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RASSEGNA

Efficacia e sicurezza dei nuovi farmaci anticoagulanti
orali rispetto al warfarin nella profilassi
cardioembolica del paziente con fibrillazione atriale
non valvolare. Piu luci che ombre

Efficacy and safety of new oral anticoagulants compared with warfarin
in cardioembolic prophylaxis of patients with non valvular atrial fibrillation.
More lights than shadows

Luca Masotti **, Mario Di Napoll Walter Ageno “, Davide Imberti o
Daniel Godoy °, Grazna Pamgada Niccolo Napoll Giancarlo Landlm o
Roberto Cappelll Ido lori', Domenico Prisco’, Glancarlo Agnelli®
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Punti di forza NAO derivanti dai grandi trials sulla FA

e Efficacia superiore o quanto meno non inferiore ai VKA
e Sicurezza non inferiore
e Riduzione del rischio di emorragie intracranica

* Tollerabilita alla terapia non inferiore ai farmaci comparati (bassa percentuale di
drop-outs, comunque non superiore ai farmaci comparati)

e Efficacia e sicurezza mantenute in molti sottogruppi:
* profilassi secondaria
e pazientiin warfarin con TTR > 60%
e insufficienza renale moderata
e eta>75 anni
e concomitante terapia con antiaggreganti
e in pazienti con CHADS2 > 2
e pazienti da sottoporre a ablazione o cardioversione

¢ ecCC.
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Punti di debolezza dei NAO

Utilizzo non possibile nei pazienti con insufficienza renale severa (CICr < 30 ml/min
per dabigatran, CICr < 15 ml/min per gli antiXa) e nei pazienti con insufficienza
epatica classe C Child-Pugh o in trattamento con alcuni farmaci interferenti con
glicoproteina P e/o citocromo P3A4

Difficolta nel valutare |’ aderenza dei pazienti alla terapia (monitoraggio)

Difficolta nel valutare | attivita anticoagulante in particolari situazioni di
emergenza (eventi ischemici o emorragici)

Alcuni risultati da rivalutare nella pratica reale (dabigatran-SCA, dabigatran-
dispepsia, dabigatran e rivaroxaban emorragie gastro-intestinali)

Mancanza di un antidoto specifico
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IVl t ti European Heart Rhythm Association Practical
a n a ge I I I e n p ra CO Guide on the use of new oral anticoagulants in
patients with non-valvular atrial fibrillation
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e Eta avanzata

Pesi corporei estremi

Interferenze farmacologiche

Paziente in concomitante terapia antiaggregante
Gestione del peri-operatorio in elezione

Gestione del paziente da sottoporre a cardioversione
Gestione dello switch

Test di laboratorio e “monitoraggio”

Gestione del paziente con eventi trombotici

* Gestione del paziente candidato alla trombolisi

» Gestione del paziente con ictus ischemico cardioembolico in fase acuta
* Gestione del paziente con SCA

Gestione del reverse in urgenza: come e quando




CRITERI DI INCLUSIONE

CRITERI DI ESCLUSIONE

RE-LY

(Dabigatran)

FA documentata a ECG di screening o nei precedenti 6 mesi +
almeno uno di: pregresso ictus o TIA, FE < 40%, scompenso
cardiaco classe NYHA > 2 entro 6 mesi prima dello screening,
eta 2 75 anni o, eta 65-74 anni se associata ad almeno uno di
diabete mellito, ipertensione arteriosa o malattia coronarica

Eta < 18 anni, valvulopatia di grado severo, ictus nelle
precedenti 2 settimane o ictus severo entro 6 mesi (mRS 4-5),
condizioni predisponenti eventi emorragici, insufficienza
renale severa (clearance della creatinina < 30 ml/min),
malattia epatica attiva, gravidanza

ROCKET-AF

(Rivaroxaban)

FA documentata all’ ECG + almeno uno di: pregresso ictus o
TIA o embolia sistemica od almeno due di: scompenso
cardiaco o FE < 35%, ipertensione arteriosa, diabete mellito,
eta > 75 anni

Eta < 18 anni, stenosi mitralica significativa, FA parossistica da
causa reversibile, sanguinamento interno attivo, ictus con
severa disabilita nei tre mesi precedenti (mRS 4-5) o ictus
nelle due settimane precedenti, Tla nei 3 giorni precedenti,
anamnesi di emorragia intracranica, patologie emorragiche,
insufficienza renale severa (clearance della creatinina < 30 ml/

min)
ARISTOTLE FA documentata all’ ECG in 2 settimane non consecutive nei| Eta < 18 anni , FA da cause reversibili, stenosi mitralica
_ 12 mesi precedenti + almeno uno di: eta 2 75 anni, pregresso| moderato-severa, condizioni in cui anticoagulazione
(Apixaban) ictus o TIA o embolia sistemica, scompenso cardiaco nei|necessaria (esempio protesi valvolari), ictus nella settimana
precedenti 3 mesi o FE < 40%,, diabete mellito, ipertensione | precedente, condizioni richiedenti un dosaggio di ASA > 165
arteriosa mg oppure richiedenti ASA + clopidogrel, insufficienza renale
severa (creatinina > 2.5 mg/dl o clearance creatinina < 25 ml/

min)
ENGAGE-AF FA documentata all’ ECG nei 12 mesi precedenti + almeno uno|Eta < 21 anni, FA da cause reversibili, stenosi mitralica
(Edoxaban) di: eta = 75 anni, pregresso ictus o TIA o embolia sistemica, | moderato-severa, alto rischio di doppia antiaggregazione

X

scompenso cardiaco nei precedenti 3 mesi o FE < 40%,,

diabete mellito, ipertensione arteriosa, CHADS2 > 2.

piastrinica concomitante, insufficienza renale severa
(clearance creatinina < 30 ml/min), sanguinamento, CHADS2 <
1, altre cause richiedenti |’ anticoagulazione, SCA o
rivascolarizzazione coronarica o stroke nei 30 giorni
precedenti, incapacita ad aderire alle procedure dello studio




- Quali dosaggi per quali pazienti? h

DOSE STANDARD DOSE RIDOTTA

DABIGATRAN 150 mg x 2 volte/die 110 x 2/die:
Eta > 80 anni
Peso inferiore 50 Kg
Concomitante uso di verapamil o antiaggreganti
CICr 30-50 ml/min o eta 75-80 anni se alto rischio
emorragico

RIVAROXABAN 20mg x 1 15 mg:
CICr 15-50 mimin
Considerare nel paziente con eta > 80 anni se alto rischio
emorragico

APIXABAN 5 mg x 2 volte/die 2,5 mg x 2/die:
CICr 15-50 ml/min
Eta > 80 anni
Peso < 60 Kg

“ B




Recommendations for prevention of thromboembolism in non-valvular AF—NOACs

When adjusted-dose VKA (INR 2-3) cannot be used in a patient with AF where an OAC is recommended, due to
difficulties in keeping within therapeutic anticoagulation, experiencing side effects of VKA, or inability to artend or

undertake INR monitoring, one of the NOACs, either: 2,28,65,
* a direct thrombin inhibitor (dabigatran}; or 107
* an oral factor Xa inhibitor (e.g. rivaroxaban, apixaban}f
... is recommended.

Where OAC is recommended, one of the NOAGs, either:
* a direct thrombin inhibitor (dabigatran); or
» an oral factor Xa inhibitor (e.g. rivaroxaban, apixaban) lla A 3,4,70,82
... should be considered rather than adjusted-dose VKA (INR 2-3) for most patients with non-valvular AF, based
on their net clinical benefit

Where dabigatran is prescribed, a dose of 150 mg b.i.d. should be considered for most patients in preference to
110 mg b.id., with the latter dose recommended in:
* elderly patients, age 2 80
: B lla
» concomitant use of interacting drugs (e.g. verapami)
* high bleeding risk (HAS-BLED score 23)
» moderate renal impairment (CrCl 30-49 mUimin).

