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I NUOVI ANTICOAGULANTI ORALI-INIBITORI DIRETTI

7 Warfarin

Apixaban
Edoxaban
Rivaroxaban

Dabigatran

Fibwinogen —# Fihrin

J Thromb Thombolysis 2016 41:206-232



EMERGENCY HOSPITALIZATIONS FOR ADVERSE DRUG EVENTS IN OLDER AMERICANS

99,628 emergency hospitalizations for adverse drug events per year; 4 medications were implicated alone or in combinai
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Warfarin Insulins Oral Oral Opioid Digesin HEDIS Beers  Beers criteria
antiplatelet hypoglycemic analgesics criteria excluding
agents agents digoxin
1 I |
Commonly Implicated Agents High-Risk or Potentially
Iinappropriate Medications

Improved management of antithrombotics and antidiabetic drugs has the potential to reduce
hospitalizations for adverse drug events in older adults.
Budnitz D.5 et al . New Engl. J. Med 2011



Table 2.

NAO : VANTAGGI e .....

Ower Vitamin K Antagonist

Potential Advantages and Disadvantages of DOACS

Implications

Advantages

Decreased risk of imtracramial
bleeding

Safer anficoagulant therapy

Predictable anticoagulant effect

Conwvenience of fixked dosing witiowt
routine laboratory monitoring

Duick onset of action

Dbwiates need for heparinddowsw
molecular weight heparinm bridaimg

Duick offset of action

Simplifies periprocedural
management and reduces need for
reversal agents

Fewwer drueg and food interactions

Predictable anticoagulant effect

Disadvantages

Higher acguisition cost

Limits uptake in some countries
and patient groups

Rewersal agents for oral factor
¥a inhibitors not yet licensed

Limits uptake becawse of perceived
concern about unconirollable
bleeding

Complicates managememnt of
patiemts who reguire urgemnt
imterwenton

Limited access to standardized

assanys Tor drog level
measurement

Complicates identification of
bleeding patients who require
reversal and timing of urgent
surgery or imbervention

Dependence on renal clearance

Contraindicates use of DOACS im
patiemts with severe renal failure

N
3

Fecal excretion of active
amticoagulant

May predispose at-risk patients to
gastrointesiinal bleeding

DoAC indicates direct oral anticoagulants.

\ 4

Evolving Treatments for Arterial and Venous Thrombosis
Role of the Direct Oral Anticoagulants

Noel C. Chan, John W. Eikelboom, Jeffrey 1. Weitz
(Circ Res. 2016;118:1409-1424, DOI: 10.1161/CIRCRESAHA.116.306925,)
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INIZIO TRATTAMENTO ANTITROMBOTICO ANNO 2015

AN T
O PO T
[= ) g o =

o 200 400 s00 |00 1000 1200

INIZIO TRATTAMENTOANTOTROMBOTICO ANNO 2016

a.AM KM
O MO
oaMNOAK S

TEW

o 50 100 150 200 250 300 350 400 450

Dr Manotti Cesare



Buysiiang nemyaelg 102

lonuod] sioaeq  [DWONI] si0nE4

08 JELBD WY [ 8Unos

%0E9 =2 "(010=4d) | =P 'DL'T =<YD 'S83UBISYIP ANOIDANS IO} }SBL
(P00°0 =d) 16T =Z 12908 ||eian0 10} )58

poi gl e iR %5% =4 (210 = d) ¥ =0 ‘62 £ ==U0 'S 1 0 =NEL AlsusboiaieH

ivi 18 SjUBAS |BJOL

E 3 lero'szolsyo %000k EOLE 68I'E (12 %S6) 2oL

aloes|dde jop Joaya ||elann 10) |S8 1

Bjnejdde joN AlausbolaleH

0 0 SluaAa 1810

ajueLLnsa JoN 6LL 0¥k (12 %56) mowns

a|ieLsa jon 6LL O oL 0 £107 'AQ3IN-3Y
uelebigeq £

(p00'0 =) 687 =Z 1988 ||BIBAD 10} }SBL

B|ges|dde joN ApeueloiaieH

4t g Sjuaas jejo|

R [1eo ‘200l bE0 “%Z'9F  60L 0zz (12 %S6) [E10Igns

———— [bo'zo0l 120 %Zgl B0L L) 0z & EL0T LAWY
ueqexidy ')

