 i
o —
Age 275 1.89 1.43 2.14
ge ——t—
Major Bleeding
—l—
Age <75 1.89 2.12 3.04 =
Age 275 4.43 5.10 4.37 —— -
ICH 0.28 0.91
Age <75 0.14 0.26 0.61 - =
Age 275 0.37 0.41 1.00 i =
Extracranial Bleeding <0.000
Age <75 1.76 1.91 2.44 —— ——
Age 275 4.10 4.68 3.44 ! —_——
0,0625 0,125 0,25 0,5 1 2 0,25 0,5 1 2

<«

Dabigatran Better Warfarin Better

1. Adapted from Eikelboom JW et al. Circulation 2011;123:2363-2372.

Dabigatran Better

Warfarin Better






The NEW ENGLAND JOURNAL of MEDICINE Drug-safety investigation, focused on
the occurrence of bleeding, promoted

March 13, 2013. by Food and Drug Administration (FDA)
over the period October 19, 2010 to
December 31, 2011. MiniSentinel

Intracranial and Gastrointestinal Bleeding Events in New Users of Dabigatran and Warfarin from the Mini-Sentinel Distributed

Database, October 2010 through December 2011.*

Analysis Dabigatran Warfarin
No. of No. of No. of No. of
Patients Events Incidence Patients Events Incidence
no. of events/ no. of events/
100,000 days at risk 100,000 days at risk

Gastrointestinal hemorrhage

Analysis with required diagnosis of 10,599 16 1.6 43 541 160 3.5

atrial fibrillation
Sensitivity analysis without required 12,195 19 1.6 119,940 338 3.1

diagnosis of atrial fibrillation

Intracranial hemorrhage

Analysis with required diagnosis of 10,587 8 0.8 43,594 109 2.4
atrial fibrillation
Sensitivity analysis without required 12,182 10 0.9 120,020 204 1.9

diagnosis of atrial fibrillation




FDA Pl riniae - Drug Safety Communications

FDA Drug Safety Communication: FDA study of Medicare patients finds risks lower for stroke
and death but higher for gastrointestinal bleeding with Pradaxa (dabigatran) compared to
warfarin

13 Maggio 2014

Data Summary

FDA completed an observational cohort study of Medicare beneficiaries that compared Pradaxa
(dabigatran) and warfarin for rates of ischemic stroke, intracranial hemorrhage, major
gastrointestinal (Gl) bleeding, myocardial infarction (MI), and death. The study included new
users of Pradaxa and warfarin who had received a diagnosis of atrial fibrillation (AF) in the 6
months prior to the first dispensing of medication. The study included more than 134,000
patients and 37,500 person-years of follow-up. Administrative and insurance claims data were
used to identify patient outcomes.




FOA Piisimoneinnan —Drug Safety Communications

FDA Drug Safety Communication: FDA study of Medicare patients finds risks lower for stroke

and death but higher for gastrointestinal bleeding with Pradaxa (dabigatran) compared to
warfarin

Incidence rate Adjusted hazard ratio
per 1,000 person-years (95% CI)
Pradaxa Warfarin
(dabigatran)
Ischemic stroke 1.3 13.9 0.80 (0.67-0.96)
Intracranial hemorrhage 3.3 9.6 0.34 (0.26-0.46)
Major GI bleeding 34.2 26.5 1.28 (1.14-1.44)

Acute MI 15.7 16.9 0.92 (0.78-1.08)
Mortality 32.6 37.8 0.86 (0.77-0.96)

Possibile causa del'laumento dei sanguinamenti gastrici potrebbe essere il
fatto che in USA I'uso del 110 mg non é registrato e la popolazione di
pazienti studiata e pit1 anziana rispetto al MiniSentinel.
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JOUNNAL OF HEART ARSOCIATION ASSOCiaticno

Cardiovascular, Bleeding, and Mortality Risks in Elderly Medicare Patients Treated with
Dabigatran or Warfarin for Non-Valvular Atrial Fibrillation
David J. Graham, Marsha E. Reichman, Michael Wernecke, Rongme1 Zhang, Mary Ross Southworth,
Mark Levenson. Ting-Chang Sheu. Katrina Mott. Margie R. Goulding, Monika Houstoun, Thomas E.
MaCurdy, Chris Worrall and Jeffrey A. Kelman

New-user cohorts of PSM elderly patients enrolled in Medicare
(Oct. 2010 — Dec. 2012) n=134,314

Table 1. Sociodemographic factors, medical conditions, and medication use at baseline in
propensity score matched Medicare beneficiaries initiating dabigatran or warfarin for atrial
fibrillation from 2010-2012. Additional factors included in the propensity score model are
shown in the Supplemental Material.

