Table | Selected indications and contraindications for non-vitamin K antagonist oral anticoagulant therapy in atrial
fibrillation patients

Condition Eligibility for NOAC therapy

Hatched—limited data.
PTAV, percutaneous transluminal aortic valvuloplasty; TAVI, transcatheter aortic valve implantation.
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From VKA to NOAC

Daily VKA :
Therapeutic INR i ' ;
i | :
| i E
| E E |
i E E : Increased TE risk i
i E i i Increased bleeding risk i
INR 23: postpone NOAC
From NOAC to VKA After 3-5 days: INR
(sampled before NOAC intake)
Daily NOAC | Continue NOAC | Continue NOAC if INR <2 E i i : E i
(half dose for edoxaban) il (half dose for edoxaban) i i ; | : ;
if INR <2: repeat INR after 1-3 days (before NOAC intake) ' :
if INR >2: repeat INR 1 day after stopping NOAC E i

continue intensive INR sampling for 1 month
(goal: 23 consecutive INR vales 2.0 — 3.0)

Figure 2 Switching between vitamin K antagonists and non-vitamin K antagonist oral anticoagulants and vice versa. TE, thromboembolic.
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Table 3 Effect of drug-drug interactions and clinical factors on NOAC plasma levels (‘area under the curve’)

Via Dabigatran Apixaban Edoxaban Rivaroxaban
etexilate
P-gp substrate Yes Yes Yes Yes
CYP3A4 substrate No Yes (~25%) No (<4%) Yes (=18%)"
Antiarrhythmic drugs
Amiodarone moderate P-gp competition | +12 to 60%>™ No PK data® +40%"137134 Minor effect®
Digoxin P-gp competition No effect™™"“ No effect’* No effect No effect™™ <
Diltiazem P-gp competition and weak | No effect™"“ +40%'3¢ . of No effect
CYP3A4 inhibition
Dronedarone P-gp competition and
CYP3A4 inhibition
Quinidine P-gp competition +77%13? (no ﬁ,
dose reduction know
required by
label)
Verapamil P-gp competition (and +53% Mo effect
weak CYP3A4 inhibition) (SR)"*"*2 (no
dose reduction
required by
label)
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Atorvastatin P-gp competition and No relevant No effect No effect
CYP3A4 inhibition interaction
Ticagrelor P-gp competition +25%°™ (give y % %/
loading dose 2h
after dabigatran)®
Antibiotics

Clarithromycin;

Moderate P-gp competition

Erythromycin and strong CYP3A4
inhibition

Rifampicin P-gp/BCRP and CYP3A4/
CYP2J2 inducers

Antiviral drugs

HIV protease inhibitors
(e.g. ritonavir)

P-gp and BCRP competition

or inducer; CYP3A4
inhibition

+15 to 20%

Minus 66%°™"<

+60% AUC
+30% Crnax

Minus 54%132

+34% (Erythromy-
cin)/ +54%

(Clarithromycin)
SmPC129

Up to minus 50%

SmPc



Fungostatics

Fluconazole

Moderate CYP3A4

inhibition

+42% (if systemically
SmPC

administered)

[traconazole; Ketoconazale;
Voriconazole

potent P-gp and BCRP
competition; CYP3A4
inhibition

Posaconasole

Others

Naproxen

Mild to moderate P-gp

inhibition

Mo effect

P-gp competition; pharma-
codynamically increased

bleeding time

H2B; PPI; Al-mg-hydroxide

Gl absorption Minus 12-30% No effect No effect®™" No effect'*

St. John's wort

P-gp/BCRP and CYP3A4/
CYP2)2 inducers
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Other factors

Age >80 years Potential for Increased b c
plasma levels
Age =75 years Potential for Increased c
plasma levels
Weight <60 kg Potential for Increased b
plasma levels
Renal function Increased plasma level See Figure 4
Other increased e Concomitant antiplatelet drugs; NSAID; systemic steroid therapy; other
bleeding risk anticoagulants
e History of Gl bleeding
® Recent surgery on critical organ (brain; eye)
® Frailty/falls risk
® Stp bleeding or predisposition (anaemia, thrombocytopenia)

The hatched colour coding indicates no clinical or PK data available, and recommendations are based on the respective NOAC SmPC (where available) or expert opinion.
White: No relevant drug—drug interaction anticipated.

