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FDA Approves First Factor Xa Inhibitor Antidote, 
Andexxa 
May 04, 2018

The US Food and Drug Administration (FDA) has approved Andexxa (coagulation factor Xa [recombinant] 
inactivated-zhzo) to reverse the anticoagulation effects of factor Xa inhibitors when needed due to life-threatening 
or uncontrolled bleeding, Portola Pharmaceuticals has announced.
An estimated 4 million people are  taking factor Xa inhibitors, such as rivaroxaban (Xarelto, Bayer/Janssen 
Pharmaceuticals) and apixaban (Eliquis, Bristol-Myers Squibb), but until now, there has been no approved reversal 
agent.
Last month, the FDA gave full approval to idarucizumab (Praxbind, Boehringer Ingelheim) to reverse the 
anticoagulant effect of dabigatran (Pradaxa, Boehringer Ingelheim), a direct thrombin inhibitor, in the event of 
urgent surgery or life-threatening or uncontrolled bleeding.
In the United States alone, there were approximately 117,000 hospital admissions attributable to factor Xa 
inhibitor-related bleeding and nearly 2000 bleeding related deaths per month, according to the company's news 
release, posted May 3.
Portola expects to launch Andexxa in early June under an early-supply program with a generation 1 product, with a 
broader commercial rollout expected in early 2019 upon FDA approval of its generation 2 manufacturing process, 
the news release states.

 













Cve e rischio tromboembolico

Immediate initiation of 
anticoagulation is important
in all patients scheduled for 

cardioversion

« Tutti i pazienti »:
ü significa anche quelli con insorgenza di FA databile entro 

le 48 h ?
ü è ind i f ferente  la  modal i tà  d i  card iovers ione  ? 

(farmacologica vs elettrica)



1) Ha senso considerare le 48 ore uno spartiacque sicuro per 
procedere alla CV senza rischio tromboembolico ?

ü Non esiste nessun lavoro che in maniera 
esplicita abbia dimostrato che le 48 h 
costituiscano il cut off per la genesi del 
trombo

ü Esistono evidenze che dimostrano come 
FA di più lunga durata (>1 settimana) e 
dimensioni atriali di maggiore entità 
siano correlate ad un maggior potenziale 
trombogeno. Sulla base di questi dati per 
molto tempo si è ritenuto che la CV entro 
48 h senza terapia antitrombotica fosse 
sicura.

ü Tuttavia studi con ETE, RM cardiaca e 
autoptici hanno evidenziato presenza di 
trombi auricolari anche in soggetti con 
episodi di fibrillazione atriale parossistica 
di pochi minuti (< 48 h)

J Am Coll Cardiol 2013;62:1187–92

 J Am Coll Cardiol 1995;25:452–9

J Am Soc Echocardiogr 2009;22:1403–8

Acute cardioversion. In AF known to be of <2 days 
duration, cardioversion has been reported to be safe even 
without anticoagulation



2) Ha senso la somministrazione di un agente antitrombotico post 
procedura di CV anche se essa è condotta entro le 48 ore ?

Esistono molte evidenze che documentano come il momento della 
cardioversione sia associato ad un maggior rischio 

tromboembolico a prescindere dalla preesistenza di un trombo in 
atrio, per il rischio che esso possa formarsi dalle 24 h alle 4 

settimane successive alla CV a causa del fenomeno dello «stunning 
atriale»



Fibrillazione atriale Entro le 48 h

In patients with a definite AF onset, 48 h, cardioversion can be 
performed expediently under the cover of UFH administered i.v. 
followed by infusion or subcutaneous LMWH

For patients with AF of documented duration of 48 h 
or less undergoing elective cardioversion (electrical 
o r  p h a r m a c o l o g i c ) ,  w e  s u g g e s t  s t a r t i n g 
anticoagulation at presentation (low-molecular-
weight heparin or unfractionated heparin at full 
venous thromboembolism treatment doses) and 
proceeding to cardioversion rather than delaying 
c a r d i o v e r s i o n  f o r  3  w e e k s  o f  t h e r a p e u t i c 
anticoagulation or a TEE-guided approach (Grade 2C) 
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Cve e terapia anticoagulante



