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Achievements with available antitrombotic agents

* Heparin and LMWH reduce by about 60% the
Incidence of VTE after high risk surgery

* Vitamin K inhibitors reduce by more than 90%
the risk of VTE recurrence

* Vitamin K inhibitors reduce by about 60% the rate
of stroke In patients with atrial fibrillation




Anticoagulation-related bleeding: the burden

The CLIMBING study: VKAs-associated bleeding

ICH In-hospital death
222 patients > 25%
PH In-hospital death
—> —
113 patients 33%

SD or SA In-hospital death

109 patients 17%

Franco et al., ESC 2014



AVK treatment: room for improvement

* Eliminate the inconvenience of INR monitoring
* Improve safety

« Confirm (improve?) efficacy
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New anticoagulants (year 2015)
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NOAs: prevention of stroke in AFib
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NOAs for AFib: common achievements

All four NOAs are non-inferior to warfarin in reducing the
risk of stroke and SSE

All four NOAs reduce the risk of bleeding (fatal for

rivaroxaban, major for apixaban and dabigatran at 110 mg )
and intracranial hemorrhage

The directionality and magnitude of the mortality reduction
IS consistent and approximates a RRR of 10% per year




Good reasons for a non-inferiority study

New agent as effective as but safer
(less ICH)

New agent as effective as but cheaper

New agent as effective as but more practical
(route of administration, no lab monitoring, in/off procedures)

New agent as effective as but more properly used
(more extended use In high risk population)




Phase Ill AF trials: intracranial bleeding

Patients with ICH (%)
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1. Connolly et al. N Engl J Med 2009;361:1139-1151; 2. Patel et al. N Engl J Med 2011;365:883—-891
3. Granger et al. N Engl J Med 2011;365:981-992; 4. Giugliano et al. N Engl J Med 2013; e-pub ahead of print



NOACSs for AFib: some differences

Dabigatran at a dose of 150 mg was associated with a
reduction in ischemic stroke

Rivaroxaban given once a day was associated with a
lower rate of fatal bleeding

Apixaban was associated with a reduction in all cause
mortality

Both doses of edoxaban were associated with a reduced
bleeding risk
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What's about my patients?
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Age and VKA treatment for Afib

Perugia University Anticoagulation Clinic Il

Patients: 1675 Classe eta \ %

Gender <65years 142/1675

Males 868 (51.8%)

65-75 years 434/1675
Females 808 (48.2%)

Age 76-79 years 307/1675 : 981
e e 2007 . } patients
>80years  674/1675 (58.5%)

> 90 years 118/1675




Age and bleeding: NOAS vs. AVK Iin AFib

Drug

Rivaroxaban
20mg QD *

Dabigatran
110 mg BID

Dabigatran
150 mg BID

NOAC

n/N
203/2688
133/2777

59/1646
204/2354
138/3661

98/974
244/5041
246/2474
153/3602
126/1059
273/5017
151/2836

=>65-74 120/3529

<65

56/2723

Barco et al., Best Practice & Research Clinical Haematology, 2013
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NOAs-treated patients with NVAF: the Umbria Registry

NOAs patients: clinical trials vs. “regulatory therapeutic plan”

NOAC Reg Aristotle  Rocket RE-LY

AF*(%) (%) (%) (%)
CHADS2: 0-1 18 34 - 32
2 34 36 13 35
>3 48 30 87 33
HASBLED: <3 95 44 79
> 3 45 33 31
Mean age, years /8 70 (median) 73 (median) 71

640 patients with NVAF *Study centers: Perugia, Assisi, Foligho, Spoleto




NOAs-treated patients with VTE: the Umbria Registry

Perugia VTE Einstein DVT Einstein PE
DVT PE
Unprovoked, % 68.2 65.1 62.0 64.5
Cancer-related, % 10.8 11.6 6.0 4.6

Mean age, y 65.2 65.7 56.1 Y




The new scenario of oral anticoagulation

* New oral anticoagulants (NOAs) have been shown to be
a valid alternative to AVK (and candidate to replace them
In the near future)

« The proper use of NOAs will require new approaches in
some specific clinical situations

« Simple and practical solutions are required to handle
these situations to preserve the improved practicality
associated with the use of NOAS




Responsible use of NOAs

Although safer than VKA, NOAs hold the risk of bleeding

NOAs should be given for approved indications at validated
doses (assessing the potential benefit in the individual

patient)

Patients should receive a complete information about the
NOAs treatment at the start-up visit

An adherence to treatment plan as well as a follow-up plan
with regular visits should be set-up

A hospital policy to deal with bleeding complications and
emergency surgery should be set-up and spread-out




