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e Perché parlare di anticoagulazione orale?



Adults with atrial fibrillation in

Projected number of adults with Atrial Fibrillation in the

millions

United States between 1995 and 2050
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JAMA, 2001



Prevalence of Atrial Fibrillation by Age and Sex
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Drata describe the community-based Anticoagulation and Risk Factors in Atrial Fi-
brillation (ATRIAY Study cohort ® Error bars represent 959 confidence intervals.
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AF increases the risk of stroke

e AF is associated with a pro-thrombotic state
— ~5 fold increase in stroke risk*

e Risk of stroke is the same in AF patients regardless of
whether they have paroxysmal or sustained AF%3

e Cardioembolic stroke has a 30-day mortality
of 25%*

e AF-related stroke has a 1-year mortality of ~50%"

1. Wolf PA, et al. Stroke 1991;22:983-988; 2. Rosamond W et al. Circulation. 2008;117:e25-146; 3.Hart RG, et al. J Am Coll Cardiol

2000,;35:183-187;
4. Lin H-J, et al. Stroke 1996; 27:1760-1764; 5. Marini C, et al. Stroke 2005;36:1115-1119.



Stroke severity in patients with AF

Effect of first ischemic stroke in patients with AF (n=597)!
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1. Gladstone DJ et al. Stroke. 2009; 40:235-240



e |a stratificazione del rischio tromboembolico



CHADS, score

Risk factor Score
Congestive heart failure (EF >40%) 1
Hypertension (BP constantly > 140/90 mmHg or 1
treated hypertension)

Age 75 years or older 1
Diabetes mellitus 1
Stroke or TIA or TE 2

A risk stratification scheme for atrial fibrillation. A score of 0—6 is derived based on the
following factors: congestive heart failure (1 point); hypertension (1 point); age =75 years (1
point); diabetes mellitus (1 point); and previous stroke or TIA (2 points).

Gage BF et al, JAMA 2001



CHA,DS,-VAScscore

Risk factor Score
Congestive heart failure (EF >40%) 1
Hypertension (BP constantly > 140/90 mmHg or treated 1
hypertension)

Age 75 years or older 2
Diabetes mellitus 1
Stroke or TIA or 2
Vascular disease (AMI, PAD or aortic plague) 1
Age 65-74 1
Sex female 1

Scoring: 0 low tromboembolic risk; 1= moderate tromboembolic risk; >2 high tromboembolic
risk

Camm AJ et al, for the ESC, Europace 2010



Rischio di ictus nella FA secondo gli score

CHADS, e CHA,DS,-VASC

fw'éafeqorie R|sch|o Basso Rischio Intermedlo : | Rlschm Alto ;
CHADs | CHa, DS,V VASc  CHADS, | CHA,DS, VASc CHADS | CHA, DS VASc“



Recommendation for the prevention of

stroke in AF

—_‘-—'—i‘ft‘:*-.

i »:' CHA,DS,VASC =1
Profer QAL
rather than

aspirin
rather than
OAC

Furste V, Circulation 2012



Clinical Characteristics Comprising the HAS-

BLED Bleeding Risk Score

Bleeds per 100

Letter Clinical Charactenstic* Score HAS-BLED Score Patient-yearst
H Hypertension 1 0 1.13

A Abnormal renal and liver function (1 point each) 1or?2 1 1.02

S Stroke 1 2 1.88

B Bleeding 1 3 3.74

L Labile INRs 1 4 8.70

E Elderly 1

D Drugs or alcohol (1 point each) 1 or 2

Maximum 9 points

**Hypertension” is defined as systolic blood pressure =160 mm Hg. “Abnormal kidney function” is defined as the presence of chromic dialysis or renal
transplantation or serum creatinine =200 pwmol/L. “Abnormal liver function: is defined as chronic hepatic disease (eq, cirrhosis) or biachemical evidence
of significant hepatic derangement (eq, bilirubin =2 upper limit of normal, in association with aspartate transaminase/alanine transaminase/alkaline
phosphatase =3 upper limit normal). “Bleeding” refers to previous bleeding history or predisposition to bleeding (eq, bleeding diathesis, anemia).
“Labile INRs" refers to unstable/high international normalized ratios or poor time in therapeutic range (eq, <60%). Drugs/alcohol use refers to
concomitant use of drugs, such as antiplatelet agents and nonstereidal anti-<inflammatory drugs.

tBased on initial validation cohort reported by Pisters et al,'® with insufficient events at HAS-BLED scores =5 to give rates; actual rates of stroke in
contemporary cohorts may vary from these estimates.

