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Rapporto Nazionale AIFA 2015

Spesa % DDD
Gruppo Sottogruppo totale su spesa totali
(milioni) SSN (milioni)
Antiaggreganti e anticoagulanti 868,4 4,0 2.037,9
Eparine a basso peso molecolare 335,6 1,5 215,9
Nuovi antitrombotici orali 181,3 0,8 134,1
Clopidrogel da solo o in associazione 85,8 0,4 214,8
Ticagrelor 34,5 0,2 13,2
Eparinici 18,1 0,1 9,9
Anticoagulanti orali 15,3 0,1 135,3
Prasugrel 10,0 0,0 6,0

Figura 7.2.4a. Antiaggreganti e anticoagulanti, andamento temporale del consumo
(2007-2015)
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Scelta decisionale:

Rischio
emorragico

Evento emorragico Gl:

In genere controllabile
Esito spesso favorevole
Esiti in genere assenti

Rischio
frombotico

Evento trombotico CV:

Non sempre controllabile
Esito spesso sfavorevole
Esiti falvolta permanenti



Scelta decisionale:

Rischio
emorragico
Rischio
frombotico
Scelta decisionale
Evento emorragico Gl: Evento trombotico CV:
In genere controllabile Non sempre controllabile
Esito spesso favorevole Esito spesso sfavorevole

Esiti in genere assenti Esiti talvolta permanenti



Rischio fromboembolico correlato alla sospensione di ASA

- Studi osservazionali retrospettivi in pazienti in terapia con ASA a bassa dose per
prevenzione secondaria

- Incremento di circa 3 volte di eventi cerebrovascolari e cardiovascolari

- Eventi cerebrovascolari e cardiovascolari si verificano nel 70% dei casi entro 7-10 gg

Maulaz AB, Arch Neurol 2005; 62: 1217-20;
Biondi Zoccai GG. Eur Heart J . 2006; 27:2667-74)

- Studi prospettici randomizzati-controllati:

- Eventi cardiovascolari maggiori a 30 gg: 9% vs 1.2%
Oscarsson A, Br J Anesth 2010; 104; 305-12

- Complicanze cerebrovascolari e cardiovascolari a 30 gg: 6.4% vs 1.3% (60% entro 10 gg)
Sung JJ, Ann Intern Med 2010; 152: 1e-9


http://www.ncbi.nlm.nih.gov/pubmed/17053008

Scelta decisionale:

Rischio
frombotico

Rischio
emorragico

E Endoscopy in patients on antiplatelet or anticoagulant therapy, including direct
R — anficoagulants: British Society of Gastroenterology (BSG) and European Society of

A Gastrointestinal Endoscopy (ESGE) guidelines
@ (Veitch A et al., Gut 2016, Endoscopy 2016)

The management of antithrombotic agents in patients undergoing Gl endoscopy
(Acosta RD et al., Gastrointest Endosc 2016)

The 2018 European Heart Rhythm Association Practical Guide on the use of non-vitamin K

European Society antagonist oral anticoagulants in patients with atrial fibrillation
of Cardiology (Steffel J et al., European Heart Journal 2018)




Endoscopia: stratificazione del rischio emorragico (ESGE)

Basso rischio

Rischio 0-0.5%

Alto rischio

Rischio 1-22%

-

Argon Plasma? -LRin LG ASGE

RFA Barrett ?

- LR in LG ASGE

-

*Endoscopia diagnostica (EGDS, Colonscopia, Enteroscopia) + biopsie
*ERCP + stenting biliare/ pancreatico

*EUS diagnostica

*Videocapsula endoscopica

*Enteroscopia device-assisted senza polipectomia

~

J

Polipectomia

Mucosectomia (EMR)/ Dissezione sottomucosa (ESD)
Ampullectomia

Sfinterotomia biliare / pancreatica + dilatazione papillare
EUS operativa + FNA/FNB

Trattamento varici

Dilatazione e stenting di stenosi vie digerenti

Debulking lesioni neoplastiche (indipendentemente da metodo)

\Gos’rros’romio/ digiunostomia percutanea (PEG, PEJ)

~

/




Stratificazione del rischio emorragico (EHRA guidelines)

Interventions with minor bleeding risk

Dental interventions

Extraction of 1-3 teeth

Paradontal surgery

Incision of abscess

Interventions with low bleeding risk (i.e. infrequent or with low

clinical impact)

Implant positioning

Endoscopy with biopsy

Cataract or glaucoma intervention

Prostate or bladder biopsy

Endoscopy without biopsy or resection

Superficial surgery (e.g. abscess incision; small dernj

Electrophysiological study or catheter ablation (

procedures, see below)

excisions; .. .)