Dabigatran Warfarin
Characteristic (%: n=67,207) (%: n=67.207)
Age-group
65-74 42 41
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JOURNAL OF THE AMETICAN HEART ARSOCIATION ASSOCiationo

Cardiovascular, Bleeding, and Mortality Risks in Elderly Medicare Patients Treated with
Dabigatran or Warfarin for Non-Valvular Atrial Fibrillation
David J. Graham, Marsha E. Reichman, Michael Wernecke, Rongme1 Zhang, Mary Ross Southworth,
Mark Levenson. Ting-Chang Sheu. Katrina Mott. Margie R. Goulding, Monika Houstoun, Thomas E.
MaCurdy, Chris Worrall and Jeffrey A. Kelman

Table 2. Outcome event counts, incidence rates, and adjusted hazard ratios with 95% confidence intervals comparing propensity score
matched new user cohorts of dabigatran and warfarin treated for non-valvular atrial fibrillation. Warfarin served as the reference

group.

No. events Incidence rate Adjusted hazard ratio  P-value
per 1000 person-years (95% CI)
Dabigatran ~ Warfarin  Dabigatran  Warfarin
Primary outcomes
Ischemic stroke 205 270 113 130 0.80 (0.67-0.96) 0.02
Major hemorrhage 777 851 42.7 439 0.97 (0.88-1.07) 0.50
Gastrointestinal 623 513 342 26.5 1.28 (1.14-1.44) < 0.001
Intracranial 60 186 3.3 9.6 0.34 (0.26-0.46) <0.001
Intracerebral 4 142 24 7.3 0.33 (0.24-0.47) < 0.001
Acute myocardial infarction 285 327 15.7 16.9 0.92 (0.78-1.08) 0.29
Secondary outcomes
All hospitalized bleeds 1079 1139 59.3 58.8 1.00 (0.92-1.09) 0.97
Mortality. 603 744 32.6 37.8 0.86 (0.77-0.96) 0.006

" For 1,064 deaths not preceded by a primary study outcome, the adjusted hazard ratio (95% CI) was 0.89 (0.79-1.00), p=0.051, while for 283 deaths occurnng
within 30 days after a pnumary outcome, the adjusted hazard rano (95% CI) was 0.77 (0.61-0.98), p=0.03.



‘ Safety and Effectiveness of Dabigatran and Warfarin in Routine Care of Patients with Atrial Fibrillation

| John D Seeger*, Dorothee B Bartels2*, Krista Huybrechts?, Katsiaryna Bykov %, Dalia Shash?, Kristina Zint 2, Sebastian Schneeweiss !

! Division of Pharmacoepidemiology and Pharmacoeconomics, Brigham and Women's Hospital, Harvard Medical School, Boston; ?Corp. Dept. Global Epidemiology,
Boehringer ingelheim, GmbH, Ingelheim, Germany; ? Hannover Medical School, Inst. for Epidemiology, Social Medicine and Health Systems Research, Hannover, Germany

- . 2 large US health insurance databases
ObJeCt'Ves From Oct 2010 to Dec 2012

= To study the safety and effectiveness of dabigatran compared to warfarin in a sequential long-term study
program in patients with non-valvular atrial fibrillation in routine care

Incidence Rates and Hazard Ratios for Study Outcomes in the PS-Matched Population*