85,96

Where rivaroxaban is being considered, a dose of 20 mg o.d. should be considered for most patients in preference to
IS mg o.d., with the latter dose recommended in:

* high bleeding risk (HAS-BLED score 23)
» moderate renal impairment (CrCl 30-49 mLimin).

Baseline and subsequent regular assessment of renal function (by CrCl) is recommended in patients following initiation
of any NOAC, which should be done annually but more frequently in those with moderate renal impairment where
CrCl should be assessed 2-3 times per year.

3,108

85

NOACs (dabigatran, rivaroxaban, and apixaban) are not recommended in patients with severe renal impairment (CrCl
<30 mUmin).




( Monitoraggio clinico raccomandato

Importanti istruzioni per il paziente

Prendere il farmaco esattamente come prescritto (una o due volte al
giorno). Se non si prende il farmaco si perde la protezione!
Non interrompere mai il farmaco senza consultare il tuo medico.

Terapia Anticoagulante Orale nella

Fibrillazione atriale
Per gli anticoagulanti non inibitori della Vitamina K

Farmaci concomitanti

N.B.: In Emergenza | test standard non danno una
valutazione quantitativa del livello di scoagulazione!

Non aggiungere mai altri farmaci senza consultare il tuo medico, anche i i nascita:
el 480 di famac asidolorfc diapoeib senzs rsecrz Cognome e nome paziente: Data di nascita:
Avverti il tuo dentista o i chrirurghi prima di un intervento chirurgico.

Indirizzo paziente:

Dosaggio anticoagulante orale, orario, assunzione & digiuno o dopo cibo:

Indicazione al trattamento anticoagulante:

Data inizio trattamento:

Nome e indirizo del medico che coordina il trattamento anticoagulante:

Numero di telefono del medico o del centro che coordineno il trattamento

anticoagulante:

Nome e telefono dei famigliari da contattare in caso di emergenza:

Gruppo sanguigno del paziente (+ firma del medico):

Ulteriori informazioni:
www.NOACforAF.eu
www.noacforaf.eu
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Controlli pianificati 0 non pianificati

Data (o data — -
approssimativa): a:cudo Finalita/riliovi:

Controlli raccomandati
(vedi EHRA at www.NOACforAF.eu per informazioni e consigh pratici)

Controlisrea 1. Compliance (il pz. assume | farmaci?)
ogni visita: 2. Eventi trombo-embolici?

3. Sanguinamenti?

4. Altri eventi avversi?

5. Altri farmaci e farmaci da banco.

Prelievi di * il monitoraggio del livello di anticoagulazione non &
sangue: richiesto!

ogni anno: Hb, funzione epatica e renale

e CrCl 30-60 mimin, eta >75aa, o fragilita:
controllo funzione renale ogni 6 mesi

se CrCl 15-30 mlmin:

controllo funzione renale ogni 3 mesi

se condizioni intercorrenti a potenziale impatto:

renal and/or liver function

Data Creatinina | Clearance | Emo- Funzione
Sierica creatinina | globina | epatica




N ENGL ) MED 3669 NEJM.ORG MARCH 1, 2012
Bleeding Risk with Dabigatran in the Frail Elderly w

Table 1. (Continued.)
Paul Harper, M.D. e s Se Wit &‘i’-; Site of Bleeding Dfﬁ;rﬂ:&d Regutiﬁc:msgod
Palmerston North Hospital w kg mg
Palmerston North, New Zealand 100 6 M 69 220  Subdural hematoma None
paul.harper@midcentraldhb.govt.nz 119 70 M 82 300 Rectal None
- 12 70 F 70 N Hemarthrosis None
13 71 M 74 302 Hem':turia None
Wﬁ '} £ = — = =
- - - L
~ | A review of these cases identified four major fac-
yr
. »| tors that contributed to the episode: prescriber
31 7

; | error, impaired renal function, patient age, and
complications arising from the lack of a reversal
agent Prescriber errors contributed to bleeding

44

13,6% con insuff renale severa
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Table 2: Factors identified in clinical trials which may increase the
bleeding risk>.

Demographic Age 275 years

Factors increasing dabigatran  Major:

plasma levels Moderate renal impairment (CrCL 30-50 ml/
min)

P-gp inhibitor co-medication

Minor.
Low body weight (<50 kg)

Pharmacodynamic interactions ASA
NSAID
Clopidogrel
Diseases/procedures with Congenital or acquired coagulation disorders
special haemorrhagic risks Thrombocytopenia or functional platelet de-
fects
Active ulcerative Gl disease
Recent Gl bleeding
Recent biopsy or major trauma
Recent ICH
Brain, spinal, or ophthalmic surgery
Bacterial endocarditis

3For special patient populations requiring a reduced 110 mg bid dose, see Fig-
ure 1. ASA, acetylsalicylic acid; CrCL, Creatinine clearance; P-gp, P-glycopro-
tein; Gl, gastrointestinal; ICH, intracranial haemorrhage; NSAID, non-steroidal
anti-inflammatory drug.




Interferenze farmacologiche ed aggiustamento posologico dei NAO

Caution but use possible at standard dose

Caution
Reduce dose to 110
mg bid

Not recommended Contraindicated

Atorvastatine, Diclofenac, pantoprazole, Verapamil Dronedarone, Azoles, tracolimus,
clopidogrel, digoxin, amiodarone, chinidine, carbamazepine, ciclosporine
clarhytromicine rifampicine,
phenitoine, anti-
retroviral drugs
AntiXa
Caution but use Caution Caution Contraindicated

possible at standard The anticoagulant

dose effect could be
reduced because
inducers of P-
glycoprotein or
cytocrome 3A4

The anticoagulant
effect could be
increased because
inhibitors of P-
glycoprotein or
cytocrome 3A4

Digoxin, atorvastatine, Rifampicine,

midazolam fenobarbital,
phenitoine,
carbamazepine,
ipericum

Fluconazole,
erhytromicine,
clarhytromicine,
amiodarone,
verapamil

Azoles, anti-retroviral drugs




Consensus Document © Schattauer 2010

Management of Antithrombotic Therapy in Atrial Fibrillation
Patients Presenting with Acute Coronary Syndrome and/or Undergoing
Percutaneous Coronary Intervention/ Stenting

A Consensus Document of the European Society of Cardiology Working Group on
Thrombosis, endorsed by the European Heart Rhythm Association [EHRA] and the European
Association of Percutaneous Cardiovascular Interventions [EAPCI]

Gregory Y. H. Lip'*; Kurt Huber?**; Felicita Andreotti’****; Harald Arnesen®* **; K. Juhani Airaksinen®***;

Thomas Cuisset®***; Paulus Kirchhof”* **; Francisco Marin®***

! University of Birmingham Centre for Cardiovascular Sciences, City Hospital, Birmingham, UK; ? 3 Department of Medicine, Cardiology and Emergency Medicine, Wilhelminen-
hospital, Vienna, Austria; *Department of Cardiovascular Medicine, "A. Gemelli* University Hospital, Rome, Italy; 4 Department of Cardiology, Oslo University Hospital, Ulleval,
Oslo, Norway; * Department of Medicine, Turku University Hospital, Turku, Finland; € Department of Cardiology, CHU Timone, Marseille, France; ” Department of Cardiology and
Angiology, Universitatsklinikum Miinster, Miinster, Germany; ® Department of Cardiology, Hospital Universitario Virgen de la Arrixaca, Ctra Madrid-Cartagena s/n, Murcia, Spain