Mon-coronary angiography (for coronary angiogn

see Patients undergoing a planned invasive proce;

Complex endoscopy (e.g. polypectomy, ERCP with sphincterot-
omy etc.)

or ablaton section)

Spinal or epidural anaesthesia; lumbar diagnostic puncture

Pacemaker or ICD implantation (unless complex

Thoracic surgery

ting, e.g. congenital heart disease)

Abdominal surgery

Major orthopaedic surgery

Liver biopsy

Transurethral prostate resection

Kidney biopsy

Extracorporeal shoclowave lithotripsy (ESWWL)
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Procedure a basso rischio emorragico

ASA Prosecuzione terapia

[ P2Y12 antagonisti Prosecuzione terapia

[ DAPT

Prosecuzione terapia Valutare reale necessitda biopsie!!

| N \____J

4 N\
VKAs Prosecuzione terapia Biopsie se INR in range terapeutico stabile
\_ J
4 N\
DOACs Prosecuzione terapia ASGE
. J

Stop assunzione dose mattutina| ESGE

Stop > 24h EHRA




Farmacodinamica dei DOAC
Gong Y. Can J Cardiol 2013
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Persiste una attivita anticoagulante (minima),
minor rischio di sanguinamento



Periendoscopic management of direct oral anticoagulants: a prospective cohort study
Radaelli F. Gut 2018

Table 3 Number of endoscopic procedures, stratified by bleeding risk ‘ Patens inluded i the analyss
Low-risk procedure, n (%) High-risk procedure, n (%)
DIagl(glc_uiyr_nrfw_erﬂ]discip}lwlthﬂ]t_bl%}i — e E.l_{d'g_z]_ Snare p0|ypec'[0m}"[ H 1 {549] Patients un.icr_gmll_u‘%\\\'-r'LsL‘ procedures Patients nndcr‘;:nm_cllugh-n.\k procedures
ﬁagnostit upper or lower endoscapy, with biopsy (single site)# 51(15.7) : EMRS 48(238) - "f‘ ! ] £
bbby i) opef e i m | | y
Diagnostic EUStt 701 ERCP with sphincterotomy 19(94) accontiag with BSGESGE | | accoutiocs wis BSOSO acconding with BSG/ESGE | | soagedance wits BSG/ESOE
ERCP* without sphyncterotomy 1(21) EUS-quided tissue sampling 11(5.4)
PEGIPE! 5(25) L .
Interruption Interruption Interruption Interruption
Misce"aneousif 4(20) n=llF:S n=1|22 I lFIT o \F‘
rotal 32? (100} Total 202 (1 00} Rc:luan;lun RC:“:I;[:M RL::ml\E[I:un Rc»;;]m:\;:ﬁuun

Sanguinamento intra-procedurale in pazienti sottoposti a biopsia

Pazienti che hanno continuato I'assunzione 2/38 (5.2%)
p=0.23
Pazienti che hanno saltato la dose mattutina 2/114 (1.7%)



Procedure a basso rischio emorragico

ASA W Prosecuzione terapia
[ P2Y12 antagonisti } Prosecuzione terapia
[ DAPT } Prosecuzione terapia Valutare reale necessitd biopsie!!
4 )
VKAs Prosecuzione terapia Biopsie se INR in range terapeutico stabile
\ J
4 )
DOACs Stop assunzione dose mattutina a N
\ J Dabigatran * ( * ( * (
Apixaban s [ e O s e A s I 3 dose omitted
:L‘:::":::a“ - = ) £ dose taken
day -1 day +1