Yellow: Consider dose adjustment or different NOAC if 2 or more ‘yellow' factors are present (see Figure 3).

Orange: Consider dose adjustment or different NOAC (see Fgure 3).

Red: contraindicated/not recommended.

Brown: Contraindicated due to reduced NOAC plasma levels.

Blue: The label for edoxaban mentions that co-administration is possible in these cases, despite a decreased plasma level, which are deemed not clinically relevant. Since not
tested prospectively, however, such concomitant use should be used with caution, and avoided when possible.

BCRP, breast cancer resistance protein; NSAID, non-steroidal anti-infammatory drugs; H2B, H2-blockers; PPl, proton pump inhibitors; P-gp, P-glycoprotein; Gl,
gastrointestinal.

*Based on in vitro investigations, comparing the 1Cg; for P-gp inhibition to maximal plasma levels at therapeutic dose, and/or on interaction analysis of efficacy and safety end-
points in the Phase-3 clinical trials.***° No direct PK interaction data available.

®Dose reduction based on published criteria (see Table 13, Figure 3).

“Age had no significant effect after adjusting for weight and renal function.

“Data from Phase | study. Evidence from Re-DUAL PCl indicate safety in the (small) subgroup on dabigatran and ticagrelor.""'
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Table4 Anticipated effects of common anticancer drugs on non-vitamin K antagonist oral anticoagulants plasma

TR

levels
Wiald Dabigatran Apixaban Edoxaban Rivaroxaban
etexilate
P-gp substrate Yes Yes Yes Yes
CYPIA4 substrate No Yes (=25%) Mo («di) Yes {(=18%)
Paclitasal Moderate CYPIA4
induction; CYPIA4P-gp
tompatiton
Vinblastne Strang P-gp induction:
CYPIALP-go
competition
Dacetaxel Mid CYP2A4 inductien;
Vincristine CYPIAAP-go
competition
Vinorelbine Mid CYPEA4 induction;
CYPIAAIP-go
compatition
Antimetabolites
Metotraxate P-gp compatition; no

relevant interaction

anticipated

Femetrexed, Purine

Mo relevant interactian

analogs, Pyrimidine anticipated

anaogs

Togatacan Mla ralevant intaraction
antic pated

Irinatecan CrPIAAP- go compat
tion: Ma relevant inter-
action anticipated

Etepaside Mid CYP3A4 inhibivan,
CYPIAAP-go
competitian

Anthracyclines/Amthracenadiones

Draxerubicin Strang P-gp nduction,
mild CYFEAG inhibivon;
CYPIAAP-go
compatition

Idarubicin Mitd CYPIA4 inhibition;

P-gp competition




Daunerubicn

P-gp competition; No
relevant interachion
anticipated

Mizmeantrone

Me relevant interaction
anticipated

Hosfamide Mild CYP3A4 inhibition;
CYPIAY competition
Ciclophosphamide Mild CYP3A4 inhibition;
CYPIAA competvon
Lonmustine Mild CYP3A4 inhibition
Busulfan CYPIAA competivon;
Mo relevant interaction
anticipated
Bendanmustine P-gp competition; Mo
reftevant interaction
anlicipal.:d
Chlorambucil, Mo relevant interaction
Melphalan, anticipated
Carmustine,
Procarbazine,
Dacarbazine.