Dabigatran Warfarin

. Events | ;:/P b 95% CI Events | ‘;:/PY 95% CI - M
Primary Outcomes:
Stroke 62 0.77 0.60 - 0.98 69 1.07 0.84-1.35 0.77 0.54-1.09
Major hemorrhage 354 4.42 3.97-4.89 395 6.17 5.59 - 6.80 0.75 0.65-0.87
Secondary Outcomes:
Stroke or systemic embolism 83 1.03 0.83 -1.27 82 1:27 1.02 -1.57 0.87 0.64-1.19 23% St ro ke rate
Systemic embolism 22 0.27 0.18-0.41 13 0.2 0.11-0.33 1.51 0.76 -3.00 .
Ischemic stroke 56 0.69 0.53-0.90 52 081 | 061-1.05 | 092 | 0.62-1.35 reduction
Hemorrhagic stroke 6 0.07 0.03-0.15 17 0.26 0.16-0.41 0.31 0.12-0.82 . .
Stroke uncertain classification 0 0 0.00 - 0.03 0 0 0.00- 0.04 25% reduction in
TIA 19 0.24 0.15-0.36 28 0.43 0.29-0.62 0.57 0.32-1.03 .
MI 44 0.55 0.40-0.73 40 062 | 045-0.84 | 0.89 | 0.57-1.38 the rate of major
VTE 68 0.84 0.66 - 1.06 84 1.3 1.05-1.61 0.73 0.53-1.01
DVT 47 0.58 0.43-0.77 61 0.95 0.73-1.21 0.70 0.48 - 1.03 hemorrha ge
Pulmonary embolism 29 0.36 0.25-0.51 31 0.48 0.33 -0.67 0.84 0.50-1.40
Major intracranial bleeding 17 0.21 0.13-0.33 48 0.74 0.55 - 0.98 0.31 0.17-0.54
Major extracranial bleeding 338 4.21 3.78 -4.68 352 5.5 4.95-6.10 0.81 0.69 - 0.94
Major Gl bleeding 213 2.65 2.31-3.02 183 2.85 2.46-3.28 0.97 0.79-1.18
Major upper Gl bleed 37 0.46 0.33-0.62 60 0.93 0.72-1.19 0.51 0.34-0.77
Major lower Gl bleed 204 2.54 2.21-2.90 170 2.64 2.27 - 3.06 1.00 0.82-1.23
Major urogenital bleeding 3 4 0.01 0.00 - 0.06 1 0.02 0.00 - 0.07 0.91 0.06 - 14.60
Other major bleed 195 2.42 2.10-2.78 238 3.71 3.26-4.20 0.69 0.57-0.84
*Based on as-treated analyses. Hazard ratios for the pa b ig and warfarin were estimated in each database using Cox proportional hazards regression model. These results were pooled
across the Marketscan and the UnitedHealth databases
IR incidence rate; py person-years; O confidence interval; HR hazard ratio; TIA transient ischemic attack; MI myocardsal infarction; VTE venous thromboembolism; DVT deep venous is; Gl ga

Presented at the American Heart Association Scientific Sessions 2014; November 15-19, 2014; Chicago,




A Comparison of the Safety and Effectiveness of Dabigatran and Warfarin in Nonvalvular Atrial
5 Netionat wiitary Fibrillation Patients Enrolled in a Large Healthcare System —
Medical Center Todd C. Villines, MD'; Janet Schnee, MD?; Kathy Fraeman, SM*; Kimberly Siu, MD, MPH?; Matthew W. Roynolds PhD*; Jenna Colllns, MPH?; Eric Schwartzman, MD*
3 'Cardiology Service, Waler Reed National Mlitary Medio M Center, Uniformed Services University of the Health NOD, 8 . R CT, "Evidera, L MA,

and Vascular Center. Naval Medical CMM Portumouth, FMM VA

OBJECTIVE

o To evaluate the safety and effectiveness of dabigatran versus warfann for
stroke risk reduction in patients with NVAF in routine clinical care using the
US Department of Defense (DoD) Military Health System database.

Department of Defense Military
Health System database.
From October 1, 2009 to July
31, 2013

Figure 3: Adjusted HRs?* (95% Cls) for Primary and Secondary

Outcomes: Dabigatran vs Warfarin

HR (95% Cl)  p-Value

Stroke ——- 0.73(0.55-097) 0032

Ischemic stroke — 084(062-113) 025
Hemorhagic stroke - 032(0.14-0.73) 00071
Major bleeding — 087 (0.74-102) 0094
Major intracranial bieeding —— 049(030-079) 00036

Major extracranial bieeding 094(079-112) 05

Major GI bleeding —— 1.13(0.94-1.37) 02
Major upper Gl bieeding — 077(053-1.11) 017
Major lower GI bieeding —— 130(104-162) 0021
Major urogenital bieeding  ~——a— 0.36 (0.18-0.74)  0.0056
Major other bieeding — 0.38 (0.22-066) 00005
TIA —_—— 081(053-123) 033

M —— 065(045-095) 0024

VTE melts 074(036-152) 041

DvT - 050(0.18-138) 0.18

PE 1.14 (0.40-3.30) 081
Death —-— 0.64 (0.55-0.74) <0.0001

01 05 10 30 40 50 100
Adjusted HR
Favors Dabigatran Favors Warfarin

*HRs (Cox proportional hazards model) were adjusted for confoundars that remamned significant after propensty score matching Note
that foliowing propensity score maftching. the crude (unadjusted) and adjusted HRs for primary and secondary outcomes were aimost all

identcal. Thus, only adjusted HRs are shown

Presented at the American Heart Association Scientific Sessions 2014; November 15-19, 2014; Chicago,,
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Cardiovascular, Bleeding, and Mortality Risks in Elderly Medicare Patients Treated with ~ 1 3 4 OOO pt
Dabigatran or Warfarin for Non-Valvular Atrial Fibrillation ’
David J. Graham, Marsha E. Reichman, Michael Wernecke. Rongmei Zhang. Mary Ross Southworth,
Mark Levenson, Ting-Chang Sheu, Katrina Mott, Margie R, Goulding, Monika Houstoun, Thomas E,
l\%n( ‘urdy, Chris Worrall and Jeffrey A. Kelman