(b0°0 =d) G2 =27 10848 ||esenD 10} js8

%57 = (970 =) E =JP "BH'E =<UD 'O0°0 = NeL AausBoiaiay

oE} 9 SJUBAS [BJ0L

k3 [£8'0 ‘56701550 %8'€8 5.8' 628't (12 %56) Ie)01ans

- [pe0'ev 0l 090 %L0v 6Ll TOL ¢8O 09 ELDZ ‘NYTISOVH

[zz0"100l 60D %ESG BE L) 621 010 'UnISUBHI-NIFLSNIT

= [zeL'evol 1o %G¥lL SZT 0L SIL ¥ 04L0Z ‘NIZLSNIZ

e [Ezv've0l iz o %LTL IOF EL LFF L) Z10Z '3d NIFLENIF
uegexoieAn |1

19 %56 "Wwopuey "HW 10 %66 "WOPUEY "HN WBIBAA [P10] SWSAT [20] S)UAAT dnoifiqns 1o Apnis

onEy SpRo OlEY SPPO 1010 JVON

MEIP pABPI-LLA 10 () WSoquEIOqmOI) SNOUI A SIB3IL g/ pISe sjuaneg

iy

T

S2oUu=2pi1Ad

4 A Ao D=y I LSSy LT O

“s)npe fpaps w yieosdde Jj2 s Brup suo, pezieisust e uely
Jaujel USE] 2q PINOYS ‘SaRIpIqIoWO? JeLe pue buipas|g jo ysu 2y
uonesapsuod ojul Gurye] ‘suoid wedimyped 203 o] 20N Jenaped
auy} Buymew yaeosdde pazienpiupul wy uonemndod sy u sjusbe
|EUDIUSALIDT UEL] SALI8LS 200U 2 B savion sluenBeomue
[BUDIUSALICT LA 12 WO JU=IagIn Jou SEM 2050

e Buipasyq “sfeLy pSZILOpUE] LI pajjolus sjinpe Aapi u|

uoISN| U0

FoE- S SE{SIFO 0T TDOrS 11280y Wiy [
SoOUNSOIDSIE

‘Salloroi Ty ADITEs YTy e Dl

s|elldl pa2ZjuiuopuEy Jo sisAleues-2312iN 2 Luod

IsSHNpPpY Alaa2p13 ul

siuenNnbeoauy 1240 AMmaMN

AEDDOrS SOLNEIESET) LEDE D LG ST O OO



Ajrep 35U 3w ()9 ueqexopa Jo ‘A)ep
22u0 3w (7 ueqgexo.eal ‘Ajiep adim] 3w ()} | uenediqeq 92/0Y2 pUOIBG
[(Inowr g€ 1) PAw ') <
aujufieaJd 4o ‘B 09> Wdlam Apoq ‘sieak g =<
ade :8uimo))o) a3 Jo 7 < 4 Bw §'7] Arep @2im3 Bwi ¢
“ueqexide 35983ns am 'sueak G/ ueyy Jap)o sjuaned uj /0y 35414

a8e pue
SJUBINSEODIJUE [BIO ) UILUEIA-UON

7 34ed :uopeqy JeLge JejNAJBA-UOU e

yaim syusped [enpiAipul Ul UORUIASAd DJONIS 4O} maiaay R @)
asop pue juejndecopue jelo Jejndpged e Buisooys 9102 'y isruga peysijqnd ssac3y sousnpy Euanor Lesy vsedoang



ASSORBIMENTO E METABOLISMO DEI NAO

Intestinal lumen

Dubl;atran T,
y - @ &
£

Bile

Lippi G. et al. Semin Thromb Hemost 2014



Considerazioni su interferenze
farmacologiche

E’ |mportante tener conto che esistono interazioni farmacol ogiche
anche con i NAO