K gday of endoscooy, /




Effetto della funzione renale

Dabigatran Rivaroxaban Apixaban
Basso rischio | Alto rischio | Basso rischio Alto rischio | Basso rischio | Alto rischio
CrCl > 80mL/min >24h* >48h >24h** > 48h >24h* >48h*
CrCl 50- 80mL/min >36h >72h >24h >48h >24h >48h
CrCl 30-50mL/min >48h >96h >24h >48h >24h >48h
CrCl 15-30mL/min non indicato | non indicato >36h >48h >36h >48h

Plasma [Dabigatran] (ng/mL)

Typical &F Fabeni
— SOagee (3 ws. GE

Corsi ] 320 s i

el SO oenl e
—_— FPogp hikition

EHRA Guidelines, Europace 2013; 15: 625-651

— CEET SMNF (rsFFd481 5]
—_— Pegp oo
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T
12

18
Time since last dose (hr)

Steffel J. Eurpean Heart Journal 2018
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Procedure ad alto rischio emorragico

v

Considerare interruzione on individual basis per:
] - EMR colon > 20mm, EMR gastriche
- ESD
- Ampullectomia
- FN lesioni cistiche pancreatiche

ASA [ Prosecuzione terapia

v

[ Polipectomie polipi <10mm (+clip)? ]

[ i _

Continuare ASA
Interruzione 5gg (prasugrel 7gg)
Reinfroduzione in caso di sospensione al giorno +3



Rischio di trombosi dello stent in pazienti con stent coronarici

TABLE 1 Thrombotic Risk in Patients Treated With Coronary Stents Undergoing Surgery

PClI Patients With Clinical* or Angiographic*
Increased Ischemic Risk Characteristics

PCl Patients Without Clinical* or Angiographic*
Increased Ischemic Risk Characteristics

First- Second- First- Second-

Surgery to Generation Generation Generation Generation

PCI Time POBA BEMS DES DESt BVS POBA EMS DES DESt BVS

<1 months High High High High High High (<2 weeks) High High High High

intermediate

1-3 months Intermediate High High High High Low Intermediate High Intermediate High
4-6 months Intermediate High High Intermediate/high High Low Low/intermediate Intermediate Low/intermediate High
6-12 months Intermediate Intermediate Intermediate  Intermediate High Low Low Intermediate Low High
>12 months Low Low Low Low Undetermined Low Low Low Low Undetermined

*For further details, see Table 2. tThe recommendations for bioresorbable polymer stents are the same as for second-generation generation drug-eluting stents (DES).

BMS = bare-metal stent(s); BVS = bioresorbable vascular scaffold; PCl = percutaneous coronary intervention; POBA = plain old balloon angioplasty.

Rossini R, JACC 2018



Endoscopia non procrastinabile in pazienti in DAPT

FIGURE 2 Bridging Protocol Using Cangrelor for Patients on Dual Antiplatelet Therapy With Aspirin Plus a P2Y,;> Receptor Inhibitor Referred to Cardiac or
Noncardiac Surgery

Low dose aspirin continued throughout

RESUME
cangrelor™*

WASH OUT START sTOP
oral P2Y ;5 inhibitors cangrelor™® cangrelor™

STOP

STOP START

clopidogrel

ticagrelor clopidogrel™™™

prasugrel

Day —7 —6 -5 —a —3 —2 — —1—6 h o +1—6 h Follow-up
until discharge
*Initiate within 72 hours from P2Y 12 inhibitor discontinuation at a **If oral administration FFEWIith 300—-600 mg loading dose, as
dose of 0.75 uwg/kg/min (no bolus) for a minimum of 48 hours not possible soon as oral administration possible.
and a maximum of 7 days. Prasugrel or ticagrelor discouraged

Clopidogrel and ticagrelor should be discontinued for 5 days and prasugrel for 7 days. Start cangrelor at bridging dose regimen 3 to 4 days after prasugrel
discontinuation and 2 to 3 days of clopidogrel and ticagrelor discontinuation and discontinue 1 to 6 h before surgery. Platelet function testing may be considered to
help guide timing of starting cangrelor infusion. After surgery, prasugrel and ticagrelor administration should be discouraged and clopidogrel should be resumed with a
loading dose as soon as oral administration is possible and the risk of severe bleeding is acceptable. If the use of oral P2Y¥Y,, inhibiting therapy is not possible,
post-surgery bridging might be considered. Adapted with permission from Angiolillo et al. (47).