Cireulation. published online October 30, 2014

Safety and Effectiveness of Dabigatran and Warfarin in Routine Care of Patients with Atrial Fibrillation

John D Seeger, Dorathee B Bartels2*, Krista Huybrechts*, Katsiaryna Bykov®, Dalia Shash?, Kristina Zint 2, Sebastian Schneeweiss !

! Division of Pharmacoepidemiology and Pharmacoeconomics, Brigham and Women's Hospital, Harvard Medical School, Boston; *Corp. Dept. Global Epidemiology, ~ 3 8 P O O O pt
Boehringer Ingelheim, GmbH, Ingelheim, Germany; * Hannover Medical School, Inst. for Epidemiology, Social Medicine and Health Systems Research, Hannover, Germany

i oterReed A Comparison of the Safety and Effectiveness of Dabigatran and Warfarin in Nonvalvular Atrial
Fibrillation Patients Enrolled in a Large Healthcare System
3 e ~25,000 pt

Todd C. Villines, MD'; Janet Schnee, MD’; Kathy Fraeman, SM'; Kimberly Siu, MD, MPH?; Matthew W. Reynolds, PhD’; Jenna Collins, MPH’; Eric Schwartzman, MD*

“Cardhotogy Serviee Woler Newd Mationsl Minary Wodic sl Conter Unfarmed Sorvines Univeriity of B Hooth Somnces Dethosds UMD 'Boeke mger ngedomm Pharmacevtinsn be  Natgehedd CT W oiders Losmghon MA-
Weoart and Varculsr Conter Maval Mediesl Comter Partimenth Portumauh VA

Over 190,000 pt



Agug Clin Exp Res
DOI 10 1007540520.014-0243.x

SHORT COMMUNICATION

Psychological effects of treatment with new oral anticoagulants

in elderly patients with atrial fibrillation: a preliminary report

Stefano Fumagalli + Francesca Cardini * Anna 1. Roberts « Serena Boni +
Debbie Gabbai - Silvia Calvani - Marta Casalone Rinaldi - Stefania Manetti -
Francesca Tarantini * Niccolo Marchionni

* 30 patients on warfarin (15)
or dabigatran (15)

* Age and sex matched

* Mean age 81 + 9 years

50 - P<0.001 P=0.013
m Warfarin
20 ONOA
40
16
g P P=0.001
‘5 12 131
Q
D 2 -
8
16,3
0 ~ T ) 0 —
Burdens Benefits
Anti-Clot Treatment Scale Perceived Stress Scale

Aging Clin Exp Res. 2014 Jun 1. PMID: 24880697
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In pazienti con filtrato glomerulare di 30-49 ml/min il dabigatran
dovrebbe essere prescritto alla dose di:

150 mg bid | || 7.0%
110 mg bid | | 58.9%
75mg bid | | 24.8%

E assolutamente controindicato | 9.3%




Prevalence of Chronic Kidney Disease
in the United States

Josef Coresh, MD. PhD Context The prevalence and incidence of kidney failure treated by dialysis and trans-
Elizabeth Selvin, PhD. MPH plantation in the United States have increased from 1988 to 2004. Whether there have
LedlevA Stevens. MD. MS been changes in the prevalence of earlier stages of chronic kidney disease (CKD) during

this period is uncertain.
Jane Manzi, PhD ; : .
Objective To update the estimated prevalence of CKD in the United States.

: U Kicok P
John “ wiisek, ) Design, Setting, and Participants Cross-sectional analysis of the most recent Na-
Paul Eggers, PhD tional Health and Nutrition Examination Surveys (NHANES 1988-1994 and NHANES
Frederick Van Lente. PhD 1999-2004), a nationally representative sample of noninstitutionalized adults aged 20
years or older in 1988-1994 (n=15 488) and 1999-2004 (n=13 233).