Lip GYH, American J Medicine, 2011



e | punti di forza e di debolezza dei farmaci
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Good old warfarin for stroke prevention in atrial fibrillation

Indication Aspirin plus clopidogrel Oral anticoagulants
[target INR 2-3)
n Major bleeding  n Majaor bleeding
| peryear) (% peryear)
Randomised
ACTIVEW High-risk fibrillaticn 3335 2-4 3371 22
Observational
SPAF-1II® High-risk atrial fibrillaticn . . 523 21
SPORTIF-1I1 High-risk atrial fibrillaticn . . 1703 1.8
SPORTIF-V* High-risk atnal fibrillation . . 1953 31
CLIRE® After acute coronary syndrome 6259 .
CREDCF After coronary stenting 1053 1.21
MATCH® High-risk after stroke or TIA e 17%%
CHARISM A= High-risk vascular 7e0z 1645
*Life-threatening bleeding onby. 1N on- procedural blesding onby. $Estimate (study did not mention major bleeding incidence per
vear). §Severe plus transfused bleeding. INR=international normalised ratic, TIA=transient ischasmic shock.
Table: Annual incidence of major bleeding with aspirin plus clepidogrel versus oral anticoagulants in
large long-term studies in cardiovascular disease

Verheugt, Lancet 2006



Meno rischiosa la terapia con ASA? Il

BAFTA study

e To assess the efficacy and safety of warfarin (INR, 2—3)
compared with aspirin 75 mg in an elderly AF population (N

=973 with mean age 81.5 years), who were followed up for a
mean of 2.7 years.

e Primary endpoint: fatal or disabling stroke (ischaemic or
haemorrhagic), intracranial haemorrhage, or clinically
significant arterial embolism



Study and outoome

BAFTA: izdhaemic stroke

Yearly risk of extracranial haemorrhage was 1:4%

(warfarin) versus 1:6% (aspirin) (relative risk 0-87,
.. 1 0-43—1-73; absolute risk reduction 0-2%, —0-7 to 1-2).
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Relatiee nsk
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Mant J et al, Lancet 2007



Limiti dell’ uso di warfarin nella pratica clinica

e Stretta finestra terapeutica (INR range 2.0-3.0)

* Frequente necessita di adeguare le dosi e monitorare
i valori di INR

e |[nsorgenza di azione lenta

e Sospensione del farmaco prima di procedura
chirurgica difficoltosa

e Numerose interazioni cibo-farmaco e farmaco-
farmaco

e Timore di sanguinamenti cerebrali

Ansell J, et al. Chest 2008;133;160S5-198S; Umer Ushman MH, et al. J Interv Card
Electrophysiol 2008; 22:129-137; Nutescu EA, et al. Cardiol Clin 2008; 26:169-187.



Effect of Intensity of Oral Anticoagulation on
Ischemic Stroke and Intracranial bledding

These studies reveal a dramatic increase in
the risk of ICH at INR values 4.0, though most
ICHs among patients treated with
anticoagulants occur at INR values 4.0. In
addition, the risk of ICH appears to rise with
patient age and in those with prior ischemic
stroke.
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ernational Normalized Ratio

Figure 7. Adjusted odds ratics for ischemic stroke and intracranial bleeding in relation to intensity of anticoagulation in randamized trials of antithrombotic
therapy tor patients with AF. The data are from Hylek et al (203,207),

