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2017 ACC Expert Consensus Decision Pathway for Periprocedural Management of

Anticoagulation in Patients With Nonvalvular Atrial Fibrillation
A Report of the American College of Cardiology Clinical Expert Consensus Document Task Force
Periprocedural Management of Anticoagulation Writing Committee, John U. Doherty, Ty J.
Gluckman, William J. Hucker, James L. Januzzi Jr.,, Thomas L. Ortel, Sherry J. Saxonhouse and Sarah A.

Spinler
2017 Feb 21;69(7):871-898. doi: 10.1016/j.jacc.2016.11.024. Epub 2017 Jan 9

Management of Patients on Non—Vitamin K Antagonist Oral Anticoagulants in
the Acute Care and Periprocedural Setting: A Scientific Statement From the
American Heart Association

Amish N. Raval, Joaquin E. Cigarroa, Mina K. Chung, Larry J. Diaz-Sandoval, Deborah Diercks, Jonathan
P. Piccini, Hee Soo Jung, Jeffrey B. Washam, Babu G. Welch, Allyson R. Zazulia, Sean P. Collins,

Circulation. 2017;135:e604-e633
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Definition of major bleeding in clinical investigations of
antihemostatic medicinal products in non-surgical patients

MAJOR BLEEDIN

ing in a critical area or organ, s




£
Classificaz

romboembolico

-tromboembolia venosa o
arteriosa recente (<3mesi)
A con recente complicanza

Ivolari cardiache

trans-bronchi

coperto,
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Via Dabigatran Apixaban Edoxaban™ Rivaroxaban

Atorvastatin P-gp competition and +18%° f No effect’® No effect’”?’
CYP3A4 inhibition

Digoxin P-gp competition No effect’ W No effect’” No effect’”*?
Ene

Verapamil P-gp competition (and weak +12-180%"" (reduce % +53% (SR)*
CYP3A4 inhibition) dose and take (reduce dose
simultaneously) é by 50%)"

Diltiazem P-gp competition and weak No effect™ 440%™ % // I
CYP3A4 inhibition /
%
Quinidine P-gp competition +50% W +80%° (reduce
% dose by 50%)°

Amiodarone P-gp competition +12-60% / No effect™
0
Dronedarone P-gp and CYP3A4 inhibitor _ %%/ 85 {riee
voriconazole; CYP3A4 inhibition - -
posaconazole

Fluconazole Maoderate CYP3A4 // Wy W// +42% (if systemically
inhibition administered)’’

Cyclosporin; tacrolimus P-gp competition _ WM W%/ +50%

Clarithromyein; erythromycin  P-gp competition and +15-20% W 1+30-54%%%
CYP3A4 inhibition

Ketoconazole; itraconazole; P-gp and BCRP competition;

HIV protease inhibitors P-gp and BCRP competition
(e.g. ritonavir) or inducer; CYP3A4
inhibition

Rifampicin; 5t John's wort; P-gp/ BCRP and
carbamazepine; phenytain; CYP3A4/CYP2)2
phenobarbital inducers

- - o i
Red, contraindicated/not recommended.

Orange, reduce dose (from 150 mg bid to 110 mg bid for dabigatran; from 20 mg to 15 mg gd for rivaroxaban; from 5 mg bid to 2.5 mg bid for apixaban).
Yellow, consider dose reduction if another ‘yellow’ factor is present.
Hatching, no data available; recommendation based on pharmacokinetic considerations.




Stima del rischio emorragico in procedure

At
parti

tesia spinale
pia digestiva
percutanea
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Higher-risk procedures Low-risk procedures

Polypectomy Diagnostic (EGD, colonoscopy, flexible sigmoidoscopy) including mucosal biopsy

Biliary or pancreatic sphincterotomy ERCP with stent (biliary or pancreatic) placement or papillary balloon dilation without
sphincterotomy

A
U

Treatment of varices

PEG placement Push enteroscopy and diagnostic balloon-assisted enteroscopy

_ Enteral stent deployment (Controversial)

Gastrointestinal Endoscopy Volume 83, Issue 1, January 2016, Pages 3-16




Antithrombotic management in patients with percutan
coronary intervention requiring oral anticoagulati

ess of the type of chronic anticoagulation therapy, in patients o
access should be the default to minimize the risk of access-

tion DES or bare metal stents (BMS) are recom

or or prasugrel is discoura




Urgent intervention
required
{STEMI
or high-risk NSTEMI)

Fatient on MOAC
or VKA

Blood sampling without waiting for
the results

VEA patient:

—INR < 2.0 or unknown — low-dose
af UFH or enoxaparin or full dose
of bivalirudin

- INR » 2.5 — no additional
anticoagulants during PCI

NOAC patient:
— Half dose of LUFH or encxaparin or
full dose of bivalirudin

Urgent intervention
not required
{elective PCI

or low-risk NSTEMI)

Postepy Kardiol Interwencyjnej. 2016; 12(4): 290-302.