NB:
-OFF-LABEL
-SEMPRE NECESSARIA CONSULENZA CARDIOLOGICA E CHIARA DOCUMENTAZIONE

DELLA EFFETTIVA NECESSITA' DELLA PROCEDURA!

Rossini R, JACC 2018



Procedure ad alto rischio emorragico

BRIDGE trial NEJM 2015

Stop VKAs INR<1.5 Restart VKAs (dose abituale)

-5 days pre-procedure time +24 h post-procedure time

endoscopy | e »>
f f t

-3 days -18h +24h

Indicazioni a EBPM bridging:

Protesi meccanica mitralica
Protesi meccanica + pregresso evento TE
FA + (stroke o TIA recenti)
oppure + (CHADS, 5-6)
e  TEV recente (<3 mesi)

CHADS, score:

C scompenso cardiaco (+1)

H ipertensione arteriosa (+1)

A eta>75anni (+1)

D diabete mellito (+1)

S2 prevenzione secondaria in pregressoictus o TIA o tromboembolismo (+2)




Procedure ad alto rischio emorragico

DOAC ) Sospensione

Dabigatran * (( * (( * (
wae 88500008
= = =

Rivaroxaban
Edoxaban S
day -3 day -2 day -1

E::_j dose taken

£ dose omitted,

day of endoscopy,

Dabigatran, CrCl 30-50ml/min: ultima dose 72 ore prima dell’esame



Periendoscopic management of direct oral anticoagulants: a prospective cohort study

Gut. 2018 Jul 31 [Epub ahead of print]

Table 3 Number of endoscopic procedures, stratified by bleeding risk

Low-risk procedure, n (%)

Diagnostic upper or lower endoscopy, without biopsy* 161(49.2)
Diagnostic upper or lower endoscopy, with biopsy (single site)+ 51(15.7)
Diagnostic endoscopy with biopsy (multiple sites) 101(309)
Diagnostic EUStt 121)
ERCP* without sphyncterotomy 1(21)
Total 327(100)

CHghriskpocedwen () I
Snare polypectomyt 111(549)
EMRS 18(39)
ESD** 4(20)

ERCP with sphincterotomy 19(94)
EUS-quided tissue sampling 11(5.4)
PEGIPE) 5(25)
Miscellaneoustt 4Q0)
Total 202(100)

Patients included in the analysis

n=529

Patients undergoing low-risk procedures
n=327

I

Patients undergoing high-risk procedures
n=202

|
[ 1

DOAC management
according with BSG/ESGE

DOAC management not in

accordance with BSG/ESGE

DOAC management DOAC management not in
according with BSG/ESGE accordance with BSG/ESGE

Interruption Interruption
n=105 =222

Interruption Interruption
n=117 n=83

Resumption Resumption
n=188 n=139

Resumption Resumption
n=136 n=66

Sanguinamento intra-procedura, in pazienti sottoposti a procedure ad alto rischio, secondo il

timing di sospensione del DOAC

Sanguinamento intra-procedura, n (%)

12/117

7/65

p=0.9

(10.3%) «—— (10.8%)




Procedure ad alto rischio emorragico

DOAC } Sospensione

Dabigatran * (
Apiuakan B8 oo ocols s
=

Rivaroxaban 6 8 6

Edoxaban

day -3 day -2 day -1

day of endoscopy

B dose taken

&3 dose omitted,

Dabigatran, CrCl 30-50ml/min: ultima dose 72 ore prima dell’esame

Bridging therapy __g&c'he peri DOAC?