Temazalomide
Platinur-based agents

Claplatin,
Carboplatn,
Ohaliplatin

Intercalating agents

Me relevant interaction
anticipated

= - =
Bleanyycin, Mo relevant interaction 7 7 V
Dractimormycn anticipated

Mizamycin C Mo relevant interaction

Ci5ine

Imatinib, Crizetinib

anticipated

Strong P-gp inhibition,
maderate CYPIA4
inhibition; CYPIA4P-gp
competition

Hiletinit, Lapatinik

Maoderate-to-strang P-
g inhibition, mild
CYPIAL inhibitian;
CYPIAAP.gm
comgettion

WVemuralenib

Maderate CYP3A4
inductian; CYPIALP-g
competition




Crasatinib

Mid CYP2AS inhibivan;
CYPIAAP-gp
competition

Wandetandd, Sunitinib

Strang P-gp nduction;
CYPIA4 competition

Erintinib, Gefitini

CYPIA4 competition;
Ma relevant interacton
anticipated

oclonal antibed

Berentuximab CYPIA4 competition;
Mo relevant interaction
anticipated

Rituximal, Ma relevant interactian

Alemtuzuemab, assumed

Crtuximab,

Trasturumab,

Bevacizumab

Abiraterone

Maderate CYPIA4
inhibition, strang P-gp
inhibitien: CYPIALP-gn
COmpetinon

Enzahstamide

Strong CYPIAS induc-
tion. strang P-gp inhibi-
tiom CYPIAAP-g0

competiton

Bacalutarmde Maderate CYPIA4
inhibition

Tarnasifien Strong P-gp inhibition,
mitd CYFEA4 inhibivan;
CYPIAS competition

Arastrozole Mad CYP3A4 inhibition

Flutamide CYPIAA competition;
Ma relevant interaction
anticiated

Letrazale, CYPIA4 competition;

Fulvestrant Ma relevant intaraction
anticipated

Ralaxifene, Ma relevant intéractan

Leugralide, Mitstane

Cyclosparine

anticpated

Strong-to-moderate P-
£p nhibition, moderate
CYPIAA inhibitinn:
CYPIAAP-gp
competition




Descamathasons Strong CYPIA4/P-gp
induction;, CYP3ALP-go
competitian

Tacralirmus Strang-to-moderate P.
gp inhibition, mild
CYPIAA inhibition:
CYPIAANP-g
compatition

Frdnisone Moderate CYP3A4
induction; CYFIAL
competition

Termsirolinaes, Mild CYPIA4 inhibition:

Sirolimus CYPIAAP g
camgetition /

o
Evmrolirmas CYPIA4 campatition; / 7
Mg raleyvant interaction
anticipated

Purine andogs Mermaptopurine, Thioguanine, Penostatin, Cadribine, Clofarabine, Fudarabine.

Pyrimidine amlogs Fucrcuadl, Gpetbine, Cytanbine, Gemohbine, Azadiadine, Decitabine.

Anticipated efiects of common anticancer drugs on MOAC s plama beveis ™

The harhed cdour coding ndicates no dinical or P data available, and recommendations are based on the repadive MOAC SmPC (whene avaibbls) or sxpert opinion
Some of the colour codes will Blely require adagtation 2= more data becomes avaiable ower time.

White Mo relevant dnug—dnug imberaction anticpated.

Y ellow (Bght): Caution i nesded in case of poyplarmacy or in the pr=ence of 2 blesding rsk Gotors.

Y ellowr Consider dose adjustment or diffierent NOAC § 2 or more “pelflow’ factors ane present (se= Fgore )

Drang= Consider dose adpstment or difierent MOAL (se= Figare J).

Red contrandicatediat recommendied.

Brown (dark): Containdicated due o mduced MOAC plasma lewsls.

Brown (ight Us= with caution or avoid Either sspert opnion or the MOAC hbsl mentions that co-administration is pomsble depite 2 decrexed phoma level, which =
desmed not ciniclly relsant (neverteless, Snosnot tested prospecively, such concomitant wuse should be wsed with cution, and avoided when possible).
Where no data or SmiPC instrudions were aailable, xpert opinion was based on $he fdlowing princples

# Strong CYP3A4 andlor Pegp inducer—shauld not be used (dark brown).

# Moderzte CYP3AS or Pagp inducer—use with caution or avaid (Bght brown ).

* Strong CYP3A4 andlor inhibitor—should not be used (rad).