ACC/AHA/ESC Executive SummaryJAAC 2001
Singer D et al, Chest 2008



INR control: clinical trials v. clinical practice

INR control in clinical trial versus clinical practice (TTR**)
**Time in Therapeutic Range (INR2.0-3.0)
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1. Kalra L, et al. BMJ 2000; 2. Samsa GP, et al. Arch Int Med 2000; 3. Matchar DB, et al. Am J Med 2002;



A Study of Elderly Adults Taking Warfarin Admitted with
Prolonged International Normalized Ratio: A Community
Hospital’s Experience

Michael Bergman, MD, ™ Yaacov Ori, MD, ™ Naava Blumberger, MD, " Zachary Z. Brener,

MD,* and Hertzel Salman, MD'" Group | Group I
(Aged <80} (Aged»B0) P
Camplicafion n =127 n = 125 value

First admission, n (%)
Totl Hesdng avemis 23 (181) 16 {12.7] .3
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Anticoagulation management in hip fracture patients:
A clinical conundrum

Table 1
Clinical and functional characteristics of 390 patients admitted to an Ortho-Geriatric Unit according to the use of anticoagulants® on admission

Anticoagulant non-users (n=349) Anticoagulant

P
Age, years 841+65 81.1+5.0 004
Gender female, n (%) 287 (82.2) 32 (78.0) 511
Fracture type
Femoral neck, n (%) 158 (50.0) 22 (59.4) 178
Pertrochanteric, n (%) 126 (39.4) 9(243)
Subtrochanteric, n (%) 35(11.1) 6(16.2)
Pre-fracture autonomy in activities of daily living {ADL)
Independent (5-6 functions spared}, n (%) 118 (33.8) 24 (58.5) 004
Partially dependent (3-4 functions spared), n (%) 113 (32.4) 8(19.5)
Totally dependent (<2 functions spared), n (%) 111(31.8) 7(17.1)
Mini-Mental State Examination 125+12.0 185+122 003
Charlson Comorbidity Index 31+22 47+2.1 <001
Drugs, n (%) 45+28 6.7+2.6 <.001
ASA. score” 27+086 3004 005
Major post-operative complications 14+12 14+1.0 49
Cardiovascular {including angina, heart failure, new-onset arrhythmia) 26 (7.4) 7(17.1) 04
Length of stay (days) 145+59 16.0+6.3 A13

Values are intended as means + 5D unless otherwise specified.
* Anticoagulants include warfarin and acenocoumarol.
P American Society of Anaesthesiology score, as assessed by the anaesthetist,

Mazzola P et al, Injury 2011



ARTICLE

" tensity, and Risk for
Patients Taking Warfarin for

Relative QOdds

o tk, MD, MPH; Jonathan Rosand, MD; Steven M. Greenberg, MD, PhD;

2 T T T T I |
<60 6064 €569 FO-74 7579 BO-B4 =85 - years vs. 75 years; P < 0.001) and had higher median INRs (2.7

Age, y - vs. 2.3; P < 0.001). The risk for intracranial hemorrhage increased
5 d at 85 years of age or older (adjusted odds ratio, 2.5 [95% CI, 1.3
| to 4.7]; referent age, 70 to 74 years) and at an INR range of 3.5
- to 3.9 (adjusted odds ratio, 4.6 [CI, 2.3 to 9.4]; referent INR, 2.0
to 3.0). The risk for intracranial hemorrhage at INRs less than 2.0
did not differ stafistically from the risk at IMRs of 2.0 to 3.0

3 f (adjusted odds ratio, 1.3 [CI, 0.8 to 2.2]).

Relative Odds
»

P Limitations: Although duration of anticoagulation has been as-
o v sociated with hemorrhage in other studies, the current study could

" i |
PR not control for this potential confounder.
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_— - onclusions: The risk for intracranial hemorthage increases at
d

age 85 years. Intemational normalized ratios less than 2.0 were
o | | | T T T i ot associated with lower risk for intracranial hemorrhage com-
. NN Ee e B e BN ared with INRs between 2.0 and 3.0. Therefore, anticoagulation
Age, ¥ anagement should focus on maintaining INRs in the 2.0 to 3.0
- ange, even in elderly patients with afrial fibrillation, rather than
- Intracerebral  --de- Subdural i argeting INRs less than 2.0. Similarly, INRs of 3.5 or greater

o should be avoided.