Quando si prescrivono i NAO, effettuare una accurata anamne Si
farmacologica rilevando tutti i farmaci potenzialmente int erferenti

L'impatto puo essere meno rilevante rispetto al Warfarin po iché i
NAO hanno una emivita relativamente breve; tuttavia in caso di
terapie a lungo termine interferenti (antibiotici o chemio terapici)
potrebbero esserci dei problemi

Alcuni farmaci (es. fenobarbitale, rifampicina) riducono I'effetto: la
riduzione e accettabile? (non e previsto un aumento del dosag gio
dei NAO)

Quali misure adottare ? Misurare il livello dei NAO? Basarsi solo su
valutazioni cliniche?



MECCANISMI CHE REGOLANO LE
INTERAZIONI FARMACOLOGICHE:
CINQUE DIVERSI

Cingue livelli di allarme:

Rosso — controindicato/non raccomandato I'uso
— adattare la dose del NAO
dabigatran: 150 mg vs 110 mg BID
rivaroxaban: 20 mg vs 15 mg QD
apixaban: 5 mgvs 2.5 mg BID

— considerare la riduzione del dosaggio se sono presenti due
interazioni gialle concomitanti.

Brown - possibile controindicazione

Blue - solo per edoxaban, non clinicamente rilevante anche se riduce la
concentrazione plasmatica del farmaco

@ uuuuu ace EHRA PRACTICAL GUIDE
£y doi10.1093/e Jeuv309



INTERAZIONI FARMACOLOGICHE

via Dabigatran Apixaban Edoxaban | Rivaroxaban
Other cardiovascular
drugs
Arorvastatin P-gp +1 832! Mo effect Mo effect™?
competition and
CYP3A4
inhibition
Antibiotics
Clarithromycin; moderate P-gp +15-20% data ye +90% (reduce +30-54304% 247
Erythromycin competition and _ ; MNOAC dose by
CYP3A4 50%)
inhibition ;

Rifampicin®*

P-gp/ BCRP and
CYP3IA4I/CYP2)
2 inducers

Antiviral drugs

HIV protease inhibitors
(e.g. ritonavir)

P-gp and BCRP
competition or
inducer;
CYP3IA4
inhibition

minus
6%

minus
¥

Up to minus 50%

Europace Advance Access published August 31, 2015

@ ...
e

doi:10.1093/europace/euv309

EHRA PRACTICAL GUIDE



Continua....

wia Dabigatran Apixabamn Edoxaban Rivaroxaban

Fungostatics

Fluconazole

+42% (if

Moderate : v elata e 2 e
CYP3A4 = : : Z systemically
inhibition = z Z = _ administered) s

Itraconazole;
Ketoconazole;
Posaconazole;
Yoriconazole;

potent P-gp and

+B?’—95%“‘
(reduce MNOAC
dose by S50%8)

BCRP
competition;
CYP3A4
inhibition

Immunosuppressive

Cyclosporin;
Tacrolimus

_ | Ty
competition ///////

Antiphlogistics

MNaproxen

MNo effect (but

pharmacodynamically} -
increased

bleading time)

+5525254

P-zp
Ccormpetition

Antacids

H2B; PPl; Al-Mg-hydroxide

Minus 12- Mo effectss MNo effect Mo effect®t!- 242

Gl absorption
IO 45. 53, 58

O cthers
Carbamazepine®™™*; P-gp/ BCRP and n‘linl'._ls1 minus Up to minus
Phenobarbital®*; CYP3IA4ICYP2) 6635 543550 5008
Phenytoin™=; 2 inducers

St John's worc™=*

Other actors: e[ a co-somministrazione di
e | e ) antiaggreganti aumenta il rischio di
e | e * sanguinamento: attenta valutazione
e ) della reale necessita della terapia
T ) Soe Tbie B combinata
Crehar incressed blseding Prarmacodynamic ineractons {aniplisier drgs. NSAID: sysemic Europace Advance Access published August 31, 2015
risk storcid tharapy, othér antoagulants), history of Gi biseding: recent
Ay 6 FENd D T Sl TR @ Curopace EHRA PRACTICAL GUIDE

chemotherapyl; HAS-BLED =]

doi:10.1093/europace/euv309
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NAO E INSUFFICIENZA RENALE