* Moderzte CYP3A4 or P inhibitor—use with cution, consider dose reduction or diferent MOAC (oangs).

#* Mid O F3A4 andior Pagp inducers or infibitors—oaution i needed with polyplormacy or in the presence of 2 bleading rzk Gotors (yeliow).



Table5 Anticipated effects of common antiepileptic drugs on non-vitamin K antagonist oral anticeagulants plasma
levels

Via'42145.148 Dabigatran | Apixaban''® Edoxaban Rivaroxaban
etexilate
P-gp substrate Yes Yes Tes Yes
CYP3IA4 substrate Mo Yes (=25%) Mo (<45} Yes (=18%)

Strong CYP3A4/P-gp induction; SmPC, RefM?

CYPIA4 competition

Carbamazepine

Ethosudmide CYFIA4 competition; No relevant
interaction knownlassuned

Gabapentin Ma relevant interaction known/assumed

Lamatrigine P-gp competition; Mo relevant interaction
known/assumed

Levetiracetam

P-gp induction: P-gp competition

Orecarbazepine CYP3IA4 induction: P-gp competition m
Phenobarbital Strong CYPIASP-gp induction; P-gp compatition

Phenytoin Strong CYP3A4/P-gp induction; P-gp competition [ el T S
Pregabalin Mo relevant interaction known/assured

Topiramate CYPIA4 induction: CYPIA4 competition /

Walproic acid

CYPIA4/P-gp induction

Zanisamide

CYPIA4 competition; Mo relevant
interaction knowrassumed

v

SmPC
SmPC

Wy

Anticipated effects of common antieplleptic drugs on NOACS plemalevels 7%

The hatehed colour coding indicates no clinical ar PK data available, and recommendations are based on the respertive NOAC SmPC, where available, ar expert apinian.
Some of the colour codes will likely require adaptation a more data become available over time.

‘White: Mo relevant drug—dnug interaction antl cpated.

Brown (darky Contraindicated due to redumd NOAC plasma levels.

Brown (ight) Use with caution or avold —aither the label for the respective NOAC mentions that co-administration b possible despite 3 decressed plzama level, which are
desmed not dinically relevant | nevertheless, since not tested prospectively, such concomitant wse should be wsed with caution, and avolded when passible) or edpert aplnlon.
‘Where no data or SmPC instructions were available, expert opindon wis based on the foll owing prind ples

& Strang CYP3A4 and/or P-gp inducer—should not be used (dark brown).

® Moderate CYP3A4 or P-gp inducer—use with caution or avold (lght brown)

® Streng CYP3A4 and/or inhibitor—sheuld not be wsed (red).

® Moderate CYP3A4 or P-gp inhibitor—use with caution, consider dose reduction or different NOAC (orange).

# Mild CYP3A4 andlor P-gp inducers or inhibitors—caiution & needad with polyphamacy or in the presence of =2 bleeding risk fctors (yellow).



NOAC at standard dose €
v

Assess for NOAC specific dose reduction criteria (Chapter 15)

A 4

Qualifies

l Does not qualify — -
Assess for other (‘yellow’) interactions M
with effect on NOAC plasma level (Table 3-5)

No 22 with anticipated impact
on NOAC plasma level

MNone or

only 1 . . . Yes
Other NOAC with less interactions?

lNo
\ 4

Concerned about Concerned about No
— disproportionate and non- disproportionate and non-
modifiable bleeding risk? modifiable bleeding risk?
Yes l Yes
h 4 Re-assess alternative strategy
— Consider dabigatran 110 mg (or edoxaban for stroke prevention
30mg / 15mg, but unapproved and ischemic (Chapter 17)
stroke risk‘T* vs. well-controlled VKA).
— Other dose reductions are “off label” and not l”"t opted for
studied in unselected patients
— Re-assess alternative strategy for stroke Consider referral for plasma level assessment in
prevention {Chapter 17) expert center +/- "off label" NOAC dose reduction

Figure 3 NOAC selection based on drug—drug interactions and/or risk of bleeding. Use of plasma level measurements to guide dosing is generally
discouraged and should only be used in rare cases of potentially substantial interactions or special situations, and only in centres with great experi-
ence in the performance and interpretation of such assays as well as the care of NOAC-treated patients.