The referent group was patients 70 to 74 years of age. Data points are Ann Inern Med. 2004;141:745-752. wrW annals. org
plotted at the midpoints of each age interval; vertical bars represent 95% 8 For author affillations, see end of text.
Cls.



Impact of adverse events on prescribing warfarin in patients with
atrial fibrillation: matched pair analysis

Miteesh K Choudhry, Geoffrey M Anderson, Andreas Lanpacis, Dennis Foss-Degnan, Sharore Lise T MNormaned,

Stephen B Soumerai
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Table. CHADS;, CHA;DS-VASc, and HAS-BLED Risk Factors
and Scoring Schema

CHADS, CHA:DS,-VAST HAS-BLED
Congestive heart Congestive heart failure/left Hypertensiont
failure ventricular dysfunction™
Hypertension Hypertension Abnormal renalt or
liver§ function
(1 point each)
Age =75y Ae : .
Diabetes niabg | [imiti degli strumenti
mellitus . i
stroke (2 pointsl Stok A€ CiSioNali
(2 pafbees
Vascular dise Elderly {age =75 ¥)
Afe 6574 Drugs or alcohaol™
i1 point each)
e catedory
lie, female s2x)
Maximurm Maximum 9 points Maximum 9 points

6 points Furster V, Circulation 2012
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Atrial Fibrillation Phase 3 Study Timelines

Dabigatran

RE-LY
Published 2009

2009

2010

Rivaroxaban

Edoxaban

ENGAGE AF TIMI 48
Study ongoing
Expected 2012

ROCKET AF
Published
August 2011
2011 2012
AVERROES ARISTOTLE
Published Published
February 2011 August 2011

Apixaban




Schema della cascata coagulativa
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Novel Anticoagulants

TFPI (tifacogin)

Fibrinogen » Fibrin

Adapted from Turpie and Weitz & Bates, J Thromb Haemost 2007

TTP889 |- rNAPc2
e ) IX € :
- i I Aptamer/antidote
Rivaroxaban K
3{"5"1‘;';31; Vllla (IXa .................... | APC (drotrecogin alfa)
YM150 b S X ya e sTM (ART-123)
DU-176b
Mg ) ATI" ,,,,, Fondaparinux
813893 | . T | Idraparinux
ATI-5923 fe... o Otamixaban
DX-9065a
<




Time to first stroke/SSE in AF

Cumulative hazard rates

RR 0.90
0.05— (95% CI: 0.74-1.10)
p<0.001 (NI)
p=0.30 (Sup)
0.04 _| RRR
35%
— Warfarin
0.03 Dabigatran etexilate 110 mg
—— Dabigatran etexilate 150 mg
RR 0.65
0.02_ (95% Cl: 0.52-0.81)
p<0.001 (NI)
p<0.001 (Sup)
0.01 |
0.0 _ ﬁ’""yﬂ
I I I I I I
0 0.5 1.0 1.5 2.0 2.5
Years

RR, relative risk; Cl, confidence interval; NI, non-inferior; Sup, superior

Connolly SJ., et al. N Engl J Med 2009; Connolly SJ., et al. N Engl J Med 2010



Dabigatran vs warfarin in atrial fibrillation

. . _ | _ I
Dabigatran  Dabigatran p-value p-value

Caratteristiche Warfarin

110 mg 150 mg 110vs. W 150vs. W
Numero di pazienti (n) 6015 6076 6022
Sanguinamenti maggiori 2.71 3.11 3.36 0.003 0.31
Pericolosi per la vita 1.22 1.45 1.80 <0.001 0.037
Non pericolosi per la vita 166 1.88 1.76 0.56 0.47
Gastrointestinali 112 1.51 1.02 0.43 <0.001