Renal function, blood morphology,
creatinine, INR, &PTT

VEA patient:
—|ME » 2.5 — no additional
anticoagulants during PCI
—IMR ¢ 2.0 = half-dose of UFH
or enaxaparin or full dose of
bivalirudin

NOAC patient:
— Postpone intervention at least 24 h
after last dose
—Then UFH or enoxaparin or

bivalirudin

For all patients recommended:
—Radial access
— MWew generation DES
— Start aspirin at the first medical
contact
— Start clopidogrel just before PC
- Avoid more potent P2Y,, inhibitors
=GP lIb/Na inhibitars anly in bail-out
complication
- Proton pump inhibitor




Trial acronym/status _ Trial aim/hypothesis Study arms

RE-DUAL PCl/recruiting

PIONEER AF PCl/study completed

AUGUSTUS/recruiting

EVOLVE AF PCl/accepted by
institutional board to start recruitment

2800

Not determined yet

To study non-inferiority of each dose of
dabigatran arm when compared to
warfarin in terms of safety determined
by major bleeding and clinically relevant
non-major bleeding events according to
the modified ISTH classification

To evaluate the safety of three different
treatment strategies (Rivaroxaban)
Safety in this trial is determined by
significant bleeding as a composite of
TIMI major bleeding, minor bleeding,
and bleeding requiring medical
attention

To determine whether apixaban is safer
than VKA given for 6 months in terms of
bleeding in AF patients with ACS or PCI
with stent implantation within the prior
14 days. The primary outcome measure
is time to first occurrence of major or
clinically relevant non-major bleeding
according to the ISTH classification

Treatment strategies with edoxaban
are planned

e 110 mg dabigatran BID plus
clopidogrel or ticagrelor
150 mg dabigatran BID plus
clopidogrel or ticagrelor
A triple antithrombotic therapy of
warfarin plus clopidogrel or
ticagrelor plus low-dose aspirin (<
100 mg OD)

15 mg rivaroxaban OD or 10 mg for
subjects with moderate renal
impairment plus clopidogrel,
prasugrel or ticagrelor

2.5 mg rivaroxaban BID plus low-
dose of aspirin and clopidogrel,
prasugrel or ticagrelor followed by
15 mg rivaroxaban OD plus low-dose
aspirin

VKA treatment strategy (target iNR
2.0-3.0) plus low-dose aspirin and
clopidogrel, prasugrel or ticagrelor
followed by VKA plus low-dose
aspirin for 12 months

Randomization in a 2 x 2 factorial
design to receive apixaban 5 mg OD or
2.5 mg BID, with or without aspirin,
versus a VKA, with or without aspirin.
All patients are receiving

P2Y,, inhibitors




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

Table 3 Interpretation of coagulation assays in patients treated with different NOACs

Dabigatran Apixaban Edoxaban® Rivaroxaban
Plasma peak level 2 h after ingestion 1—4 h after 1-2 h after ingestion 2—4 h after ingestion
ingestion
Plasma trough level  12-24 h after ingestion 12—-24 h after 12—24 h after ingestion’ 16—24 h after ingestion
ingestion
PT Cannot be used Cannot be used  Prolonged but no known relation with  Prolonged: may indicate excess
bleeding risk>? bleeding risk but local calibration
required
INR Cannot be used Cannot be used Cannot be used Cannot be used
aPTT At trough: >2x ULN Cannot be used  Prolonged but no known relation with  Cannot be used
suggests excess bleeding bleeding risk”
risk
dTT At trough: =200 ng/ml or Cannot be used  Cannot be used'® Cannot be used
=65 s: excess bleeding
risk
Anti-FXa Not applicable No data yet Quantitative;'® no data on threshold ~ Quantitative; no data on threshold
chromogenic values for bleeding or thrombosis values for bleeding or thrombosis
assays
ECT At trough: =3 x ULN:excess Not affected Not affected Not affected

bleeding risk




Decidere se e quando interrompere
I"anticoagulazione

ntinuare anticoagulazione
dontoiatriche, cutane




DURATA DI SOSPENSIONE RACCOMANDATA DEI NAO , BASATA SUL RISCHIO Dl
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SIANO AUMENTATI FATTORI DI RISCHIO EMORRAGICI LEGATI AL PAZIENTE

dabigatran apixaban, edoxaban, riv

Emivita Apix 17 Apix 17
stimata, h Edox 17 Edox 17

Rivarox 9 Rivarox 13

Rischio
emorragico
procedurale

basso

No data >36 No data

Incerto, > > No data No data No data
intermedio,

alto




Procedure urgenti/emergenti
reversal

tran - idarucizumab (Praxbind
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nerale gli anticoagulanti orali diretti
itano di bridging con EBPM

necessario in pazienti
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