Farmacodinamica dei DOAC

Full Heparin Bridging : o
W Heparin Novel Oral Anticoagulant Interruption
. ,'-. - _t arin

54 -3 2101 23 45
Days from Procedure or Surgery

Anticoagulation Effect

5-4-3-2-101234°5
Days from Procedure or Surgery

Anticoagulation Effect



Farmacodinamica dei DOAC

Full Heparin Bridging

Anticoagulation Effect

o 3 <2 012345
Days from Procedure or Surgery

B Heparin
. "

Anticoagulation Effect

Novel Oral Anticoagulant Interruption

5-4-3-2-1012343S65

Days from Procedure or Surgery

OR (95% Cl) sia per sanguinamento che per eventi confrontando pazienti con bridging vs. pazienti senza

bridging
Procedures with bridging, n (%) Bleeding Events Cardiovascular Events
Dresden NOAC registry! 194/863 (22.5%) 3.84 (2.07-7.14) 1.65 (0.95-2.78)
ORBIT-AF registry? 665/2200 (24%) 5.6 (1.4-21.9) 1.9 (0.5-7.1)
JDPC database3 NA 1.52 (1.25-1.85) 1.37 (1.05-1.79)

1Beyern WestendorfJ, Eur Heart J. 2014; 35:1888-96
2steinberg BA, Circulation 2015; 131; 488-94
3 Nagata, Gut 2018; 1805-12




Farmacodinamica dei DOAC

Full Heparin Bridging

G W Heparit tt  Novel Oral Anticoagulant Interruption
= W \ar =
e bad
2 & E
-] -
5 L. |
2 o
5 8 I
| | 5
d [ = =
5-4-3-2-1012345 2 5432101234368
Days from Procedure or Surgery Days from Procedure or Surgery

Periendoscopic management of direct oral anticoagulants: a prospective cohort study
Radaelli F. Gut 2018

Pre Post
18 pts. con bridging therapy Procedura ad alto 15 pts. con bridgning therapy
184 pts. senza bridging therapy rischio emorragico 187 pts. senza bridging therapy

Sanguinamento intra e post- procedura in pazienti con e senza bridging therapy

4/18 (22.2%) vs. 20/184 (10.9%), p=0.24
4/15 (26.7%) vs. 11/187 (5.5%), p=0.017



Procedure ad alto rischio emorragico

DOAC ) Sospensione

Dabigatran * (( * (( * (
wae 88500008
= = =

Rivaroxaban
Edoxaban S
day -3 day -2 day -1

E::_j dose taken

£ dose omitted,

day of endoscopy,

Dabigatran, CrCl 30-50ml/min: ultima dose 72 ore prima dell’esame



Procedure ad alto rischio emorragico

DOAC } Sospensione
Dabigatran * (( * (( * ( * (( * ( * K
Apixaban S08locooo oo s o s e s
foma | 8 || B = =2 || D || 8
day -3 day -2 day -1 day +1 day +2 day +3

day of endoscopy,

E::_j dose taken

£ dose omitted,

Dabigatran, CrCl 30-50ml/min: ultima dose 72 ore prima dell’esame
Considerare ripresa dopo 72-96 ore serischio di sanguinamento tardivo significativo (EMR lesioni >20mm, ESD)



Periendoscopic management of direct oral anticoagulants: a prospective cohort study

Gut. 2018 Jul 31 [Epub ahead of print]

Table 3 Number of endoscopic procedures, stratified by bleeding risk

Low-risk procedure, n (%)

Diagnostic upper or lower endoscopy, without biopsy* 161(49.2)
Diagnostic upper or lower endoscopy, with biopsy (single site)+ 51(15.7)
Diagnostic endoscopy with biopsy (multiple sites) 101(309)
Diagnostic EUStt 121)
ERCP* without sphyncterotomy 1(21)
Total 327(100)

CHghriskpocedwen () I
Snare polypectomyt 111(549)
EMRS 18(39)
ESD** 4(20)

ERCP with sphincterotomy 19(94)
EUS-quided tissue sampling 11(5.4)
PEGIPE) 5(25)
Miscellaneoustt 4Q0)
Total 202(100)

Patients included in the analysis

n=529

Patients undergoing low-risk procedures
n=327

I

Patients undergoing high-risk procedures
n=202

|
[ 1

according with BSG/ESGE

DOAC management DOAC management not in

accordance with BSG/ESGE

DOAC management DOAC management not in
according with BSG/ESGE accordance with BSG/ESGE