Connolly S et al. NEJM 2009; 361: 1139-1151



Dabigatran vs warfarin in the treatment of acute

venous trhomboembolism

Estimated Cumulative Risk (%)

4.0+
3.5
3.0
2.5
2.0
1.5+
1.0+
0.5

0.0

Event rate
Dabigatran 2.4 %
Warfarin 2.1%

Dabigatran

_I_l_l"_'i Warfarin

I _m—

p< 0.001 for non inferiority

T J T
2 3 4

Months since Randomization

Schulman S et al. NEJM 2009; 361: 2342-2352



Estimated Cumulative Risk (%)

Dabigatran vs warfarin in the treatment of acute

venous trhomboembolism

30.04
27.54
25.04 RR 71% Warfarin and any bleeding )
225 0 Event rate (any bleeding)
20.0+ P <0.001 Warfarin 21.9%
17.59 Dabigatran 16.1 %
15.0
Dabigatran and
12.57 any bleeding
10.0
7.5 Event rate (major bleeding)
5.0- Dabigatran and Pl Wgrfabr;n Zr_]d Warfarin 1.9%
254 ; major bleeding major bleeding _
‘ ya Dabigatran 1.6 %
0.0== T T T T T |
0 1 2 3 4 5 6

Months since First Intake of Study Drug

Schulman S et al. NEJM 2009; 361: 2342-2352



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Rivaroxaban versus Warfarin in Nonvalvular
Atrial Fibrillation

Manesh R. Patel, M.D., Kenneth W. Mahaffey, M.D., Jyotsna Garg, M.S.,
Guohua Pan, Ph.D., Daniel E. Singer, M.D., Werner Hacke, M.D., Ph.D.,
Guinter Breithardt, M.D., Jonathan L. Halperin, M.D., Graeme J. Hankey, M.D.,
Jonathan P. Piccini, M.D., Richard C. Becker, M.D., Christopher C. Nessel, M.D.,
John F. Paolini, M.D., Ph.D., Scott D. Berkowitz, M.D.,

Keith A.A. Fox, M.B., Ch.B., Robert M. Califf, M.D.,
and the ROCKET AF Steering Committee, for the ROCKET AF Investigators*



Rivaroxaban vs warfarin: safety outcomes

Rivaroxaban Warfarin
Event Rate or Event Rate HR P-value
N (Rate) or N (Rate) (95% Cl)

Major 3.60 3.45 1.04 (0.90, 1.20) 0.576
>2 g/dL Hgb drop 2.77 2.26 1.22 (1.03,1.44) 0.019
Transfusion (> 2 units) 1.65 1.32 1.25(1.01,1.55) 0.044
Critical organ bleeding 0.82 1.18 0.69(0.53,0.91)  0.007
Bleeding causing death 0.24 0.48 0.50(0.31,0.79)  0.003

Intracranial hemorrhage 55 (0.49) 84 (0.74) 0.67 (0.47,0.94) 0.019
Intraparenchymal 37 (0.33) 56 (0.49) 0.67 (0.44, 1.02) 0.060
Intraventricular 2 (0.02) 4 (0.04)

Subdural 14 (0.13) 27(0.27)  0.53(0.28,1.00) 0.051
Subarachnoid 4 (0.04) 1 (0.01)

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

Rocket AF Investigators, AHA 2010



Rivaroxaban vs warfarin in the treatment of acute venous

thromboembolism
4_ L]
> , Efficacy outcome
g Enoxaparin—-VKA (N=1718)
& e Recurrent venous
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o § 5 ¥ |
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3 Rivaroxaban 2.1%
Y 04 ! . . . . . . . . . . . Enox- warfarin 3.0%
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EINSTEIN investigators NEJM 2010, 363: 2499-2510



e Le differenze (e le incertezze) sui nuovi
farmaci



Pharmacokinetic and pharmacodynamic properties of direct anticoagulants
compared with warfarin.