Meta-analisi ed RCTs confermano che I noac sono simili ai 
vka in termini di sicurezza ed efficacia per la cardioversione

Caldeira D et al. Clin Res Cardiol 2015; [Epub ahead of print]

NOAC outcomes:
• Similar to VKA in preventing ischaemic stroke/SE (RR 0.60, 95% CI 0.20–1.80)
• No differences vs VKA in risks of major bleeding (1.27, 0.58–2.81), 

MI (0.71, 0.10–5.04) or mortality (0.87, 0.24–3.08)

3512 patients with AF undergoing cardioversion
• Meta-analysis of data from four RCTs evaluating NOACs (dabigatran, apixaban, or 

rivaroxaban; n=2200) vs VKA (n=1312) 
• RE-LY®, ARISTOTLE, ROCKET-AF (all post hoc analyses) + X-VeRT

• Outcomes assessed up to 30 or 42 (X-VeRT only) days post cardioversion
• Primary outcome: ischaemic stroke/SE
• Secondary outcomes: major bleeding, MI, mortality

ü

Limitations
• Results are based on study-level data, not on individual patients’ data
• Outcomes pooled for all NOACs (some outcomes data not available)
• Pooled data underpowered to confirm non-inferiority of NOACs 

 



www.thelancet.com Published online August 30, 
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ENSURE AF



X - V e R T  ( e X p l o r e  t h e 
efficacy and safety of 
o n c e - d a i l y  o r a l 
r i v a r o x a b a n  f o r  t h e 
p r e v e n t i o n  o f 
caRdiovascular events in 
patients with nonvalvular 
a T r i a l  f i b r i l l a t i o n 
s c h e d u l e d  f o r 
cardioversion) was a 
multinational, randomized, 
open-label, parallel-
group phase IIIb study of 
p a t i e n t s  w i t h 
haemodynamically stable 
non-valvular AF of >48 h 
or of unknown duration



In X-VeRT, 1504 AF patients with AF of > 48 h or of 
unknown duration, scheduled for cardioversion, were 
prospectively randomized to receive rivaroxaban or VKA 
in a 2:1 fashion. 
The cardioversion strategy was either early (with TOE, 
or without TOE in case the patient was known to be 
anticoagulated with VKA or NOAC for ≥3 weeks) or 
delayed (with 3–8 weeks anticoagulation before 
cardioversion). In the early group, the target was to 
cardiovert within 1–5 days after randomization. There 
was no difference in ischaemic or bleeding events 
between anticoagulant or timing groups. 
Therefore, a strategy with at least a single NOAC dose 
≥4 h before cardioversion is safe and effective in 
patients with AF of > 48 h duration, provided that a TOE 
is performed prior to cardioversion

In the delayed cardioversion group, Rivaroxaban 
allowed cardioversion after a shorter treatment 
period (mean 25 days) compared with VKAs (mean 34 
days) because of the inability to achieve adequate 
anticoagulation prior to cardioversion, rivaroxaban 
allowed cardioversion after a shorter in the VKA 
group at 3 weeks (95 patients compared with 1 
patient in the rivaroxaban group). 
In the early cardioversion group, rivaroxaban 
administered at least 4 h before cardioversion 
provided effective and safe anticoagulation.