Document Reviewers:
A. Rubboli, A. J. Camm, H. Heidbuchel, E. Hoffmann, N. Reifart, F. Ribichini, F. Verheugt

e FA a moderato-alto rischio
e Protesi valvolari meccaniche
e Anamnesi di stroke cardioembolico

e Anamnesi di recente tromboembolismo venoso

Lip G et al. Thromb Haemost 2010
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Circulation et
Heart
e e — Associations
Concomitant Use of Antiplatelet Therapy with Dabigatran or Warfarin in the Randomized
Evaluation of Long-Term Anticoagulation Therapy (RE-LY®) Trial
Antonio L. Dans, Stuart J. Connolly. Lars Wallentin, Sean Yang, Juliet Nakamya, Martina
Brueckmann, Michael Ezekowitz, Jonas Oldgrex;;;}ohn W. Eikelboom, Paul A. Reilly and Salim
Yu
Rate (%/year)
D150 WAR HR 95% CI P(INTER)
Ictus/embolia 0.77 1.47 0.52 0.38-0.72 —e— 0.06
sistemica 1.68 2.10 0.80 0.59-1.08 I O i )
Ictus 0.68 1.35 0.50 0.36-0.70 —eo— 0.04
1.57 1.95 0.81 0.59-1.10 | O ] )
Ictus ischemico 0.57 0.97 0.59 0.40-0.86 —e— 0.08
1.32 1.41 0.94 0.66-1.34 | O ] )
Mortalita CV 2.07 2.28 0.91 0.73-1.13 —e—— 0.36
2.63 3.36 0.78 0.61-0.99 —e— )
Sanguinamenti 2.65 2.81 0.94 0.78-1.15 —e+— 0.87
maggiori 4.41 4.81 0.93 0.76-1.12 —e1— '
Sanguinamenti 14.86 16.14 0.92 0.85-1.0 e 0.5
totali 19.40 22.01 0.89 0.81-0.97 e )
Sanguinamenti 0.24 0.66 0.36 0.21-0.63 e 0.53
intracranici 0.44 0.94 0.47 0.28-0.80 e :




Circulation T
Heart
SURNAL OF THE AMERICAN HEART ASSOCIATION Associations
Concomitant Use of Antiplatelet Therapy with Dabigatran or Warfarin in the Randomized
Evaluation of Long-Term Anticoagulation Therapy (RE-LY®) Trial
Antonio L. Dans, Stuart J. Connolly. Lars Wallentin, Sean Yang, Juliet Nakamya, Martina
Brueckmann, Michael Ezekowitz, Jonas Oldgrex;;;}ohn W. Eikelboom, Paul A. Reilly and Salim
Yu
Rate (%/year)
D110 WAR HR 95% CI P(INTER)
Ictus/embolia 1.29 1.47 0.87 0.65-1.15 I @ | 0.74
sistemica 1.95 2.10 0.93 0.7-1.25 I ® : '
Ictus 1.19 1.35 0.88 0.66-1.17 —e | 7
1.84 1.95 0.95 0.7-1.28 I @ / '
Ictus ischemico 1.04 0.97 1.07 0.78-1.48 I o | 0.67
1.66 141 1.19 0.85-1.66 I L | '
Mortalita CV 2.13 2.28 0.93 0.75-1.16 —eo—— o
2.92 3.36 0.87 0.69-1.1 F—e—— '
Sanguinamenti 2.22 2.81 0.79 0.64-0.96 —eo— 0.79
maggiori 3.94 4.81 0.82 0.67-1.0 F—e— )
Sanguinamenti 12.94 16.14 0.78 0.72-0.85 @ 0.85
totali 17.71 22.01 0.78 0.71-0.85 e '
_Sanguina_n"_lenti 0.23 0.66 0.35 0.20-0.61 X el 0.37
intracranici 0.22 0.94 0.23 0.12-0.47 e '
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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., Giinter 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.,

APIXABAN + ASA

EFFICACIA
(stroke o embolismo sistemico)

SICUREZZA
(sanguinamenti maggiori)

RIVAROXABAN + ASA

HR (95% Cl) versus warfarin

CLINICAL RESEARCH

doi:10.1093/eurheartj/eht445 Atrial fibrillation

@ European Heart Journal
synSreay

G
CRATIOLOGY >

Apixaban vs. warfarin with concomitant aspirin in
patients with atrial fibrillation: insights from the
ARISTOTLE trial

John H. Alexander', Renato D. Lopes!, Laine Thomas?, Marco Alings?, Dan Atar3,
Philip Aylward4, Shinya Goto5, Michael Hanna¥®, Kurt Huber?, Steen Husted?,

Basil S. Lewis?, John J.V. McMurray'?, Prem Pais'!, Hubert Pouleur'?,

Philippe Gabriel Steg'3, Freek W.A. Verheugt'4, Daniel M. Wojdylal,

p interaction

eventi versus

warfarin + ASA

0.58 (0.39 - 0.85) 0.10

0.77 (0.56 - 0.99) 0.29

p interaction

+ASA

EFFICACIA
(stroke o embolismo sistemico)

SICUREZZA
(sanguinamenti maggiori)

0.87 (0.57-1.13) 0.905

0.78 (0.57-1.07) 0.941



Raccomandazioni per il corretto
management peri-operatorio in elezione
dei pazienti in trattamento con NOA

DABIGATRAN
Rischio di sanguinamento Rischio di sanguinamento elevato
standard

>80 ml/min Almeno 24 ore prima Almeno 24-48 ore prima
80-50 ml/min Almeno 24-48 ore prima Almeno 48-72 ore prima
50-30 ml/min Almeno >48 ore prima Almeno >72 ore prima

<30 ml/min Controindicazione all’ impiego

RIVAROXABAN E APIXABAN

>80 ml/min Almeno 24 ore prima Almeno 48 ore prima
80-50 ml/min Almeno 24 ore prima Almeno 48 ore prima
50-30 ml/min Almeno 24 ore prima Almeno 48 ore prima
30-15 ml/min Almeno 36 prima Almeno 48 ore prima

<30 ml/min Controindicazione all” impiego




Dabigatran etexilate for stroke prevention in patients with atrial
fibrillation: Resolving uncertainties in routine practice

Menno V. Huisman'; Gregory Y. H. Lip%; Hans-Christoph Diener®; Martina Brueckmann®; Joanne van Ryn®; Andreas Clemens*
'Departments of Thrombosis and Haemostasis, Leiden University Medical Center, Leiden, The Netherlands; ?University of Birmingham Centre for Cardiovascular Sciences, City
Hospital, Birmingham, UK; *Department of Neurology, University Hospital Essen, Essen, Germany; “Global Clinical Development and Medical Affairs, Boehringer Ingelheim GmbH
& Co. KG, Ingelheim, Germany, *Department of CardioMetabolic Disease Research, Boehringer Ingelheim Pharma GmbH & Co. KG, Biberach an der Riss, Germany

Conversion Start times recommenced
From VKAs to dabigatran Discontinue VKA and start dabigatran when INR <2
From dabigatran to VKAs® Start times for VKAs are based on renal function:
— If CrCL =250 ml/min, start VKA 3 days before stopping dabigatran
— If CrCL 230 to <50 ml/min, start VKA 2 days before stopping dabigatran
— If CrCL 15-30 ml/min, start VKA 1 day before stopping dabigatran®
From dabigatran to parenteral Start parenteral anticoagulant 12 h after last dose of dabigatran
From parenteral to dabigatran Start dabigatran at the same time or up to 2 hours before the next parenteral drug dose. For

continuous infusions of parenteral drugs, start dabigatran at the time of discontinuation of
the continuous infusion.

3Because dabigatran may contribute to an elevated INR, the INR will better reflect the effect of the VKA after dabigatran has been
stopped for at least 2 days; "Applies to patients treated in the US and for patients in whom the CrCL drops below 30 mU/min. CrCL,
Creatinine clearance; h, hours; INR, International normalised ratio; VKA, vitamin K antagonists.

-
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an oral, direct factor Xa inhibitor

Management consensus guidance for the use of rivaroxaban -

Alexander G. G. Turpie'; Reinhold Kreutz%; Juan Llau’; Bo Norrving®; Sylvia Haas®

'Department of Medicine, McMaster University, Hamilton, Ontario, Canada; ZInstitute of Clinical Pharmacology and Toxicology, Charité, Universitatsmedizin, Berfin, Germany;
3Department of Anaesthesiology and Critical Care, Hospital Clinico, Valencia, Spain; *Department of Clinical Neuroscience, Lund University Hospital, Lund, Sweden; Sinstitute for
Experimental Oncology and Therapy Research, Technical University of Munich, Germany

Stop VKA

Rivaroxaban

® When converting from warfarin or acenocoumarol -
start rivaroxaban when the INR is <3.0

® When converting from phenprocoumon —

start rivaroxaban when the INR is <2.5

® |n patients with a higher risk of bleeding =
start rivaroxaban once the INR is in the lower
half of the target range (INR 2.0~2.5) when
converting from any VKA

Converting patients from rivaroxaban to VKAs

e Inpatients converting from rivaroxaban to VKAs, VKA therapy
should be given concurrently until the INR is 22.0. For the first
two days of the conversion period, standard initial dosing of
VKA should be used followed by VKA dosing guided by INR
testing. While patients are on both rivaroxaban and VKA the
INR should be measured 24 h after the previous dose of riva-
roxaban but before the next dose because of its influence on the
INR. Once rivaroxaban is discontinued, INR testing may be
done reliably at least 24 h after the last dose.