Target Vit K-dep coag  Thrombin Factor Xa Factor Xa
factors and
inhibitors
Bioavailability High 6% 80-100% 34-88%
Hours to Cmax 1.5 2 2-4 1-3
Cyt P450 Extensive None 32% 15%
metabolism
Plasma half-life, 36-42 12-14 9-13 8-15
hours
Renal elimination 92% 80% 66% 25%
Fecal elimination None None 35% 75%

Mannucci PM EJIM, 2012



Characteristics of phase 3 RCT of direct OAC in AF

RE-LY ROCKET-AF ARISTOTLE

Drug Dabigatran Rivaroxaban Apixaban

Design Randomized, non-inf trial, Double-blind Double-blind
double blind dabigatran and  randomized non-inf  randomized
open-label warfarin trial non-inf trial

Dose (mg) 150/110 20 (15)2 5 (2.5)

Daily dosing twice once twice

frequency

Pts number 18,113 14.206 18,206

% VKA maive 50% 38% 43%

Mean % of time in  64% 58% 62%

TTR

% High risk pts 32% 87% 30%

(CHADS, > 3)

Mannucci PM EJIM, 2012



Questioni aperte

 Mancanza di antidoti specifici

 Mancanza di test coagulativi efficaci in circostanze
d’urgenza

 Come comportarsi nei casi di insufficienza renale

« Come comportarsi nella gestione perioperatoria

* Costi

* Quale paziente trattare? Chi non ha una buona aderenza
alla TAO o tutti i pazienti con FA?



EDITORIAL | Annals of Internal Medicine

Learning the Respective Roles of Warfarin and Dabigatran to Prevent
Stroke in Patients With Nonvalvular Atrial Fibrillation

Most patients with CHADS, scares of 3 or higher are
aged 75 years or older, the population in whom dabigatran
was associated with a higher rate of major bleeding than
warfarin (12). The overall bencfit of cabigatran is lowest in
older patients and in patients in whom warfarin is well-
controlled as indicated by the proportion of time the INR
is in the therapeutic range of 2.0 to 3.0 (4). Indeed, Shah
and Gage (4) found that warfarin is the preferred treatment
for most patients when the INR can be maintained within
the therapeutic range more than 70% of the time, whereas
dabigatran. 150 mg twice daily, is the preferred treatment
for most patients when the INR is maintained within the
therapeutic range less than 60% of the time. |

Beyth, Ann Intern Med 2011



IbrAs AND OPINIONS

Annals of Internal Medicine

Dabigatran: Uncharted Waters and Potential Harms

Ryan P. Radecki, MD

his past November, an eye-opening headline was

printed in the German newspaper Der Speigel (1):
“Boehringer bestitigt Todesfille durch Schlaganfal-Mittel”
(“Boehringer Confirms Deaths Due to Stroke Drug”).
Mainstream awareness of complications associated with
dabigatran, the oral direct thrombin inhibitor from Boch-
ringer Ingelheim, comes in tandem with alarms raised in
the medical community about serious adverse events. After
an Institute for Safe Medication Practices publication
abour an influx of reports of dabigatran-related adverse
events (2), the U.S. Food and Drug Administration re-
cently noted the need for ongoing surveillance for portential
serious bleeding related to dabigatran (3).

tions (2). The 307 reported adverse events—compared
with 202 with warfarin—mostly involved serious bleeding
or venous thromboembolism in elderly patients. As pre-
scriptions for dabigatran increased in the first quarter of
2011, it was respensible for 505 adverse event reperts due
to hemorrhage (including 65 deaths), compared with only
176 for warfarin (7). The observed harms may have ex-
ceeded expectations because of the confounding dosing op-
tions for dabigatran.