Interruption Interruption
n=105 =222

Interruption Interruption
n=117 n=83

Resumption Resumption
n=188 n=139

Resumption Resumption
n=136 n=66

Sanguinamento tardivo in paziente sottoposti a procedure ad alto rischio, secondo il tempo di
ripresa della terapia con DOAC

Secondo indicaz. ESGE Ripresa
tardiva

Sanguinamento tardivo, n (%)

9/136 4/52

S (7.7%)

(6.6%)







Rischio sanguinamento per polipectomia di piccoli polipi (< 10mm) senza interruzione
del warfarin

Studio osservazionale, prosecuzione TAO fino a 36h prima esame, no controllo INR
INR non misurato routinariaomente

Polipectomia: 5% con ansa (caldo o freddo)
Uso routinario di endoclips dopo polipectomia
Ripresa warfarin dopo precedura secondo schema abituale

Dimensioni polipi Diametro medio # pazienti # polipi sanguinamenti, n (%)

Polipi < 1T0mm* 5+2mm (range 2-10) 123 220 1(0.45%)

(* 70% adenomi, 20% iperplastici, 10% non recuperati)

Polipi < 1cm possono essere rimossi con un basso rischio emorragico senza interrompere

warfarin (ma con uso routinario di clips) Erieland S. WG 2009
rielan y

ANSA A FREDDO (70 pazienti):

rischio minore di emorragia immediata (5.7% vs 23.0% ansa a caldo)
rischio nullo di emorragia tardiva (0% vs 14%)

Horiuchi A, GIE 2014



Annals of Internal Medicine

Continuous Anticoagulation and Cold Snare Polypectomy Versus
Heparin Bridging and Hot Snare Polypectomy in Patients on
Anticoagulants With Subcentimeter Polyps

A Randomized Controlled Trial

PZ in terapia anticoagulante (esclusi antiaggreganti) per lo piu solo FA cronica

Polipi <1 cm (esclusi polipi peduncolati)

Emostasi profilattica (pre-polipectomia) non standardizzata

Non uso standard di clip o emostasi post ( osservazione x 30 sec e emostasimeccanica e/o termica se sanguinamento)

DISEGNO: prospettico randomizzato non-inferiorita
Strategia A (HB+HSP): sospensione terapia + bridge con eparina + asportazione ansa a caldo
Strategia B (CA+CSP): continuazione terapia + asportazione con ansa a freddo

Pazienti 90 92
DOAC - TAO 70% - 30% 65% - 35%
Diminutive - Small 72% - 28% 69% - 31%
Major bleeding 12.7% 4.7%
Minor bleeding (clip/emostasi) 3.8% 7.1%

Takeuci Y, Ann Int Med 2018



Annals of Internal Medicine

Continuous Anticoagulation and Cold Snare Polypectomy Versus
Heparin Bridging and Hot Snare Polypectomy in Patients on
Anticoagulants With Subcentimeter Polyps

A Randomized Controlled Trial

PZ in ferapia anficoagulante (esclusi anfiaggreganti] per lo piu solo FA cronica
Polipi <1 cm (esclusi polipi peduncolati)

Emostasi profilattica (pre-polipectomia) non standardizzata
Non uso standard di clip o emostasi post ( osservazione x 30 sec e emostasimeccanica e/o termica se sanguinamento)

DISEGNO: prospettico randomizzato non -inferiorita

Strategia A (HB+HSP): |sospensione terapia + bridge con eparina + asportazione ansa a caldo
Strategia B (CA+CSP):Jcontinuazione ferapia + asportazione con ansa a freddo

Pazienti 90 92

DOAC - TAO 70% - 30% 65% - 35% Q‘:
Diminutive - Small 72% - 28% 69% - 31% @
Major bleeding 12.7% 4.7% B
Minor bleeding (clip/emostasi) (3.8% 7.1%

Takeuci Y, Ann Int Med 2019



Sanguinamento ed urgenza endoscopica nei pazienti in terapia anticoagulante

Entita del sanguinamento
Possibile causa

Quale timing?

dq-——=—=—=—=—====

Sanguinamento » Interruzione anticoag ., Endoscopia » Ripresa della terapia anticoag
A

4

R

Correzione della coagulopatia? Si / No?
Disponibilita di antidoti? Quale timing?
Rischio trombotico?
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