Table 6 Absorption and metabolism of the different NOACs

Dabigatran %% 182 Apixaban'® Edoxaban'® Rivaroxaban'®5188
Bioavailability 3-7% 50% 62% 15 mg/20 mg: 66% without food,
B0-100% with food
Prodrug Tes Mo Mo Mo
Clearance non-renal/renal 209:/80% 733/27% 508/50% 65%/35%
of absorbed dose
Plasma protein binding 35% 87% 55% 95%
Dialysability 50-60% 14% na na.
(in part dialysable) (in part dialysable) (in part dialysable) (in part dialysable)

131

Liver metabolism: Mo Yes [elimination, Minimal {<4% of Yes (hepatic elimination ~18%)
CYP3A4 involved moderate contribution elimination)
(25%)]
Absorption with food Mo effect No effect 6-22% more; minimal +39% more (see above)
effect on exposure
Absorption with H2B/PPI -12% to 30% (not No effect Mo effect Mo effect
clinically relevant)
Asian ethnicity 425319 No effect Mo effect Mo effect
Elimination half-life 1217 h 12h 10-14h 5-9h (young)

11-13 h (elderly)

Other

Dyspepsia (5-10%)

Intake of 15 mg/20 mg with
food mandatory

*Hepatic metabolism in total of =25%, mostly via CYP3A4, with minor contributions of CYP1A2, 2J2, 2C8, 2C9, and 2C19.
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CrCl Dabigatran Rivaroxaban Edoxaban Apixaban

—

60 mg

95 ml/min —f--------- @ ----=---- oo BB e R
2x 150 mg 20 mg

60 mg *

50 ml/min —f------mmm T e e e R I

2x150 mg or

B0 M M oo s

15 ml/min

Dialysis

Figure 4 Use of non-vitamin K antagonist oral anticoagulants according to renal function. *2 x 110mg in patients at high risk of bleeding (per
SmPc). #Other dose reduction criteria may apply (weight <60 kg, concomitant potent P-Gp inhibitor therapy). *2 x 2.5 mg only if at least two out of
three fulfilled: age >80 years, body weight <60 kg, creatinine >1.5 mg/dL (133 pmol/L). Orange arrows indicate cautionary use (dabigatran in moder-
ate renal insufficiency, FXa inhibitors in severe renal insufficiency, edoxaban in ‘supranormal’ renal function); see text for details.
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Table 8 Calculation of the Child-Turcotte-Pugh score and use of NOAC:s in hepatic insufficiency

A (5-6 points)

B (7-9 points)

C (10-15 points)

Use with caution

Fr#eEICxd X7 —

Use cautiously

Parameters 1 point 2 points 3 points
Encephalopathy No Grade 1-2 (suppressed with medication) Grade 3—4 (refractory/chronic)
Ascites No Mild (diuretic-responsive) Moderate-severe (diuretic-refractory)
Bilirubin <2 mg/dL 2-3 mg/dL >3 mg/dL
<34 pmol/L 34-50 pmol/L >50 pmol/L
Albumin >35g/dL 2.8-3.5g/dL <28g/dL
>35g/L 28-35¢g/L <28 g/dL
INR <17 1.71-2.30 >2.30
Child=Pugh category Dabigatran Apixaban Edoxaban Rivaroxaban

Use cautiously




Table 9 Plasma levels and coagulation assays in patients treated with non-vitamin K antagonist oral anticoagulants

Dabigatran??%230 Apixaban®*!, SmPc Edoxaban'®%232 Rivaroxaban'?!:186

Expected plasma levels of NOACs in patients treated for AF (based on dTT/ECA for dabigatran and anti-FXa activity for Xa inhibitors)

Expected range of plasma levels at peak 64—443 69-321 91-321 184-343
for standard dose (ng/mL)*

Expected range of plasma levels at trough 31-225 34-230 31-230 12-137
for standard dose (ng/mL)?