Switching from and to parenteral anticoagulants

e For patients currently receiving a parenteral anticoagulant,
rivaroxaban should be started at the time of the next scheduled
administration of the parenteral anticoagulant, such as sub-
cutaneous LMWH, or at the time of discontinuation of con-
tinuous intravenously administered unfractionated heparin.




Ward et al. Thrombosis Journal 2013, 11:27 THROMBOSIS
http://www.thrombosisjournal.com/content/11/1/27 m JOURNAL

REVIEW Open Access

Practical management of patients on apixaban:
a consensus guide

Christopher Ward"", Greg Conner?, Geoffrey Donnan’, Alexander Gallus* and Simon McRae®

: ; Switching from apixaban
‘S’:ixt::':g from oW molecular weight heparin LAWH) %o An increased risk of stroke was observed during the

cx, o . . ™ transition from apixaban to warfarin in clinical trials
As both agents have a similar rapid onset of FXa inhibition || in patients with non-valvular atrial fibrillation [16).

and effective half-life, switching anticoagulation from || Discontinuation of apixaban prior to the onset of an
LMWH (e.g. enoxaparin) to apixaban, (and vice versa), can effective antithrombotic effect of VKA could result in

: . an increased risk of thrombosis. If anticoagulation with
simply be done at the time of the next scheduled dose [5). apixaban must be discontinued for any reason other than

pathological bleeding, consider coverage with another

IAplxaban to low molecular weight heparin (LMWH) aticongulant.

As both agents have a similar rapid onset of FXa inhib- || Apixaban to warfarin

ition and effective half-life, switching anticoagulation from m'f,aff'};’f ring Tom apixaban to wartarin, continue
aplxaban to LMWH (eg enoxaparin) and vice versa, can After 2 days of co-administration of apixaban with war-
simply be done at the time of the next scheduled dose [5].

farin, obtain an INR prior to the next scheduled dose of
apixaban. Continue co-administration of apixaban and
warfarin until the INR is = 2.0.




Indicazioni al monitoraggio clinico e di laboratorio

o Emorragia o embolia
o Prima di chirurgia o manovre invasive

o Possibile sovradosaggio o condizioni a rischio di
sanguinamento

o Assunzione di farmaci interferenti
-1 Pesi corporei estremi (obesita severa e magrezza)

1 Alterazione o deterioramento della funzione renale o della
funzione epatica

-1 Verifica della compliance (?)
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Quali test di laboratorio?

S

Disponibilita ++
Linearita +
Standardizzazione -
Responsivita -

Disponibilita
Linearita + - -
Standardizzazione - ? ?
Responsivita + ! ++

Modificato da Tripodi A, Blood 2013
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OFFICIAL COMMUNICATION OF THE SSC

Measuring oral direct inhibitors of thrombin and factor Xa: a
recommendation from the Subcommittee on Control of
Anticoagulation of the Scientific and Standardization
Committee of the International Society on Thrombosis and
Haemostasis

DOL: 10.1111/jth.12149

_T.BAGLIN,* A. HILLARP,f A. TRIPODI,{ I. ELALAMY, § H. BULLERY and W. AGENO **

e dabigatran

e rivaroxaban

Recommendation

1 The APTT, with most available reagents, can be used
to determine the relative intensity of anticoagulation
caused by dabigatran, eg. in an emergency or urgent
chnical situation. The APTT should not be used to
quantify the drug plasma concentration. Further studies
are required to determine the relative sensitivity of
APTT reagents to dabigatran, in order to give more
specific recommendations regarding the choice of
APTT reagent.

2 Each laboratory should be aware of the sensitivity of
thar APTT assays to dabigataran, and this can be
achieved by the use of commercially available dabiga-
tran plasma calibrants.

3 A normal TT indicates a very low or undetectable level
of dabigatran.

4 The dilute TT in combination with dabigatran calibrant
plasmas can be used to determine the drug level.

Recommendation

1 A PT assay with a plain thromboplastin can be used to
determine the relative intensity of anticoagulation
caused by rivaroxaban, e.g. in an emergency or urgent
chinical seenario. Further studies are required to deter-
mine the relative sensitivity of PT reagents to rivarox-
aban, in order to give more speafic recommendations
regarding the choice of PT reagent.

2 Each laboratory should be aware of the sensitivity of
their PT assay to rivaroxaban, and this can be achieved
by the use of commercially available rivaroxaban
plasma calibrants.

3 Anti-FXa assays (without exogenous antithrombin) and

specific PT assays can be used with rivaroxaban plasma

calibrants to determine the drug level.




Stroke, Trombolisi e NOA

Stroke @
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American = American

Heart | Stroke
Association

Guidelines for the Early Management of Patients With Acute Ischemic Stroke : A
Guideline for Healthcare Professionals From the American Heart Association/American
Stroke Association
Edward C. Jauch. Jeffrey L. Saver. Harold P. Adams. Jr. Askiel Bruno. J.J. (Buddy) Connors.
Bart M. Demaerschalk. Pooja Khatri. Paul W. McMullan. Jr. Adnan I. Qureshi. Kenneth
Rosenfield. Phillip A. Scott. Debbie R. Summers. David Z. Wang. Max Wintermark and
Howard Yonas

Association
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European Heart Rhythm Association Practical
Guide on the use of new oral anticoagulants in
patients with non-valvular atrial fibrillation

Hein Heidbuchel'®, Peter Verhamme!, Marco Alings?, Matthias Antz?,
Werner Hacke?, Jonas Oldgren®, Peter Sinnaeve!, A. John Camm®,
and Paulus Kirchhof”8

Current use of direct thrombin inhibitors or direct factor Xa inhibitors with
elevated sensitive laboratory tests (such as aPTT, INR, platelet count, and
ECT: TT; or appropriate factor Xa activity assays)

. The use of intravenous rtPA in patients taking direct
thrombin inhibitors or direct factor Xa inhibitors
may be harmful and is not recommended unless
sensitive laboratory tests such as aPTT, INR, plate-
let count, and ECT, TT, or appropriate direct factor
Xa activity assays are normal, or the patient has not
received a dose of these agents for >2 days (assuming
normal renal metabolizing function). Similar consid-
eration should be given to patients being considered

- for intra-arterial rtPA (Class III; Level of Evidence

C). (New recommendation) Further study is required.

