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Rivaroxaban — Sept. 2008
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The Latest in Direct Oral Anticoagulants
(DOACS)

All indicated in Canada for DVT/PE

treatment and NVAF



























There is a non-linear relationship between aPTT and [Dabi]
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Joanne van Ryn et al. Dabigatran etexilate - a novel, reversible, oral direct
thrombin inhibitor. " Thromb Haemost 2010; 103: 11161127



There Is a very poor relationship between [Rivaroxaban]
and INR’s

- Known Range .
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S-Franckart et al. Performance of coagulation tests in patients on therapeutic
doses of rivaroxaban. Thromb-Haemost 2014; 1.1 1: 11331140






A.R. Is 74 year old male admitted with new onset of shortness of breath; but no
chest pain.

He had taken a single 325 mg dose of ASA and the pain gradually resolved over
the next few hours. The family decided to bring him in to emergency.

No ST changes on 12-Lead EKG, however atrial fibrillation (AF) was noted
with rapid ventricular response (RVR); and biochemically he was troponin-
negative. Mild mitral stenosis was detected on TTE.

significant for hypothyroidism, dyslipidemia, and ex-smoker, remote
diverticular disease.

Levothyroxine 75 mcg daily, Atorvastatin 10 mg daily






Comparative major bleeding rates from Real-World data

Unadjusted rates per 100 person-years
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DOAC’s 1n ‘valvular heart disease’; there are some
exceptions!

Various types of valvular Dabigatran Rivaroxaban Apixaban
heart disease

Aortic Regurgitation

Aortic Stenosis

Mitral Regurgitation

Mitral Stenosis * mod-sev

Mitral Valve Repair

Rheumatic Valve
Disease

Bioprosthetic Heart Valve

Mechanical Heart Valve

Decompensated
Valvular heart disease










The NEW ENGLAND JOURNAL of MEDICINE

N Engl ] Med 2013; 369: 1206-14

Dabigatran versus Warfarin in Patients
with Mechanical Heart Valves

J ohn W. Eikelboom, M.D., Stuart ]. Connolly, M.D., Martina Brueckmann, M.D.,

released Sept.26t", 2013

CONCLUSIONS
The use of dabigatran in patients with mechanical heart valves was associated with
increased rates of thromboembolic and bleeding complications, as compared with

warfarin, thus showing no benefit and an excess risk. (Funded by Boehringer Ingel-
heim; ClinicalTrials.gov numbers, NCT01452347 and NCT01505881.)

They postulated that release of the Tissue Factor from damaged tissue and contact
pathway activation by exposure of blood to artificial surfaces of valve leaflets and

sewing ring generated thrombin excessively!!
























Macle et al.
2016 Focused Update of the CCS AF Guidelines

For patients with AF in association with

| Age > 65 or CHADS, > | I
1

r jﬂ F»}ﬂ

NSTEACS or STEMI

O .  OAC* ™ OAC’
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ASA alone ~  ASAalone «~ OAC" alone < OAC* alone
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* A NOAC is preferred over warfarin for non-valvular AF




Our plan was to stop the ticagrelor...

Start clopidogrel 75 mg daily (12 hrs from last ticagrelor dose)
and that should run for a total of 12 months

Continue low-dose ASA for 1 more month and then D/C (l.e.
she will have received a total of 3 months of ASA post-PClI)

Our oral anticoagulant choices are:
o Warfarin and target INR to 2 to 2.5 and DAPT

o low dose Rivaroxaban 15 mg daily and DAPT












How the decision 1s made on ‘when to operate’
on various surgeries & procedures

Skip dose of dabigatran
on Monday AM (i.e. last dose Sunday PM)

Okay for Moderate
bleeding risk OR's
Tuesday AM to PM

Okay for Major
bleeding risk OR's (cardiac, spinal)
Wednesday AM to PM

6%

13%

2%
60 72 Hours after last dose
51t1/2's




Table 2. Suggested Guide for Pre-Operative Management of Patients Receiving a DOAC

DRUG (DOSE REGIMEN)  RENAL FUNCTION

Dabigatran (twice daily)
Normal renal function or
mild impairment (CrCl >50
mL/min)
t» 7-17 hours