Main Outcome Measures Chronic kidney disease prevalence was determined based

Andrew S. L«-vv)’, MD

Figure 2. Prevalence of Chronic Kidney Disease (CKD) Stages by Age Group in NHANES 1988-1994 and 1999-2004

Cwverall CKD Stages 1 and 2 CKD Stage 3 CKD Stage 4
50+ - . .
a5 Survey years
[]1988-1994
40 | W 1999-2004 o 1 7 7
35+ . . .
=
g 301 . . .
[ ] _
& 25 . . .
o
$ 20 . . .
% 45 . - -
10 - . .
“om [ ' mn '
0 |_|. |_|- |_| . ___—_EI. 2 a —— |_|-
20-39 40-59 6088 =70 20-39 4058 6068 =70 20-39 4050 8088 =70 20-39 40-58 8068 =70
Age Group, ¥ Age Group, v Age Group, ¥ Age Group, ¥

MHANES indicates National Health and Nutrition Examination Surveys.
8There were no cases in 1988-1994.

JAMA, November 7, 2007—Vol 298, No. 17



Profilo farmacinetico dei NOACs

Dabigatran Rivaroxaban Apixaban
Meccanismo d’azione DTI Fxa FXa
Via di somministrazione Orale Orale Orale
Biodisponibilita orale 6.5% 80 % 50 %
Peso Molecolare (Da) 628 (pro-farmaco) 436 460

Ki (nmol/L) 4,5 0,4 0,08
vd (1) 60-70 ~50 21
Legame proteico 35 >90 87
Pro-farmaco Si No No
Interferenze cibo No No No
Assunzione con il cibo Non raccomandata

Raccomandata (Assorb.+39%)

Non raccomandata

Assorbimento con H2B/PPI

Riduzione 12-30 %

Nessun effetto

Nessun effetto

Clearance

Non renale 20 %
Renale 80 %

Non renale 33%
Renale 66% (33%)

Non renale 73%
Renale 27%

Schema di somministrazione

QD (TEVp)

QD (TEVp, TEVt, FA)

BID (TEVt, FA) BID (SCA) BID
Tempo di emivita medioT1/2 14-17 h 171_1113:(('2 r(::i:\?\ii)) ~12h
Tmax 0.5-2h 2-4h 3h
Metabolismo CYP No 30% CYP 3A4 —2J2 15% CYP 3A4
Trasporto P-gp dip. Si Si Si
Dabigatran SmPC accessed Feb 2014. Rivaroxaban SmPC accessed Feb 2014. Apixaban SmPC accessed Feb 2014.

Pharmacotherapy 2011; 31 (12): 1175-1191

British Journal of Pharmacology 2012; 165: 363-372; Europace (2013) 15, 625-651




NOACs in patients with renal impairment:

EU labels

Patient population

Dosing recommendations according to EU label

Mild renal impairment
(CrCl 50-=80 mlL/min)

Moderate renal impairment
(CrCl 30-50 mL/min)

Severe renal impairment
(CrCl 15-29 mL/min)

Dabigatran 150 mg BID
Rivaroxaban 20 mg OD
Apixaban 5 mg BID

Dabigatran 150 mg BID (110 mg BID should be
considered in patients at high bleeding risk)

Rivaroxaban 15 mg OD

Apixaban 5 mg BID

Dabigatran contraindicated
Rivaroxaban 15 mg OD
Apixaban 2.5 mg BID

Rivaroxaban and apixaban not recommended in patients with CrCl <15

mL/min

BID = twice daily; EU = European Union; OD = once daily

} Pradaxa®: EU SmPC, 2012; Xarelto: EU SmPC, 2012; Eliquis: EU SmPC, 2012

Feb 2013



CHEST A Novel User-Friendly Score (HAS-BLED)
f To Assess 1-Year Risk of Major Bleeding
Pisters R, CHEST 2010 In Patients With Atrial Fibrillation

The Euro Heart Survey

Bleeding Risk Assessment in AF: HAS-BLED Bleeding Risk Score

Letter Clinical Characteristic Points
H Hypertension 1
A Abnormal Renal|/ Liver Function 1
S Stroke 2
B Bleeding 1
L Labile INRs 2
E Elderly 1
D Drugs / Alcohol 1

Maximum score = 9; Hypertension — Sap >160 mmHg; Drugs — antiplatelets agents or
NSAIDS; elderly — age >65 years

Score > 3 — High risk patient: Caution and regular review following the initiation of
antithrombotic therapy (OAC & ASA)



2012 ESC guidelines update: patients with moderate
renal impairment (CrCl 30—-49 mL/min)

Recommendation Class Level

When dabigatran is prescribed, a dose of 150 mg BID should be
considered for most patients in preference to 110 mg BID, with the
latter dose recommended in:
- elderly patients, age =80 years ITa
« concomitant use of interacting drugs (e.g. verapamil)
» high bleeding risk (HAS-BLED score >3)
- moderate renal impairment (CrCl 30—49 mL/min)