In the United Kingdom, dabigatran was approved at
the doses observed in the RE-LY trial, with a recommen-
daticn to consider the reduced dose of 110 mg in elderly
patients. These recommendations were based primarily on

Radecki RP, Arch Intern Med 2012



Dabigatran: Do We Have Sufficient Data?: Comment on

“Dabigatran Association With Higher Risk of Acute Coronary
Events”

e from the RE-LY2 original data was a significant 38% increase in Ml with
use of dabigatran etexilate (150-mg dose). Furthermore, after closure of
their database, the RE-LY investigators identified several additional
primary efficacy and safety outcome events during routine clinical site
closure analysis (2 systemic embolic events and 9 major hemorrhages).
The retrospective reassessment for unidentified vascular events identified
32 previously undiagnosed Mls, 28 of which (87.5%) were clinically silent.
After inclusion into the data analysis, the incidence of MI remained raised
at 27% with dabigatran but no longer reached statistical significance.

e To further investigate the association of Ml with dabigatran, Uchino
performed a meta-analysis of the 7 core RCTs comparing dabigatran with
warfarin, enoxaparin, and placebo in various clinical settings. They found
an increased rate of Ml among dabigatran-treated individuals. The robust
finding that dabigatran is associated with increased rates of Ml is alarming
and emphasizes the need for continued critical appraisal of new drugs
after phase 3 trials.

Jacobs J. Arch Intern Med 2012



In the United Kingdom, dabigatran was approved at
the doses observed in the RE-LY trial, with a recommen-
daticn to consider the reduced dose of 110 mg in elderly
patients. These recommendations were based primarily on
a manufacturer-sponsored analysis of serious bleeding that
showed a rate of 5.10% per year in patients older than 75
years who received the 150-mg dose of dabigatran, com-
pared with 4.37% per vear for warfarin (8). In contrast,
dabigatran was approved for use in the United States
at doses of 150 and 75 mg—a dose not featured in any of
the study populations. The 75-mg dose is based on
manufacturer-supplied data (9) projecting that the phar-
macokinetics of dabigatran in the setting of decreased cre-
atinine clearance of 15 to 30 mL/min per 1.73 m® would
result in effects similar to those of the 150-mg dose in the
setting of normal renal function. However, this study also
found potentially important associations between dabiga-
tran dose response and age; sex; heart failure; South Asian
ethnicity; body weight; hemoglobin level; and concomitant
use of proton-pump inhibitars, amiodarone, and vera-
pamil. The interaction with amiodarone has been docu-
mented in a case report (10) implicating supratherapeutic
dabigatran levels as contributing to fatal gastrointestinal
hemorrhage.

Radecki RP, Arch Intern Med 2012



Rivaroxaban in Patients with a Recent Acute

Coronary Syndrome

e |n patients with a recent acute coronary syndrome,
rivaroxaban reduced the risk of the composite end
point of death from cardiovascular causes,
myocardial infarction, or stroke. Rivaroxaban
increased the risk of major bleeding and intracranial
hemorrhage but not the risk of fatal bleeding

Mega J NEJM 2012
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Figure 1. Kaplan—Meier Curves for the Primary Efficacy Outcome.
The primary efficacy outcome was the composite of cardiovascular death, myocardial infarction, or ischemic stroke.
An intention-to-treat analysis was used to compare patients assigned to apixaban with those assigned to placebo.

The inset shows the same data on an enlarged y axis.

Alexander JH et al,

2011




e I nuovi anticoagulanti orali (NAO) sono farmaci
interessanti per il paziente anziano

e I NAO sono diversi tra di loro sebbene i RCT
mostrino simili profili di efficacia e sicurezza

e Come tutti i farmaci efficaci hanno dei limiti, ma
parte delle critiche dipende dal fatto che le analisi
effettuate nel “real-world” non sono state condotte
in modo irreprensibile (ad es, confrontando gli
effetti di vari dosaggi e in varie condizioni)

e Alcune caratteristiche dei NAO non sono ancora ben
noti (specialmente rivaroxaban e apixaban) e
dunqgue I’ uso deve essere piu cauto



Key-messages

e Physicians considering dabigatran or an oral factor
Xa inhibitor for individual patients should be
extraordinarily conservative in considering whether
these medications are appropriate replacements for
warfarin. Strict adherence to prescribing guidelines
and a vigilant eye on medications safety literature
should guide management of individuals patients

receiving newly approved medications with potential
life-threatening side effects

Radecki PR, Ann Intern Med June 2012