14.1.2 Patients with acute ischaemic stroke
According to current guidelines and official labelling, thrombolytic
therapy with recombinant tissue plasminogen activator (rtPA),
which is approved within a 45 h time window from onset of
stroke symptoms, is not recommended in patients under therapy
with anticoagulants. As plasma half-ife of NOACs ranges
between 8 and 17h, thrombolytic therapy cannot be given
within 48 h after the last administration of NOAC (corresponding
to four plasma half lives). This is an arbitrary recommendation,
which has yet to be tested. In case of uncertainty conceming last
NOAC administration, a prolonged aPTT (for dabigatran) or PT
(for Fxa inhibitors) indicates that the patient is anticoagulated
(see Section 3) and thrombolysis should not be administered.
Until there are reliable and sensitive rapid (point-of-care) tests
for the individual NOAC, we would discourage the use of throm-
bolytics in situations with uncertainty about the anticoagulaton
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Thrombolysis in a Stroke Patient
on Dabigatran Anticoagulation:
Case Report and Synopsis of
Published Cases
Table 1. Synopsis of the seven published cases of stroke under dabigatran in the therapeutic time window
Reference  Age Dabigatran indication Interval NIHSS aPTT INR Thera- Qutcome Future
years, anddose lastdoseto  upon s peutic (NIHSS) OAC
sex thromboly-  admis- decision therapy
sis sion
DeSmedt 46,f  AF (RELY-ABLE 7h 19 35 12  throm- improvement  warfarin
etal [8] extension study), dose bolysis (12 atdis-
notindicated, b.id. charge)
Chong 75.f  AF (RE-LY-trial), dose ina 8 34 11 no improvement ni
and Chiu unknown, b.i.d, off throm- (2 atdis-
[6] dabigatran for 3 days in bolysis charge)
preparation for surgery
Matute 76,f  DVT prophylaxis after 15h 4 31 10 throm- improvement n.i
etal [9] surgery, 220 mg o.d. bolysis (0 at dis-
Casado 62,m AF 110mgbid, 6h 18 37 13  throm- fatal -
Naranjo patient not in steady bolysis intracerebral
etal [7] state prior to stroke hemorrhage
(3 doses)
Sangha 5L m AF, 150 mgbid. 18h 6 31 11  throm- improvement  warfarin
etal [10] bolysis (2at6
months)
Marrone 73, m  AF, 110mgb.id 7h 14 38 11  throm- improvement  dabigatran
and bolysis (7 next day) 110mg
Marrone bid
[11]
Lee 64,m AFina ina ina 38 11  throm- ina,CCT:no  ina.
etal [12] bolysis hemorrhage
o.d. = Once daily; b.i.d. = twice daily; Ln.a. = information not available; n.i. = not indicated.
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Il corretto timing dell’anticoagulazione con VKA nella
fase acuta di uno stroke cardioembolico

e <4,5h trombolisi se non controindicata, INR < 1.7
e <48h ASA
e 48h-14 giorni inizio VKA valutando sul singolo paziente:

Severita del quadro clinico
Ampiezza della lesione ischemica evidenziata al controllo TC
Comorbidita cardiaca

e >14 giorni inizio VKA in pazienti con severo danno neurologico, che
hanno un’ampia lesione ischemica, che non presentano
evidenti fattori di rischio di embolismo dimostrati da
ETT o ETE
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Quando iniziare un NAO nella fase acuta di uno stroke
cardioembolico e quale e il rischio di trasformazione emorragica?

Dabigatran etexilate for stroke prevention in patients with atrial
fibrillation: Resolving uncertainties in routine practice

Menno V. Huisman'; Gregory Y. H. Lip%; Hans-Christoph Diener?; Martina Brueckmann®; Joanne van Ryn®; Andreas Clemens*
'Departments of Thrombosis and Haemostasis, Leiden University Medical Center, Leiden, The Netherlands; ?University of Birmingham Centre for Cardiovascular Sciences, City

Hospital, Birmingham, UK; *Department of Neurology, University Hospital Essen, Essen, Germany; “Global Clinical Development and Medical Affairs, Boehringer Ingelheim GmbH
& Co. KG, Ingelheim, Germany, *Department of CardioMetabolic Disease Research, Boehringer Ingelheim Pharma GmbH & Co. KG, Biberach an der Riss, Germany

-5) nei

Stroke Severity Restart dabigatran

As soon as imaging has excluded
TIA
a cerebral haemorrhage 5) nei
Mild Stroke 3-5 days after symptom onset
Moderate Stroke 5—7 days after stroke onset
Severe Stroke 2 weeks after stroke onset

(44 pazienti con TIA/stroke tra 7-14
giorni prima dell’ arruolamento
randomizzati ad apixaban, 21, o
warfarin, 23

\ 187 pazienti tra 14-30 giorni)
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Direct oral anticoagulants for secondary prevention
in patients with non-valvular atrial fibrillation

Luca Masotti,' Mario Di Napoli,? Walter Ageno,® Davide Imberti,* Cecilia Becattini,” Maurizio Paciaroni,’
Daniel Augustin Godoy,® Roberto Cappelli,” Giancarlo Landini,* Grazia Panigada,’ Ido Iori,"”Domenico Prisco,"
Gi 1o Aonellis

51rtn

p -15%
-20% o
e -10%
-30% -20%
i ROCKET-AF per -30%
protocol RRR total,
RE-LY 110 intention RE-LY 150 intention intention to treat ARISTOTLE intention
to treat to treat RRR primary and to treat -40%
secondary E
prevention | - 50%
= overall | 9% | -12% | 8% | 11% R
¥ primary prevention -4% -14% | -12% | -10%
* secondary prevention -30% -5% -3% -11% -60%
Figure 3. Relative risk reduction (RRR) of all causes mortality with DOACs compared to warfarin.
-70%
um -80%
> adi ROCKET-AF ARISTOTLE
0% RE-LY 110 intention RE-LY 150 intention s per
tatast tothat protocol, on protocol, on
-15% | treatment | treatment
e = overall 70% 7 -59% A -33% _ -58%
E ¥ primary prevention -65% -57% -43% | -57%
-25% " secondary prevention -80% -59% -26% | -63%
G Figure 5. Relative risk reduction (RRR) of intracranial bleedings with DOACs compared to warfarin.
-35%

% Rewv110intention RE-LY 150 intention ROCKET-AF intention  ARISTOTLE intention
to treat to treat to treat | to treat
= overall _ -10% _ -35% 12% | 21%
# primary prevention 7% -40% -23% l -18%
# secon dary prevention -16% 5% -6% \ 28%

Figure 4. Relative risk reduction (RRR) of strokes and systemic embolism with DOACs compared to warfarin.
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Early initiation of new oral anticoagulants in acute stroke and TIA patients with
nonvalvular atrial fibrillation

Kensaku Shibazaki *, Kazumi Kimura, Junya Aoki, Naoki Saji, Kenichiro Sakai

Department of Sroke Medicine, Kawasaki Meadical School, Japan

—ﬁl 3. Results

A total of 113 patients (58 males; mean age 79.0 years) with acute
stroke or TIA and NVAF who started anticoagulant therapy within
2 weeks after onset were enrolled retrospectively. Thirty nine (36%)
of 108 patients with stroke and two (40%) of five patients with TIA
were treated NOAC. The median (interquartile range) interval from
onset to treatment with NOAC was 2 ( 1-6) days. Dabigatran was used

Patients
n=41
[

Initial T2* [ hemorrhage ) [No hcm’»rrhugc]

n=36

Ill ' 1

Follow-ug Tz' HI I H‘ : Hl l H[ : NU h(‘ﬁ}\',\’fmg;_‘
n=2 n=3 n=6 n=5 n=25




Indicazioni al reverse urgente

e Emorragia maggiore in atto
e Alto rischio di eventi emorragici
e Sovradosaggio con elevato rischio di sanguinamento

* Interventi chirurgici d’'urgenza




DEFINIZIONE DI EMORRAGIA IN CORSO DI
FARMACI ANTITROMBOTICI

INTERNATIONAL SOCIETY ON THROMBOSIS AND HAEMOSTASIS

[

o MAGGIORE ] [ o MINORE ]

o Emorragia intracranica ed altro O Ecchimosi e petecchie
sanguinamento in organi critici O Ematomi sottocutanei e muscolari
(midollo spinale, peritoneo, O Epistassi
retroperitoneo, tratto gastro- O Emorragia congiuntivale e palpebrale
enterico, torace, articolazioni, O Gengivorragie
occhio) O Emoftoe

o Emorragie che determinano un O Otorragia
calo di 2 g/dl di Hb o che o Ematuria
richiedono almeno 2 sacche di GR O Meno-metrorragie

per trattarle

o Emorragie che richiedono
'intervento chirurgico o manovre
invasive per arrestarle

o Emorragie fatali




Figure 2. Hematoma enlargement in a delayed reversal of a warfarin-related intracranial hemorrhage. A) Hospital admis-
sion: international normalized ratio (INR) 3.1.. Glasgow coma scale (GCS): 15/15, treatment: Lv. vitamin K: B) Three hours
after admission: GCS 4/15, started treatment with prothrombin complex concentrates INR 1.1 after infusion: C) Eighteen
hours after admission: GCS 315, INR 0.7. 72 hours after hospital admission death occurred.