Table 7 Estimated drug half lives and effect on AUC NOAC plasma concentrations in different stages of CKD compared

to healthy controls

Apixaban Edoxaban Rivaroxaban
CrCl >80 mUmi f2h 10-144" 5-9h (young)

11-13 h (elderly)

CrCl 50-80 mUmin ~146H" ~geh™ ~Th"
CKD Stages land | (450%) (+16%) (438 (444%™
CrCl 30-50 mUmi ~9h'# ~174h ~g4p™ ~90h
CKD Stage (4310 (429%) (474" (452%™
CrCl 15-30 mUUmin ~18h™ ~173h ~169h™ ~95h
CKD Stage V (4530%) (+44%) 17 s (464
CrCl < 15 mLimin No dita - - .
CKD Stage Vi off dalysi (436%) (493" (47087

Europace Advance Access published August 31, 2015

EHRA PRACTICAL GUIDE
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NAO E INSUFFICIENZA RENALE

Table 8 Approved European labels for NOACs and their dosing in CKD

Europace Advance Access published August 31, 2015

Europace
doi:10.1093/europace/euv309

EHRA PRACTICAL GUIDE

Fraction rerally excreted
of absorbed dose
Bicavailability

Fraction remally excreted
of administered dose

Approved for CrCl = ..

Dosing recommendation

Desing if CKD

Mot recommended i

Dabi gatras

B0%

I-TH

4%

= 30 mbL/min
CrCl = 50 mbL/min: no adjustment
(ie. 150 mg BID)

When CrCl 30—49 mbL/min, 150 mg
BID is possible (SmPC) but 110 mg
BID should be considerad (as per
ESC guidelines)®

Mote: 75 mgBID approved in S only™

i CrCl 15—30 mbL/min

i CriCl 30—4% mLUmin and other orange

factor Toble & {e.g verapamil

Apixaban

FF5L-55

503

12-29%°7 77

=15 mbU/min
Serum creatinine =1.5 mgidL: no
adjustment (i.e. 5 mg BIDY

50%3¢

Edoxab

62%1

3797

=15 mbUimin
CrCl 2= 50 mbfmin

66% without food
Almost 100% with
food

33%

=15 mL/min
CrCl = 50 mbLfmin:

Red: contra-indicatedinot recommended. Orange: reduce dose as per label. Yellow: consider dose reduction if two or more “yellow” factars are present (see also Table £).
CKD, chronic kidney disease; CrCl, creatinine clearance; BID, twice a day; OD, once daily; SmPC, summary of product characteristics.
“The SmPC specifies dose reduction from 5 to 2.5 mg BID if two of three criteria are fulfilled age >80 years, weight < 60 kg, serum creatinine = 1.5 mg'dL.

BFDA provided a boxed warming that ‘edoxaban should not be used in patients with CrCL = 95 mlfmin'. BYA adyvised that ‘edoxaban should only be used in patients with high CoCl
after a careful evaluation of the individual thrombo-embolic and bleeding risk® because of a trend towards reduced benefit compared to VKA.
“Mo EMindication FDA recommendation based on PKs. Carefully weigh risks and benefits of this approach. Mote that 75 mg capsules are not avaibble on the Biropean market

for AF indication.

FIGURE 1 VTE and the NOACS

VEMOUS THROMEBOEMBOLISM AND THE NOACS

Elderiy:

msvue;ﬁcmmmt

STATE-OF-THE-ART REVIEW

Treatment of Venous Thromboembolism
With New Anticoagulant Agents

Cecilia Becattini, MD, PuD, Giancarlo Agnelli, MD

ambolism; VKA = witamin K antagondst.