Where rivaroxaban is being considered, a dose of 20 mg o.d.
should be considered for most patients in preference to 15 mg

0D, with the latter dose recommended in: IlIa
e high bleeding risk (HAS-BLED score >3)

» moderate renal impairment (CrCl 30-49 mL/min)

_____ BID_=_twice_daily; CrCl_= creatinine clearance; ESC_=_European Society_of _Cardielogy; OD_=once _daily _______________________
D Camm AJ et al. Eur Heart J 2012;33:2719-47

Feb 2013
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Nei pazienti a rischio emorragico elevato (HAS-BLED >3), rispetto a

warfarin il beneficio clinico netto di dabigatran alla dose di 110 mg
bid e:

?

Simile 22.5%

Non Inferiore 29.5%
Inferiore J 5.4%
Superiore 42.6%




Net clinical benefit of new oral anticoagulants (dabigatran,
rivaroxaban, apixaban) versus no treatment in a ‘real world’ atrial
fibrillation population: A modelling analysis based on a nationwide
cohort study

Amitava Banerjee'; Deirdre A. Lane'; Christian Torp-Pedersen?; Gregory Y. H. Lip'
'University of Birmingham Centre for Cardiovascular Scences, City Hospital, Birmingham, UK; ?Department of Cardiology, Copenhagen University Hospital Gentofte, Denmark

CHA,DS,-VASc and HAS-BLED 23

CHA,DS,-VASc = 1
Warfarin } -

@

D110
D150 | L

Rivaroxaban } L 1
Aplixaban H—

CHA,DS,-VASc = 2.9
Warfarin .

D110 }—0—{
D150 - e

Apixaban -f-{

1.0 0 1.0 2.0 3.0
B Q Net clinical benefit favours drug

Thromb Hemost 2012
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in caso di indicazione a intervento chirurgico urgente o "non
differibile" in corso di trattamento con dabigatran e opportuno:

?

Interrompere dabigatran e
somministrare concentrati del
complesso protrombinico (PCC) | [ | 23.8%
alla posologia di 25-50 U/kg

Interrompere dabigatran,
somministrare concentrati del
complesso protrombinico (PCC)
alla posologia di 25-50 U/kg e | 39.3%
carbone attivo se ultima
assunzione di dabigatran é stata
a meno di due ore prima

Interrompere dabigatran e
somministrare plasma fresco |

12.3%

Interrompere dabigatran e
stabilizzare I'emodinamica | | 24.6%




Peri-procedural outcomes subgroup analysis:
background

© Aim:
— To assess outcomes in patients undergoing surgery/invasive
procedure during RE-LY®

© Approach:
— Bleeding and thromboembolic events assessed
— Primary analysis limited to the first surgery/procedure per patient
— Peri-procedural period: 7 days before to day 30 post-procedure

© 4591 patients included in the subanalysis

— Even distribution of patients and surgery types across treatment
arms

— Common surgeries/procedures included dental, pacemaker/ICD,
cataract removal (all ~10%)

ICD = implantable cardioverter defibrillator;
Healey JS et al. Circulation 2012 doi:10.1161/CIRCULATIONAHA.111.090464

Disclaimer: Dabigatran etexilate is now approved for clinical use in stroke prevention in atrial fibrillation in certain countries.
Please check local prescribing information for further details April 2012



Peri-procedural outcomes subgroup analysis:
major bleeding by timing of anticoagulation interruption

© Significantly lower rate of bleeding with dabigatran (both doses) for patients
undergoing surgery within 48 hours of anticoagulation interruption

% patients (n/N) D110 vs warfarin D150 vs warfarin
. RR P RR
D110 D150 Warfarin (95% CI) value (95% CI) P value
<24 hrs 2.8 6.8 15.4 0.18 <0.001 0.44 0.027
(5/180) (13/192) (12/78) (0.07-0.50) (0.21-0.92)
24-48 hrs 3.2 3.3 9.0 0.35 0.01 0.36 0.01
(16/505) (17/520) (8/89) (0.16—-0.80) (0.16—0.82)
48-72 hrs 4.5 4.5 5.7 0.79 0.60 0.79 0.60
(14/310) (14/309)  (7/122)  (0.33-1.90) (0.33-1.91)
>72 hrs 4.7 6.2 3.6 1.28 0.34 1.70 0.02
(21/451) (29/468)  (45/1237)  (0.77-2.12) (1.08-2.68)
P-Trend 0.002 0.001