< /




EMORRAGIE MAGGIORI VKA-ASSOCIATE
TEMPI DI SOMMINISTRAZIONE E NEUTRALIZZAZIONE

Dosaggio Tempo di Tempo di
somministrazione neutralizzazione

CCP* INR<2.0 20Ul/kg 10-15° 15-30’
INR 2.0-3.0 30 UI/Kg
INR 3.0-4.0 40 Ul/Kg
INR>4.0 50Ul/kg

PFC 15-30 mi/Kg 2-6 h 6-12 h

FViira 10-120 microg/kg 5’ 15’
80-90 microg/Kg

VK1 ev 10 mg in sol. Fisiol. 250 cc 1mg/min Inizio dopo 2 h
ripetibile Max effetto dopo
12-16 ore
Sola sospensione / / 3-5 giorni
della TAO

*variabile a seconda del CCP utilizzato
Lo schema sopra si riferisce a UMAN COMPLEX

Da Masotti et al. Aggiornamento Medico 2010; 34:11-6 J




Narrative

Reviews in Health Care 2011; 2(1): 9-28 u \

review

Emorragia cerebrale intraparenchimale
associata a terapia anticoagulante
orale: gestione pratica della terapia

di neutralizzazione in urgenza

The intracerebral haemorrhage associated to oral anticoagulant
therapy: the practical management of urgent reversal therapy

Luca Masotti’, Mario Di Napoli?, Daniel Godoy?, Daniela Rafanelli*, Giancarlo Liumbruno®,
Domenico Prisco®, Daniela Poli®, Giancarlo Landini’, Nicholas Koumpouros®, Paolo Pennati®,
Alessandro Pampana’, Roberto Cappelli'®

Uman Complex® 3 11X, X Proteina C, Fattore Il 25 Ul/ml INR < 2,0; 20 Ul/kg

(Kedrion, proteina S, Fattore I1X 25 Ul/ml INR 2,0-3,0; 30 Ul/kg
Castelvecchio antitrombina, Fattore X 20 Ul/ml INR 3,0-4,0; 40 Ul/kg
Pascoli, Lucca, Italia) eparina INR = 4,0; 50 Ul/kg
Protromplex 3 1,1X, X Proteina C, Fattore 11 30 Ul/ml INR < 2,0; 20 Ul/kg
TIM 3® (Baxter, antitrombina Fattore IX 30 Ul/ml INR 2,0-3,0; 30 Ul/kg
Vienna, Austria) Fattore X 30 Ul/ml INR 3,0-4,0; 40 Ul/kg
INR = 4,0; 50 Ul/kg

Pronativ® 4 ILVILIXX Proteina C, Fattore 11 11-38 UI/ml  INR 2,0-2,5; 0,9-1,3 ml/kg
(Octapharma, Pisa, proteina S, Fattore VII 9-24 UI/ml INR 2,5-3,0; 1,3-1,6 ml/kg
Italia) eparina Fattore I1X 25 Ul/ml INR 3,0-3,5; 1,6-1,9 ml/kg

Fattore X 18-30 UI/ml INR = 3,5; > 1,9 ml/kg
Confidex® (CSL 4 ILVILIX.X  Proteina C, Fattore Il 20-48 Ul/ml  INR 2,0-3,9; 1 ml/kg
Behring, Marburg, proteina S, Fattore VII 10-25 Ul/ml INR 4,0-5,9; 1,4 ml/kg
Germania) antitrombina, Fattore IX20-31 Ul/ml INR = 6,0; 2,0 mi/kg

eparina Fattore X 22-60 Ul/ml

Tabella lll. Concentrati protrombinici disponibili in Italia, composizione e dosaggi




Intracerebral haemorrhage associated with antithrombotic

Ies

ights from experimental studi

Ins

translational i

treatment

Arne Laver Waltraud Pfed schifter, Chris B Schaffer Eng HLa Christian Foerch

Experimentalmodel  Animal Anticoagulant  Dose Haemostatic Effecton
strain agent haemorrhage
volumes relative to
controls*
Vitamin K antagonists: anticoagulation
Foerchetal® Collagenase injection  Mice, (D-1 Warfarin Dose 1: 2 mgfkg per 24 h; None Dose 1: increase;
(2008) dose 2: 2mgfig/24 h for 30h dase 2 large increase
lllanes et 2l * (2010) Colagenase injection  Mice, (57BL/6  Warfarin 04 mg/kg/Z4 hfor72h None Increase
laveretal™(2011)  Laser-induced Mice, (D-1 Warfarin 2mgfkg24 hfor30h None Increase
haemorrhage
Vitamin K antagonists: reversal of anticoagulation
Foerch et al*(2009) Colagenase njection  Mice, (D-1 Warfarin 2 mgfig per 24 h PCC100 Whg Decrease
lllanes et 2l * (2011) Collagenase njection  Mice, (57816  Warfarin 04 mo/ka/24 hfor72h FFP 200 5 FFP: large decrease;
PCCI100Whg:  PCC brge decrease;
Vlla35mafkg  rFVia (both doses):
fVila10mgfy:  decrease; TA: decrease
TA 400 mgfeg
Schiunk et al * Collagenase njection  Mice, (D-1 Warfarin 2mafigper 24 h PCCI00Wkg:  PCC decrease;
(2012) Vilalmg/kg  rFVika: decrease
New ol anticoagulants: anticoagulation
Laveretal™(2011) Colagenase injection  Mice, (D-1 Dabigatran Dose 1:37.5 mg/kg p.o.; None No change at either
dose 2: 112.5 mg/ig p.o. dase
Laveretal™(2011) Laser-induced Mice, (D-1 Dabigatsan 75 mgfig po. None No change
haemorrhage
Zhouetal®(2011) Colagenase njection  Mice, (578L/6 Dabigatran Dose 1: 2.25 mg/kg ip.; None Dose 1: no change;
dose - 45 mgfkgip.; dase 2 increase;
dose 3: 9mgikgip. dase 3 large increase
Zhouetal™(2013) Colagenase injection  Mice, (5786 Rivarcoaban Dose 1: 10 mg/kg p.o. None Dose 1: no change;
dose 2: 30 mgfkg p.o. dose 2 increase
New oml anticoagulants: reversal of anticoagulation
Zhouetal®(2011) Collagenase injection  Mice, (578L/6 Dabigatran Dose 1: 45 mgfigip; FFP 2004 Dose 1and FFP-
dose 2: 9mglkg ip. PCC100Whg:  decrease:;dose land
VllaBmgg  PCC large decrease;
dase 1 and riVllx no
change. Dase 2 and
FFP: no change; dose 2
and PCC: decrease; dose
2 and riVila: no change
Zhovetal™(2013) Colagenase injection  Mice, (578L/6 Rivarcaban 30mgkgp.c. FFP 200 4; Decrease
PCC100 Wkg:
iVila 8 mgfkg
Antiplatelet drugs: antithrombotic treatment
Miharaetal® Collagenase injection  Guineapigs Aspinin or Asprin 1 mgfig. 3mgfkg or  None No change for all doses
(2005) K419 32 mgfkg:
FKA19 0.03 mgkg.
006 mgfkg, or0-12 mglkg
Laveretal®(2011) Collagenase injection  Mice, (D-1 Aspirin, Aspirin 60 mg/kg; dopidogrel  None No change for all doses
clopidogrel and 225 mgfkg; or aspirin
both combined 60 mg/kg phus clopidrogrel
225 mgfkg

PCC-prothrombin complex concentrate. FrP-fresh frazen phisma. #Via-recombirant factor Vi TA- tranexamic acd. p.o.-per 0. i p=intraperitoneal. *Controls were
aither non- anticoagulated (sham. treated) anienals or anticoaguiated arimals that received sham treatment for anticoagulation reversal.