Main results of trials with new oral anticoagulant agents (NOACs) for the reatment of venows thromboembodism (WTEY and preweantion of
recumences (left side) and specific sswes associated with the wse of NOACs for the treatment of WVTE {right side). *Dif farent results interms of
major bleeding or dlinically relesant bleading cbtained with different MOACs. LMWH — low-molacslar-welght heparing PE — pulmaonary

JOURMAL OF THE AMERICAN COLLEGE OF CARDIOLOGY
& 2016 BY THE AMERICAN COLLEGE OF CARDIOLOGY FOUNDATION
PUBLISHED BY ELSEVIER

Crosshiark



NAO E INSUFFICIENZA EPATICA

Edoxaban
Tabella 4. Raccomandazioni posologiche dei nuovi anticoagulanti orali.
Dabigatran Rivaroxaban Apixaban
Patologia renale
Minima (CICr >50 ml/min) 150 mqg bid 20 mg/die 5 mg bid
Moderata (CICr 30-49 mbfmin;j 110 mqg bid 15 mg/die 5 mg bid
Grave (CICr <30 ml/misjess === ==Tion Faccomandato 1T de— — 2.5 mg bid
Bateftigia epatica -~
~~  Minima 150 mqg bid 20 mg/die 5 mg bid \
( Moderata 150 mq bid Men raccomandato 5 mg bid
Grave MNon raccomandato Mon raccomandato Mon raccomandato )
D Disfunzione epatica Non raccomandato Non raccomandato Non racmmwm
\'ﬂ'nﬁahiﬁ.ﬂ-emﬂgraﬁche . —
Etnia, asialit— =— — 150 mg bid 15 MQldie, mm—— 5 mg bid
Eta »75-80 anni T10 Mg od ma/die 2.5 mg bid?
Peso <50 kg 150 mqg bid 20 ma/die 2.5 mqg bid®
Interazioni tra farmadi
Inibitori P-gp 110 mqg bid 15 mg/die 2.5 mg bid
Inibitori CYP3A4 150 mg bid 15 mag/die 2.5 mg bid
Induttori P-gp/CYP3A4 Mon raccomandato Mon raccomandato MNon raccomandato

CICr, clearance della creatinina; CYF, citocromo PAS0; P-gp, P-glicoproteina.
Per edoxaban non sono ancora disponibili le raccomandazioni posologiche.

“con uno solo dei criteri non occorre ridurre il dosaggio.

Modificata da Gong e Kim.



Cosa fare prima di un intervento
chirurgico d’elezione?
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Intervento e rischio emorragico correlato

Interventions not necessarily requiring discontinua tion of anticoaqgulant

Perform procedures at ‘through’ levels of NOAC. Consider scheduling intervention
18-24 h after last intake and then restart 6 h later (i.e. skipping 1 dose with BID NOAC)

Dental interventions

* Extraction of 1 to 3 teeth

e Paradontal surgery

* Incision of abscess

e Implant positioning
Ophthalmology

« Cataract or glaucoma intervention
Endoscopy without surgery

Superficial surgery (e.g. abscess incision, small dermatological excision)



Intervento e rischio emorragico correlato

Low risk

. Endoscopy with biopsy
. Prostate or bladder biopsy

. Electrophysiological study or radiofrequency catheter ablation for supraventricular tachycardia (including left sided ablation

via single transseptal puncture)
. Angiography
. Pacemaker or ICD implantation
High risk

Complex left-sided ablation: pulmonary vein isolation, VT ablation

. Spinal or epidural anaesthesia; lumbar diagnostic puncture
. Thoracic surgery
. Abdominal surgery
. Major orthopedic surgery
. Liver biopsy
. Transurethral prostate resection

. Kidney biopsy



Tempistica di interruzione della terapia

In base alla :

e Funzione renale del paziente

e Tipologia d’intervento

Table 10 Lastintake of drug before elective surgical intervention

Dabigatran Apixaban-edoxaban-rivaroxaban
~ Noimportant bleeding risk andlor adequate local haemostasis possible:
perform at trough level (i.e. =12 or 24 h after last intake)