D110 = dabigatran 110 mg twice daily; D150 = dabigatran 150 mg twice daily; RR = relative risk
Healey JS et al. Circulation 2012 doi:10.1161/CIRCULATIONAHA.111.090464

Disclaimer: Dabigatran etexilate is now approved for clinical use in stroke prevention in atrial fibrillation in certain countries.
Please check local prescribing information for further details April 2012



Peri-procedural outcomes subgroup analysis:

major bleeding by type of surgery

© Similar risk of bleeding within each surgery type; no significant
interaction between surgery type and treatment

% patients (n/N) D110 vs warfarin D150 vs warfarin
D110 D150 Warfarin RR P value RR P value

(95% CI) (95% CI)

Urgent surgery 17.8 17.7 21.6 0.82 0.47 0.82 0.43
(19/107) (25/141) (24/111) (0.48-1.41) (0.50-1.35)

Elective 2.8 3.8 3.3 0.83 0.38 1.14 0.51
surgery (38/1380) (53/1405) (48/1447)  (0.55-1.26) (0.77-1.67)

P (interaction) 0.90 0.31

Major surgery 6.1 6.5 7.8 0.78 0.30 0.82 0.40
(29/473) (33/511) (39/498) (0.49-1.24) (0.53-1.29)

Minor surgery 1.9 3.2 1.8 (8/436) 1.03 0.96 1.75 0.19
(8/424) (14/435) (0.39-2.71) (0.74-4.14)

P (interaction) 0.61 0.13

D110 = dabigatran 110 mg twice daily; D150 = dabigatran 150 mg twice daily; RR = relative risk

Healey JS et al. Circulation 2012 doi:10.1161/CIRCULATIONAHA.111.090464

Disclaimer: Dabigatran etexilate is now approved for clinical use in stroke prevention in atrial fibrillation in certain countries.
Please check local prescribing information for further details
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In caso di sanguinamenti minori in corso di trattamento con
dabigatran e opportuno:

?

Stop temporaneo dabigatran e
osservazione clinica

| 62.3

Stop temporaneo dabigatran,
acido tranexamico per os o e.v. (+
carbone attivo se ultima dose |
dabigatran meno di 2 ore prima)

12.1%

Stop temporaneo dabigatran;
acido tranexamico per os o e.v. o

. . 7.4%

solo se ultima dose meno di 2 ore

prima

Stop temporaneo dabigatran;
acido tranexamico per os o e.v. e " 1.6%
complesso protrombinico (PCC)
25-50 U/kg

Stop dablgatran' e stal?lllzzc!re 15.6%
I'emodinamica




Paziente in terapia con dabigatran:
algoritmo di gestione dei sanguinamenti
- Revisione critica della lefteratura -

® Documentare quando @ stata assunta I'ultima dose di dabigatran %' - ritardare/interrompere il farmaco '°
e Considerare la somministrazione di carbone attivo per os se I'ultima dose dabigatran é stata assunta < 2 ore '''?

ESAMI/TEST DA ESEGUIRE

® Funzionalita renale (Clearance della creatinina) !

® dIT (Tempo di

Trombina diluito) aftivitd anticoagulante assente ™ attivitd anticoagulante assente
test quantitativo
(es. Hemoclof®)

aPTT dIT' aumentato: aPTT ratio > 2 al tempo di valle*:
test qualitativo,

se non disponibile attivitd anticoagulante presente,
il ATT aumentato rischio di sanguinamento
se dTT > 200 ng/mi al tempo di valle* ¢

attivita anticoagulante presente,
aumentato rischio di sanguinamento
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® Emocromo completo '

MISURE DI RIPRISTINO DELLA COAGULAZIONE

® Accesso venoso ed eventuale somministrazione di liquidi '*'"
® |dentificare/trattare la sede del sanguinamento (considerare il ricorso alla compressione meccanica) '?

Bibliografia 1. Haidbuchel H et &l Europace 2013,15:625-651; 2, Alkhan R, et al. Emerg Med J 2013,0:1-6.00010.1136/emenmed-2012-201976, 3. Van Ryn J et al. Thromb Haemost 2010,103:1116-27; 4, Guidelines for
managament of biseding with dabgatran, préparad by PHARMALC. hip:/Awww pharmac. govtn2/201 106/ 1 ¥ Datgatran % 200eeding Se20management pdf. 5, Pradaxa, Riassunto oelle Caratiersticha di Prodatto; 6, Hebert PC &t
al. N Engl J Mad 1999,340:409-17; 7, Schudman S et al J Thromb Haemost 2005.3(45.692-4; 8, Stangier J ot of, Clin Phammacokingt 2010,49.250-68
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MISURE CLINICHE DI CARATTERE SPECIFICO in rapporto al quadro clinico:

e Valutare/mantenere un'adeguata pressione arteriosa (e diuresi) *'%'"
e Oftimizzare I'ossigenazione in rapporto al quadro clinico "
¢ |dentificare/trattare la sede del sanguinamento (endoscopia
operativa; angiografia interventistica)
e Valutare I'emotrasfusione se il valore dell'Hb & < 7 g/dI'*
e Valutare la trasfusione di piastrine (se le piastrine sono < 50 - 70 x 10°/)) &0