Ospedale Paz Arruolati
Casilino 96
S. Camillo-Forlanini 77
S. Eugenio 64
S. Giovanni-Addolorata 49
Gemelli 45
S. Maria Goretti - Latina 40
Rieti 35
Grassi - Ostia 32
PTV 31
Colleferro 27
Pertini 21
Belcolle Viterbo 19
FBF Isola Tiberina 17
Spaziani - Frosinone 17
FBF S. Pietro 16
S. Filippo Neri 8
TOT 594

REFASI

594 pazienti

16 Ospedali della Regione

45 giorni giugno – luglio 2017





594 pazienti

16 Ospedali della Regione

REFASIFA

Esordio



594 pazienti

16 Ospedali della Regione

REFASIETA'

SESSO
0 54

1 107

2 127

3 132

4 114

5 45

6 14

7 1

8 0

9 0



Terapia Anticoagulante
Paz arruolati Anticoagulanti in dimissione

594 nuove terapie % % conferme terapie
Nessuno 387(65%)

478

7 2,9  120 (20%)
AVK 60 (10%) 4 1,7  49 (8%)
EBPM 29 125 51,9  21
EBPM+AVK 0 6 2,5  0
Eparina Sodica 0 1 0,4  0
Fondaparinux 2 2 0,8  2
Dabigatran 150 13  17 16,5 21,4 12
Dabigatran 110 8  5 4,9 8
Rivaroxaban 20 35  30 29,1 38,8 31
Rivaroxaban 15 11  10 9,7 9
Apixaban 5 31  26 25,2

33,0
29

Apixaban 2.5 10  8 7,8 9
Edoxaban 60 8  4 3,9

6,8
8

Edoxaban 30 0  3 2,9 0

 NAO 116  (19,5%) 103 42,7   
TOT ac  241 (40%) 178

TOT NAO 37%



Terapia Anticoagulante

  AC in dimissione (solo nuove)  

ESITO
 Nessuno NAO EBPM EBPM+AVK

Eparina 
Sod. AVK Fondaparinux Ricovero

Domicilio 331 93
52

(21%)
60 

(25%) 2 1 3 1  

Ricovero 132 18 6
(5%)

51 
(43%) 2 0 1 1 47

Rifiuto del ricovero 22  

Str. Ambulatoriale 97 16 37 13 1 0 0 0  

Trasferimento 11 0 2 1 1 0 0 0 4

        





PERCORSO PAZIENTE TEV: GESTIONE 

 TVS con estensione fino a 3 cm dalla “crosse”: trattamento domiciliare

 TVP distale: trattamento domiciliare 

 TVP prossimale: breve ricovero con early discharge, raramente domiciliare



Criteria for treatment of acute PE out of hospital
(all to be satisfied):

üClinically stable with good cardiopulmonary reserve;
üNo contraindications such as recent bleeding, severe renal or liver 
    disease or severe thrombocytipenia (i.e. < 70.000/mm3)
üExpected to be compliant with treatment;
üThe patient feels well enough to be treated at home:
ü(sPESI : 0)





The Swedish Quality Registry  for Anticoagulants
AuricolA

ü 245 consecutively registered patients with Acute PE selected 
for outpatient treatment with DOAC

ü risk for VTE recurrence, death and bleeding during 6 months



Localizzazione dell’embolia:
• Tronco polmonare/arteria 

polmonare principale
• Ostruzione > 40% alla 

Scintigrafia Polmonare







Grazie per l’attenzione



Conclusi
ons

● ENSURE-AF study is the largest prospective randomized clinical trial to 
date of anticoagulation with a NOAC for electrical cardioversion in 
nonvalvular AF

● Overall, the rates of the composite primary efficacy endpoint and of 
major or CRNM bleeding were similarly low in both treatment arms, 
irrespective of a TEE-guided strategy

● The net clinical outcome was numerically lower but not statistically 
different in the edoxaban arm vs enoxaparin/warfarin arm

● The results suggest that edoxaban may be an effective and safe 
alternative to enoxaparin/VKA strategy, and may allow prompt 
cardioversion to be performed when following a TEE-guided approach

AF = atrial fibrillation; CRNM = clinically relevant nonmajor; NOAC = nonvitamin K antagonist oral anticoagulant; TEE = transesophageal echocardiography; VKA = vitamin K 
antagonist Goette A, et al. Lancet. 2016