CrCl = B0 mbLimin =2h =48 h =2h =48 h
CrCl 50—80 mLimin =36h =71 h : =Mh =48h
CrCl 30-50 mL/min® =48 h =% h =2h =48 h
CrCl 15-30 mbU'min® Mot indicated Mot indicated =36h =48 h
CrCl < 15 mbL/min Mo official indication for use

There is no need for bridging with LMWH/UFH

Bold values deviate from the common stopping rule of =24 h low risic =48 h high risk

Low rizk: with a low frequency of bleeding and/or minor impact of 2 bleeding; high risk with a high frequency of bleeding and/or important clincial impact. See also Toble 11.
CrCl, creatinine clearance.

“Many of these patients may be on the lower dose of dabigatran (le. 110 mg BID) or aptaban (Le. 25 mg BID), or have to be on the lower dose of rivaroxaban (e 15mg OD) or
edoxaban (Le 30 me ODL.
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-.. Quando riprendere 1 NAO dopo intervento?

Procedures with immediate and complete Resume 68 h after surgery

haemostasis; atraumatic spinal/epidural
anethesia or clean lumbar puncture. -

Procedures associated with immuhilizm Initiate reduced o intermediate dose of LMWH 6-8 h
after surgery if haemostasis achieved.

Procedures with post-operative risk of I Restart NOACs 48-72h after surgery upon

bleeding complete haemostasis

Thromboprophylaxis (e g. with LMWH) can be

initiated 6-8 h after surgery




In caso di chirurgia d’urgenza?

* Interrompere NAO, il tempo gioca a nostro favore
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Figura 7. Effetio tempo-dipendente di warfarin e dei nuovi anticoagulanti orali (NAO) sulla coagulazio-
ne. Grazie al loro differente meccanismo d’azicne, | NAD agiscono pit rapidamente di warfarin (4) e il lo-
ro effetto svanisce altrettanto pid rapidamente dopo lMinterruzione della terapia (8).

Modificata da Desai et al .

 Provare a rinviare lintervento chirurgico per almeno 12 ore e,
idealmente, 24 ore dopo l'ultima dose.

 Chirurgia d'urgenza associata a tassi molto piu elevati di
sanguinamento rispetto alle procedure elettive, ma inferiori rispetto
al pazienti trattati con AVK.

» Test di laboratorio : quali e quando?

* Disponibilita di antidoti



QUALI TEST ?

Dabigatran Rivaroxaban Apixaban Edoxaban

aPTT w4 X X X
TT, dTT X X X
ECT J X X X
=K

PT X v X X
INR X X X X

/= quantitative; + = qualitative; X = not applicable
Time of last NOAC dose should always be considered when interpreting test results.

aPTT = activated partial thromboplastin time; dTT = diluted thrombin time; ECT = ecarin clotting
time; FXa = activated Factor X; PT = prothrombin time; TT = thrombin time

Heidbuchel H, et al. Europace. 2015;17:1467-1507,



QUANDO ?

J Thromb Thoombeaolysis D206 <4 5D 2332
ECOE IO N7 s T I 2RO O S 1% 10T Crosshiark

Czuidance for the practical managsement of thhe direct oral
anticoagulants (IDCPACSs) in WTNE treatment

MAudlison E. Boarmett” - Choarles . RDaban® - Sara B Vasguer - Ly mn B  rertel® -
David M CGarcia® - Jack Arsell™

]
[

A E. Burnett et al.

Table 7 Potential indicadons for DOAC measurement [38—40)

Detection of clinically relevant levels Detection of expected on-therapy levels Detection of excessive levels
Urgent or emergent invasive procedure Assessing adherence Hemorrhage

Meuraxial anesthesia Breakthrough thrombos Diminished/changing renal function
Major trauma Hepatic impairment

Potential thrombolysis in acute thromboembolism Accidental or intended overdose
Hemorrhage Drug interactions

Advanced age

RACCOMAMNDAZFZIOME

Im situazioni cliniche di urgenza/emergenza nei pazient in trattamento certo o presunto con wun
MNAO (dabigratan, rivaroxaban, apixaban) il GdL raccomanda I"esecuzione di specifici test per cono-
scere la presenza dell'effetto anticoagulante @ misurarne "entita.