Sanguinamento Sanguinamento Sanguinamento
LIEVE MAGGIORE" '* PERICOLOSO PER LA VITA

¢ Considerare I'acldo tranexamico ' * Applicare tutte le misure precedenti ® Applicare tutte le misure precedenti
- orale: 25 mg/kg + +
- bolo ev: 10 mg/kg ¢ Somministrare acido franexamico '3 ¢ Somministrare PCC "

* Valutare la ripresa del frattamento boloev: 19
+/- Infusione: 1 mg/kg/ora

con dabigatran’ ’ : :
, i <+ in caso di inefficacia
¢ Riconsiderare |la terapla ® Considerare PCC

farmacologica associata e Considerare FEIBA (aPCC) 50 IE/kg, fino
' a un massimo di 200 IE/kg/die
¢ Interrompere dabigatran (oppure FVila 90-120 microgrammi/kg) "
¢ Considerare I'EMODIALISI se
realizzabile 810121
\ L J

L8 informatziont contenute non sostiusonnd quanto ripodato nel Rassunto delie Caratiatistiche dal Prodotto (RCP) di PRADAXA". Fare anche rifenmento a BCP galle ferapie di supporto manzionats

* DEFINIZIONE DI SANGUINAMENTO MAGGIORE SECONDO L'INTERNATIONAL SOCIETY ON THROMBOSIS AND HAEMOSTASIS '*

Come principio generale, la definzione di sanguinamento moggiore deve basarsl su criteri oggetiivi e | saenguinamenti maggiorn sono quelll fatall, ¢che mettono a nschio o

vita, causano sequéele croniche e un consumo di risoese sanitaria maaglorl. Partanto, il *Control of Anticooguiation Subcommittee” raccomanda | sequenti criter per definite

Il sanguinamento maggicre non n situczion| chirurgiche,

1. sanguinamento fofale 8/o

2. sanguinameanto sinfomatico in un’amea od organo critico per es. sanguinamento infracranico, intraspinale, introoculare, retroperitonaale, intrarticolare o paricardico o
infromuscokare con sindrome del compartimento e/o

3. sanguinamento che cousa una riduzione dei ivelli di emogiobina =20 g/L (1,24 mmol/L o richieda trastusione di due o piu unita di sangue intero o di globui rossi

Bibliografia 1. Heidbuched H et al. Europace 2013,15:625-651; 2. Alikhan R, et al. Emerg Med J 2013,0:1-6.00¢10.1136/ememed-2012-201976, 3. Van Ryn J et al. Thromb Haemost 2010.103:1116-27; 4, Guidelines for
managament of biseding wih datgatran, préparad by PHARMAL. htip:/Avww phirmac. govt.nz/201 106/ 1 Y Datagatran e 200eding%e20management pdf. 5, Pradaxa, Riassunto delle Carahiensticha di Prodatto; 6, Hebert PC &t
al. N Engl J Mad 1999,340:409-17; 7, Schudman S et al J Thromb Haemost 2006:3(4).692-4; 8, Stangier J ot o, Clin Pharmacokinet 2010,49:259-68



STATE-OF-THE-ART PAPER

Age as a Risk Factor for
Stroke in Atrial Fibrillation Patients

[mplications for Thromboprophylaxis 2 0 1 0

Ricarda Marinigh, MD,*} Gregory Y. H. Lip, MD,* Nicola Fiotti, PHD ¥ Carlo Giansante, PHD ¥
Deirdre A. Lane, PHD*

Birmingham, United Kingdom; and Trieste, Italy

Conclusions

1. Physicians may be apprehensive about prescribing OAC
to elderly patients, given concerns about a higher risk of
hemorrhage.

2. However, age alone should not prevent prescription of
OAC in elderly patients, given the potential greater net
clinical benefit among such patients.

3. Appropriate stroke and bleeding risk stratification and
choice of antithrombotic therapy are essential.

2014: NOACs preferable!!