LancetNawal2013:12- 354405 Little is known about the pathophysiology of intracerebral haemorrhage that occurs during anticoagulant treatment.

Table 2: Effects on haematoma volumes of experimental anticoagulation and anticoagulation reversal
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NAO: sintesi delle raccomandazioni per il reverse urgente

Carbone attivo

Dabigatran

Si

Rivaroxaban

Si

Apixaban

Si

Emodialisi Si no no
PFC no no no
FVlira Non chiaro Non chiaro Non chiaro
possibile possibile possibile
CCP 3 fattori No dati No dati No dati
CCP 4 fattori possibile possibile possibile
FEIBA possibile Non chiaro Non chiaro
possibile possibile

Modificato da Kaatz S et al Am J Hematol. 2012; 87(suppl 1):S141-S145.
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@ Europace (2013) 15, 625-651 EHRA PRACTICAL GUIDE
EuroPEAN doi:10.1093/europace/eut083

CARDIOLOGY *

European Heart Rhythm Association Practical
Guide on the use of new oral anticoagulants in
patients with non-valvular atrial fibrillation

Hein Heidbuchel'®, Peter Verhamme', Marco Alings?, Matthias Antz3,
Werner Hacke?, Jonas Oldgren®, Peter Sinnaeve!, A. John Camm®,
and Paulus Kirchhof”:8

Bleeding while using a NOAC

Mild bleeding Moderate severe bleeding Life-threatening bleeding
= Delay or discontinue next dose Supportive measures:
» Reconsoder concomitant medication = Mechanical compression POC(e.g CoFact®) 25 U/kg; repeat 1x/2x if indicated
= Surgical hemostasis - aPCC (Feiba®) S0IE/kg; max 200 IE/kg/day
= Fluid replacement (colloids if needed)
- RBC substitution if needed » (fFVila (NovoSeven®) 80 ug/kg no data about
- Fresh frozen plasma (as plasma expander) additional benefit)

- Platelet substitution (if platelet count <80x 108/L)

For dabigatran:

= Maintain adequate diuresis

« Consider hemodialysis

* ((charcoal haemoperfusion?: await more data))

Figure 6 Management of bleeding in patients taking NOAGs. Possible therapeutic measures in case of minor or severe bleeding in patients on
NOAC therapy. Based on van Ryn et al.”



Haemorrage and DABIGATRAN (PRADAXA®) or RIVAROXABAN (XARELTO®)

Bleeding into a critical organ 1) FEIBA® 30-50 Ul / kg* or
(intracranial, acute subdural, intraocular..) 2) PCC 50 Ul/ kg*

o¢ [f ratio aPTT < 1.2 and ratio PT < 1.2: no reversal

*+ Prefer haemostatic procedure if feasible

Serious bleeding according to the French
Health Authority (2008)
(excluding previous cases)

e+ [f no haemostatic procedure is appropriate
and if ratio aPTT > 1,2 (isolated) or ratio PT > 1,2

nnnnnnnnnnnnnn

g » Discuss reversal™ (not always necessary) and obtain
specific dosage

ooooo Perioperative Haemostasis (GIHP) — March

Management of major bleeding complications and
m

oo o0 e
S8 g
Z

o

* Depending on avalability. No data available on the thrombotic risk of high doses of PCC or FEIBA in these patients
™ PCC=25-50 Ul'kg or FEIBA=30-50 UNKg
rF\lla is not considered firstdine



TOXICOLOGY/BRIEF RESEARCH REPORT

Hemorrhagic Complications in Emergency Department Patients

Who Are Receiving Dabigatran Compared With Warfarin Annals 0f Emergency Medicine 475
Russell Berger, MD; Steven D. Salhanick, MD; Maureen Chase, MD, MPH; Michael Ganetsky, MD

Table 3. Details of patients under treatment with dabigatran who were admitted with bleeding.

Patient Ags, Bleeding Daily Dose, Lengthof Hematocrit Level Creatinine Level Change, Blood Products
No. Years  Sex Site mg Stay, Days Decrease % From Baseline Transfused, Units Outcome
1 59 Male Gl bleed 300 4 33 8 Survival
2 59 Male  Pericardium 300 1 6.5 25 PREC1; FFP 3  Death
3 61 Male Gl bleed 300 2 41 0 Survival
4 65 Male Gl bleed 300 2 0 60 PRBC 2 Survival
5 66 Male Gl bleed 150 7 6.9 67 PRBC 4 Survival
5 75 Female Scalp 300 1 0 20 Survival
7 76 Male Gl bleed 300 2 0 50 Survival
8 79 Female Hemorrhoid 150 3 27 19 Survival
9 81 Female Gl bleed 300 4 69 0 PREC 2 Survival
10 82 Female Vaginal 300 1 0 100 Survival
11 84 Female Gl bleed 150 4 54 -4 PREC 1 Survival
12 84 Female Gl bleed 300 3 6.7 92 Survival
13 89 Female Gl bleed 300 3 65 0 PRBC 1 Survival
14 93 Female Gl bleed 300 1 89 106 PREC 1 Survival
15 104 Male Gl bleed 150 4 2086 5% PREC4;FP2  Death Treatment of Dabigatran-Associated ﬁi_:.... »
Bleeding: Case Report and Review of 5T o e
the Literature SN
Lisa M. Harinstein, PharmD, BCPS', Joseph W. Morgan, MD?, and
Nicholas Russo, MD*
Table 1. Published Cases of Dabigatran-Induced Bleeding and Suppor tive Treatments Received”
Admission
CrCl
Ref Age Bleed site/type (mUmin) Vit K FFP CP rFVila PCC Dialysis Surgical Outcome
5 84 Reenl 32 Yes Dexth
5 89 Epistaxis 29 Nasal cuteriza R y
8 79 Sugical ste (cardise surgery) 36 Yes 3 doses of 2.4 mg (30 IHD Recovery
megfkg), 2 doses of
72mg (30meg/ig)
9 62 Lobar hemorrhage after rTPA Dexth
10 72 Tr z b Yes 2doses of | mg Spine decompression Recovery
intraoperative bleeding
Il 67 Transeptal parforation during cardiac Yes FEIBA 26 unitvkg Recovery
ablari
6 78 u.a:mmmmmy 15 10mg Yes Yes Profilfine 50 units/ky CVVHD Death
7 66 Upper Gl 305432 S5mg Profilnine 25 and 50 IHD Recovery
unitskg doses
12 79 Reeml 207 10mg Yes Recovery
12 84 Rectal 335 Img Recovery
13 66 Mucosal puncture site 18 Yes Yes Denth
14 92 Gastric ulcer 242 10mg Yes Death
—. 84 Glbleed surgical site 25 Yes Yes 3mg (30 megihg) CVVHD Recovery
Abbrevations: Ref, reference; CrCl craatinine dearmce: Vit K, vitamin K: FFP, fresh frozen plasma; CP, crycprecip i, r b sation factor Vik: PCC prothombs
HD, ittert hemodialyss: rTPA, imnt tissue phsminogen acthator; FEBA, ictor eight bymmsing activity; RP, retroperitoneat G, gastrointestiml; CWHD, conti




Caso clinico

e Donna 93 anni

e Dal 31/10 dabigatran 110 x 2 per occlusione arteriosa acuta in FA permanente

e Peso 50 Kg circa

e Creatinina all’inizio trattamento 0,67 mg/dl (CICr 41 ml/min)

e |1 15/11 alle 12 circa accesso in PS per dolore addominale. Ricoverata per sub-
occlusione intestinale da fecaloma. Parametri coagulativi emolisati. Hb 15,3 g/
dl. Creatina 0,98 mg/d! (CICr 28 ml/min)

o Alle 22.30 15/11 rettorragia massiva: paziente in stato di shock (PA 60/40
mmHg), tachicardica, sudata

e Somministrato:

Tranex in fisiologica 100 cc x 2 volte, quindi messo x 3 in terapia
Emagel 500 cc + 500 cc

Omeprazolo 40 mg in fisiologica 100 cc, poi messo in infusione 5 fiale
Somatostatina 6 mg in fisiologica 500 cc 21 ml/h