MODERATE BLEED RISK
SURGERY/PROCEDURE*

Give last dose 2 days before
surgery/ procedure (i.e. skip 2
doses)

HIGH BLEED RisK

SURGERY/PROCEDURE*
(including any use of neuraxial

anesthesia®)

Give last dose 3 days before
surgery/procedure (i.e. skip 4 doses)

Moderate renal impairment
(CrCl 30-49 mL/min)
ty/> 17-20 hours

Give last dose 3 days before
surgery/ procedure (i.e. skip 4
doses)

Give last dose 5 days before
surgery/procedure (i.e. skip 8 doses)

Rivaroxaban (once daily)
Normal renal function, mild

Edoxaban is the or moderate impairment

- (CrCl >30 mL/min)
same as this il

Give last dose 2 days before
surgery/procedure (i.e. skip 1
dose)

Give last dose 3 days before
surgery/procedure (i.e. skip 2 doses)

Apixaban (twice daily)
Normal renal function, mild
or moderate impairment
(CrCl >30 mL/min)
ty/; 8-12 hours

Give last dose 2 days before
surgery/procedure (i.e. skip 2
doses)

Give last dose 3 days before
surgery/procedure (i.e. skip 4 doses)










Table 3. Suggested Guide for Post-Operative Management of Patients Receiving a DOAC

MODERATE BLEED RISK HIGH BLEED RISK
SURGERY/PROCEDURE SURGERY/PROCEDURE

Resume therapeutic doses 2-3 days after
Resume on day after surgery surgery (~48-72 hours post-operative);
(~24 hours post-operative) prophylactic dose anticoagulants can be
considered in the interim

Dabigatran

Resume therapeutic doses 2-3 days after
. Resume on day after surge surgery (~48-72 hours post-operative);
Rivaroxaban d _E y gery ( | : g . )
Edoxaban isthe  (~24 hours post-operative) prophylactic dose anticoagulants can be
same as this considered in the interim
Resume therapeutic doses 2-3 days after

Resume on day after surgery surgery (~48-72 hours post-operative);
(~24 hours post-operative) prophylactic dose anticoagulants can be
considered in the interim

Apixaban
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LOW/VERY LOW RISK

Dental extractions (1 or 2 teeth),
endodontic (root canal) procedure,
Subgingival scaling or other cleaning
Cataract surgery

Dermatologic procedures (e.g. biopsy)
Gastroscopy or colonoscopy without
biopsies

Coronary angiography

Permanent pacemaker insertion or
internal defibrillator placement (if bridging
anticoagulation is not used)

Selected procedures (e.g. thoracentesis,
paracentesis, arthrocentesis)

Maintain the OAC
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MODERATE RISK

Other intra-abdominal surgery (e.g.
laparoscopic cholecystectomy, hernia
repair, colon resection)

Other general surgery (e.g. breast)
Other intrathoracic surgery

Other orthopedic surgery

Other vascular surgery

Non-cataract ophthalmologic surgery
Gastroscopy or colonoscopy with biopsies
Selected procedures (e.g. bone marrow
biopsy, lymph node biopsy)

Complex dental procedure (e.g. multiple
tooth extractions)

Hold for 13 to 25% activity

HIGH RISK

Any surgery or procedure with neuraxial
(spinal or epidural) anesthesia
Neurosurgery (intracranial or spinal)

e Cardiac surgery (e.g. CABG, heart valve

replacement)

Major intra-abdominal surgery (e.g.
intestinal anastomosis)

Major vascular surgery (e.g. aortic
aneurysm repair, aortofemoral bypass)
Major orthopedic surgery (e.g. hip or knee
replacement)

Lung resection surgery

e Urological surgery (e.g. prostatectomy,

bladder tumour resection)

Extensive cancer surgery (e.g. pancreas,
liver)

Reconstructive plastic surgery

Selected procedures (e.g. kidney biopsy,
prostate biopsy, cervical cone biopsy,
pericardiocentesis, colonic polypectomy)

Hold for 3 to 6% activity




















