Expected impact of NOACs on routine coagulation tests

PT ! (1 (M (1)
aPTT 11(1) (M | !
ACT (1) | | !

T 11 — — —

Ranges indicate the P5/95 percentiles for dabigatran, rivaroxaban, and apixaban, and the interquartile ranges for edoxaban.

The reagents influence the sensitivity of the PT for FXa inhibitors and of the aPTT for dabigatran. When a sensitive assay is used, normal aPTT excludes above on-therapy levels
in dabigatran-treated patients, and normal PT excludes above on-therapy levels in rivaroxaban and edoxaban, but not apixaban treated patients. Point-of-care INR devices devel-
oped to monitor vitamin K antagonists do not accurately reflect the anticoagulant status of NOAC treated patients.

ACT, activated clotting time; aPTT, activated partial thromboplastin time; dTT, diluted thrombin time; ECA, ecarin clotting assay; INR, international normalized ratio; PT, pro-
thrombin time.
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Bleeding while using a NOAC

Inquire about last NOAC intake
Blood sample to determine creatinine (clearance), hemoglobin etc.
Rapid coagulation assessment, incl. plasma drug levels (if available)

v

Mild bleeding

| 7

A 4

Non life-threatening
major bleeding

i

7 + N |

Delay or discontinue next dose

Reconsider concomitant medication .

Reconsider choice of NOAC, dosing
(see chapters 2, 5, and 15

Supportive measures :

Mechanical compression

* Endoscopic haemostasis if gastro-intestinal bleed
* Surgical haemostasis

* Fluid replacement

tH I B 0D 3% i

* RBC substitution if needed

* Platelet substitution (if platelet count £60x10°%/L)
* Consider adjuvant tranexamic acid

* Maintain adequate diuresis

For dabigatran:
* Consider idarucizumab / hemodialysis (if
idarucizumab is not available)

* For dabigatran-treated patients:
Idarucizumab 5g i.v.

* For FXa inhibitor -treated patients:
Andexanet alpha (pending approval
and availability)

Otherwise, consider:

* PCC (e.g. Beriplex®, CoFact®) 50
U/kg; +25 U/kg if indicated

« aPCC (Feiba®) 50 U/kg; max 200
U/kg/day




Table Il Timing of last non-vitamin K antagonist oral anticoagulant intake before start of an elective intervention

Dabigatran

Apixaban - Edoxaban - Rivaroxaban

No important bleeding risk and/or adequate local haemostasis possible: perform at trough level
(i.e. 12 h or 24 h after last intake)

High risk

High risk

CrCl >80 mL/min

CrCl 5079 mL/min

CrCl 3049 mL/min

CrCl 15-29 mL/min

Not indicated

Not indicated

CrCl <15 mLY/min

No official indication for use

No bridging with LMWH/UFH

Resume full dose of NOAC >24 h post-low bleeding risk interventions and 48 (—72) h post-high-bleeding risk interventions (see also Figure 8)

Patients undergoing a planned intervention should receive a written note indicating the anticipated date and time of their intervention,
and the date and time of the last intake of their NOAC (and any other medication)

Low risk: with a low frequency of bleeding and/or minor impact of a bleeding; high risk: with a high frequency of bleeding and/or important clinical impact. See also Table 12.
CrCl, creatinine clearance; LMWH, low molecular weight heparin; UFH, unfractionated heparin.
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Table 12 Classification of elective surgical interven-
tions according to bleeding risk

£. , ERCP wi hi -
Interventions with minor bleeding risk Complex endoscopy (e.g. polypectomy, ERCP with sphincterot:

omy etc.)