Le principali condizioni di urgenza/femergenza in cui @ raccomandabile I'esecuzione di tali test sono:

- emorragia in atto

- ewventi trombotici acut

- wvalutazione degli effetti dei trattamenti somministrati per la neutralizrzazione dell’attivita anti-
coagulante dei farmmaci

- wvalutazione preliminare ad interventi chirurgici in urgenza/femergenza

- valutazione preliminare a manowvre inwvasive (diagnostiche o terapeutiche) in urgenza,

emergenza

Im gueste situazioni il GdL raccomanda di utilizzare test specifici per la misurazione dell’effetto anti-
coagulante dei NAO:
= peripazient in trattamento con dabigatran:
— Tempo di Trombina diluito o dosaggio cromogenico dell’attivita ant-lla
= per i pazienti in trattamento con rivaroxaban e apikaban
— Dosaggio cromogenico dell’attwvita antd Xa

1l GdL raccomanda che tali test siano eseguibili in uwrgenza.




DEFINIZIONE DELL'EMORRAGIE

Moderate to severe bleeding: riduzione dell’Hb di almeno 2 gr% e/o
trasfusione di almeno 2 Unita di sangue o emorragia sintomatica in
una sede critica (intraoculare, Intraspinale, intracranica,
retroperitoneale, pericardica, intramuscolare con sindrome
compartimentale).

Life-threatening bleeding  (sottoclasse di emorragia maggiore):

emorragia fatale, emorragia cerebrale sintomatica, emorragia con
una riduzione dell’Hb di almeno 5 gr% o che richieda trasfusione di
almeno 4 Unita di sangue o I'uso di agenti inotropi o che necessiti di
iIntervento chirurgico.

Minor bleeding : tutte le altre emorragie ISHT, Schulman J Haem Thromb 2005

{relative risk [RR], 0.90: 95% CI. 0.77-1.06).* Compared
with VEKAs, DOACs were associs /i 3I9% reductio NEL TEV
i > rizk aj eding (RR., 0.61; 95% CI., 0.45-0.83),

a 63% reduction in intracranial bleeding (RR, 0.37; 95%: CI,

0.2140.68), and a 64% reduction in fatal bleedine (RR. 0.36;

95% CIL 0.15-0.84). In addition, clinically relevani nonma- /

jor bleeding was reduced by 27% with the DDOACSs compared

with VEKAs (RR, (L73; 95% CI 0.58-0.93). Therefore, the

DOACs are noninferior 1o well-managed VKA therapy, but

S ] = 1 1] 1 ! lpre e 1 [15:]
wo ssocated with Sipoicadly T Hiooteag (Cire Res. 2016:118:1409-1424. DOT: 10.1161/CIRCRESAHA.116.306925.)
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Case Report

16:30: emiparesi sin. e disartria 04:00 — GCS=3 - TC
Assunzione Dabigatran?? Muore alle 10:00
22.00: TC



Idarucizumab: A Specific Reversal Agent for

Anticoagulant Activity of Dabigatran

Humanized Fab fragment
— High-affinity binding specific to dabigatran

Primarily renal excretion

Short half-life

No interaction with other drugs

No intrinsic procoagulant or anticoagulant activity

IV dosing by bolus or rapid infusion

Reduces dabigatran-induced bleeding in animal models

Immediate, complete, and sustained reversal of dabigatran
anticoagulation in volunteers

Schiele F, et al. Blood. 2013;121:3554-3562.
Glund S, et al. Throm Haem. 2015;113:943-951.

vews...  [0arucizomaD for Dabigatran Reversl

This article was published on June 22,
2015, at NEJM.org.

M Engi ] Med 2015;373:511-20.
DOl: 10.1056/MNEMoal 502000
Coppoght @ 2015 Massachuseits Medical Sodgy.
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