Posizionato SNG




Caso clinico: andamento dei parametri coagulativi

100 -
90 1

80

70 -

60

50 -

40
30
20

89 90
LI 85
e
= S’"\!‘.’,
ccP 4 adre
fattori fattori
21 2 flaconi 2 ﬂaco'n.|
L— — __',‘\ A —— = Hb
4 4 ®: 4 p ~M-aPTT (sec)
—— 109 107 105 113 13,1 1905 102 101 95 101 —he—PT (%)
R A A S N> A S o 0 o o =3é&=CICr (ml/min)
(60 ) ‘o\ (o\ b\ b\ /\\ Q;\ q\ Q ,\/\
e S~ o S o o> & A A\ o &
Q(') ")\0 \(\Q),\b 8 o) ';\?) Q() Qo Qo Qo Qo\'
AN WY e e & & & &
@Qo (QQ @Q Qo QO
\Q’ \'Q’ \.Q’ &QJ@ \‘Q/@

La normalizzazione dei parametri
coagulativi in questa donna e avvenuto in
circa 6 giorni, cioe 144 ore




Caso clinico: andamento dei parametri coagulativi
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LETTERS TO THE EDITOR

@
Use of prothrombin complex concentrates for ﬁ“zgdthhe, -?-;%?Z ?E %ﬁ’:‘iﬁfﬁgﬁﬁg&? ;:,:nu;? 3;
urgent reversal of dabigatran in the Emergency these 5 patients was atrial fibrillation. Patients had a medi-
Department an age of 82 years (range 76-88 years), were predominant-
Table 1. Demographic and clinical characteristics, bleeding complications.
Age Gender  Weight HAS-BLED Creatinine  Bleeding Hours PCC Dose/ Vitamin  RBC Time Death
(years) (kg  Score  clearance complications fromlast Dese weight K  (N.ofunits) from
(mL/min) doseto (IU) (IU/kg) admission
imissi
1 8 Male 57 3 36.5 rectal bleeding 15 1000 17 No No <6 hours No
2 82 Male 67 3 733 melena 1 1000 15 Yes Yes (2) - No
3 88 Male 51 5 53.7 rectal bleeding 1.1 1000 20 No Yes (2)  <I2 hours Yes
14 76 Male 54 5 113 rectal bleeding 2 1000 19 No Yes (1) <12 hours No
5 82 Female 60 1 355 rectal bleeding 2 1500 25 No No <6 hours No
] g e ™ 0 T ' 4 atien
boplastin (aPTT) ratios. We found no significant differ- ] <
ences in the coagulation tests performed before and after : \_
' ' X & 2 Patient 5
the bleeding episode, although a tendency was noted in o
. " T o Patient 1
the INR values (1.8+1.2 vs. 1.240.2) and in the aPTT ratio _ _—
’ ' . re-| ost-
(24£1.5 vs. 1.5+0.6). All patients received treatment with Emeecrieos)
a prothrombin complex concentrate (Octaplex®, et

tion) and after the treatment of the hemorrhage (post-PCC admin-

Octapharma, Vienna, Austria). Table 1 lists the s




an unusual excessive response to dabigatran:

Life-threatening bleeding in four patients with I \

Implications for emergency surgery and resus- Correspondence
citation . .
Agnes L|IIo Le Louét'; Martine Wolf Lilia Soufir3; Amaud Galbois*56; Anne-Sylvie ACtlva ted p rOth rombln compl ex concen trate for
%G Off dt*57; Meyer-Michel Samama® ® . . .

ARy S — dabigatran-associated bleeding
e e e A S o3 o e s s
"t:rslgMu UM:S 7%67‘,lwﬁa:e; 'm‘:hp;roﬁaﬁ?::&m —~ Hotel-Dieu Hospital Group, Pars, ﬁn:xe;r:iomnis' Sam Schulman’
Laboratory, Ivry-sur-Seine, France Bruce Ritchie®
Coagulation tests Hours after Dabigatran withdrawal Jennifer K. Goy"
[units] (normal values) Susan Nahirniak®
Case 1 26h 28h 32h 34h 36h 38h - Mohmmdfhmw-‘
Prothrombin time (12.6-146 se0 >80 >60 31 8 209 43 NA Shari Ghamny
aPTT ratio (0.9-12) 545 45  >45  >45 45 >45  NA
Fibrinogen [g/] (24 g/t) 64 49 42 24 2 23 NA
Platelets [Gi1] (150-400) m 9 80 05 3 1 NA
Haemoglobin [g/dl] (12.0-16.0) 93 69 8 93 43 87 NA Hamition 1 1601 4  Hamilon2
Dabigatran plasma concentration NA.  NA 420480 NA  NA 340420 NA 407, m _l g o 2PTT
[ug/ml] {Ctrough 0.05-0.15) 120 o 120 uTT
Case 2 uh - 4%h 51h 55h 72h  9%h ; ‘:z E ‘::
Prothrombin time (12.6-14.6 sec) >60 NA >60  >60 4 39 26 a a0 - E -
#TTrato 09-12) 32 NA 4 52 33 31 28 E ~ai, wl®
Fibrinogen [g/] (24 /1) 42 NA 34 3 3 32 3 20 20 .
Platelets [G/] (150-400) W ONA 4 81 BT % 40 0 S 0
Haemoglobin [g/d] (12.0-16.0) 148 NA 13 n1 81 99 16 o moemomow oAm 0 24w zoas
s, — - - - Hours after last dose dabigatran Hours after last dose
Case 3 25h - 48h 51h 55h 72h  9h of dabigatran
Prothrombin time [sec] (11.3 13.6) 3 NA 570 >0 >0 >0 54 , ,
aPTT ratio (09-12) W ONA >S5 35 5 >5 47 O;T"" Samonton o o o
Fibrinogen [g/] (24 /1) 2 NA 34 3 30 32 30 140y 5 0 aHb

J*"® A A A = 120 on
Platelets [G/] (150-400) B ONA 34 B0 B0 14 80 120 ‘ ; 100 Sl s s
Haemoglobin [yd] (12.0-16.0) 78 NA 65 NA NA  NA 53 £ ‘:: R s LI
Dabigatranplasma concentraion [ugym] 1300 NA  NA. NA NA NA  NA 5 o ‘. . s E eo A
(Ctrough 0.05-0.15) o 5 .

401 *Cee o 40 e

Case 0 6h  24h  2h  46h 64h  85h b T e e F i
Prothrombin time [sec] (12.6-14.6) >60 50 08 191 171 157 1M o ol YV
aPTT ratio (09-12) 545 415 215 283 18 139 130 0 24 48 T2 96 120 144 168 192 0 2¢ 48 72 96 120 144 168
Platelets [G] (150-400) % 130 13 18 107 13 108

Haemoglobin [g/dl] (13.0-18.0) 16 89 87 102 98 11.6 109

Dabigatran plasma concentration [ugim] 2350 90 20 160 60 0 0
(Ctrough 0.05 to 0.15)

Bntish Journal of Haematolog)

Case 1: Transfusion was restarted 22 hours after Dabigatran withdrawal. RBC, FFP, recombinant F Vila, fibrinogen were transfused
during surgery, from 31 h to 38 h after dabigatran withdrawal. NA. for not available. Case 2: during the following days, progressive
shortening of PT and aPTT, reaching moderately increased values at the end of 18 days of hospitalization. N.A for not available.
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Conclusioni

e | NOA rappresentano una reale novita nel management della
FA

e | grandi trials hanno dimostrato che sono almeno efficaci e
sicuri quanto i farmaci comparati e, su molti aspetti, anche
superiori ad essi (riduzione del rischio emorragico cerebrale)

e | primi dati di real life confermano i risultati dei trials di fase Il

* | NOA presentano problematiche gestionali che devono essere
attentamente conosciute dal clinico

* Tra queste, la gestione del reverse urgente dei NAO e ancora
controversa perché non sono disponibili antidoti, ma solo
prodotti emostatici e non e ancora chiaro come monitorare
|” effetto pro-emostatico