Dental interventions
Spinal or epidural anaesthesia; lumbar diagnostic puncture

Extraction of 1-3 teeth
Thoracic surgery

Paradontal surgery

Abdominal surgery

Incision of abscess
Major orthopaedic surgery

Implant positioning
Liver biopsy

Cataract or glaucoma interventon
Transurethral prostate resection

Endoscopy without biopsy cr resection

Kidney biopsy

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

excisions; .. ) Extracorporeal shockwave lithotripsy (ESWL)

Interventions with high bleeding risk AND increased throm-

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

clinical impact)

Complex left-sided ablation (pulmonary vein isolation; some VT

Endoscopy with biopsy
ablations)

Prostate or bladder biopsy

For each patient, individual factors relating to bleeding and thromboembolic risk

Electrophysiological stud theter ablati t L
ectrophysiological study or catheter ablation (except camplex need to be taken into account, and be discussed with the operating physician.

procedures, see below)

Mon-coronary angiography (for coronary angiography and ACS:
see Patients undergeing a planned invasive procedure, surgery

or ablation section)

WEITEEHT BRI DREHIME

Pacemaker or ICD implantation (unless complex anatomical set-

ting, e.g. congenital heart disease)




Day -4 Day -3 Day -2 Day -1 Day of surgery Day +1 Day +2
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Figure 8 Stopping and re-initiation of non-vitamin K antagonist oral anticoagulant therapy in elective surgery. Yellow star, time point of the inter-
vention/operation. Consider +24 h of interruption in situations likely resulting in increased plasma levels [e.g. patients taking verapamil, body weight
<50kg, significant interactions (see chapter 5)] *Consider measurement of plasma levels (see chapter 7) in very special situations, e.g. highest risk
neurosurgery/cardiac surgery, severe renal insufficiency, and combination of factors predisposing to higher non-vitamin K antagonist oral anticoagu-
lant levels (see chapter 5). Rivaroxaban needs to be taken with food for stroke prevention in atrial fibrillation, which needs to be looked after (also)
in the post-operative setting. Apix, apixaban; CrCl, creatinine clearance; Dabi, dabigatran; Edo, edoxaban; LMWH, low molecular weight heparin;

Riva, rivaroxaban.



Day 1-7 /at
PCI discharge

1 month 3 months 6 months 1 year

Elective PCI Triple therapy ; | NOAC
) NOAC+A+C ! monotherapy
with newer . :
generation DES | ! | : '
E------)rlllllllIIIIII!IIIIIIIIIIIIIIIIII)
Alternative: DAPT only, if CHA,DS,-VASc = 1 (men) or 2 (women) & elevated bleeding risk
: NOAC
) monotherapy

E""""'---——);----------)T:-uuuuuu-)

NOAC +A + Tica* {  NOAC mono

(illll.llllll é------*--------n—

S ndesosemenbmitenn

- (Uncorrectable) high bleeding risk
- Low atherothrombotic risk (by REACH or SYNTAX score if elective; GRACE 2140 if ACS)

Factors to lengthen combination therapy

- First-generation DES
- High atherothrombotic risk (scores as above ; stenting of the left main, proximal LAD,
proximal bifurcation; recurrent Mls; stent thrombosis etc.) and low bleeding risk

it 5% 28 B 0D % i



Acute ischemic stroke with clinically relevant neurological deficit

v

| NOAC plasma level below the lower limit of detection |

] Yes

A2 MNo

| Last NOAC intake > 48 hours, normal renal function |

] Yes

No
A 4

| Direct NOAC antidote available*

lwa

| Yes

v

Last NOAC intake within 24-48 hours & normal renal function

OR

NOAC plasma level < 30 ng/ml for rivaroxaban, apixaban or
edoxaban (measured > 4 hours after intake)**

Consider

thrombolysis in
selected patients®
after reversal*

No

h

Yes

Consider thrombolysi

s in selected patients*

A

Consider endovascular thro

mbectomy®

A

Y

Proceed (simultaneously)

Stroke Unit treatment

Figure 13 Acute management of acute ischaemic stroke in a patient on non-vitamin K antagonist oral anticoagulant. *Currently only available for
dabigatran (idarucizumab). *Perform systemic thrombolysis only if there are no (other) contraindications for intravenous application of recombinant
tissue plasminogen activator according to its label. *Perform endovascular thrombectomy only if there is a target vessel occlusion and procedure is

indicated and feasible according to present evidence. **According to expert consensus.
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