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KELA= The Social Insurance
Institution

a) DOAC prescriptions (year 2016/2017)
direct thrombin inhibitors (dabigatran) N=53 128 / 80 985

direct Factor Xa inhibitors (rivaroxaban, apixaban, edoxaban) N= 13
8771/ 27 0986

b) Compensations granted (korvausoikeuksien positiiviset ratkaisumaarat)
y 2016/ 2017

*DOAC and FA (351): 20 641/27 404
-DOAC and DVT/PE (379): 719 /2401



KELA= The Social Insurance
Institution

* 31.12.2016 the compensation (=korvausoikeus) was on
33 786 patients with (351) and on 519 patients with
(379)

* 31.12.2017 the compensation was on 58 973 patients
with (351) and on 2666 patients with (379)

 Niiden potilaiden, joilla on rajoitettu korvausoikeus
(351) tai (379), lisaksi moni henkilo saa apteekissa
suorakorvausta lyhytaikaiseen kayttoon, esim.
tekonivelleikkaus, rytminsiirto. Nama luvut nakyvat
reseptimaarissa.



FIMEA= Finnish Medicines Agency

- alltogether 594 AE-reports have been delivered
to FIMEA during years related to DOACs

- physicians and patients

- AE-report indicatons
- in most cases bleeding or thrombosis during DOAC

- only minority of AEs are reported (N= 594);
underestimates clinical problems
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Table 1 Principal conditions excluded from the registrative RCTs

Conditions Dabigatran Rivaroxaban Apixaban Edoxaban
Disabling stroke within the previous 6 months or any stroke withinthe  Excluded Excluded NR Excluded
previous 14 days
Previous surgery within the previous month Excluded Excluded NR Excluded
History of intracranial, intraocular, spinal, retroperitoneal or a traumatic  Excluded Excluded Excluded Excluded
intra-articular bleeding
Gastrointestinal hemorrhage within the past year Excluded Excluded NR Excluded
Ulcer disease in the previous 30 days Excluded NR NR Excluded
Recent malignancy or radiation therapy Excluded NR NR Excluded
Severe renal impairment: creatinine clearance less than 30 mVmin Excluded Excluded Excluded Excluded
Anemia (Hb< 10 g/d1) or thrombocytopenia (< 100-90 x 10%/L Excluded Excluded Excluded Excluded
Simultaneous treatment with both aspirin and a thienopyridine NR Excluded Excluded Excluded
Fibrinolytic treatment within 2-10 days Excluded Excluded NR Excluded
Liver disease Excluded Excluded NR Excluded

- Rather many patients that represent ”real world population” were excluded

from large RCTs.



Table | Summary of specific reversal agents for DOACs

Idarucizumab Andexanet alfa Ciraparantag
Target Thrombin inhibitor (dabigatran) Direct factor Xa inhibitors (rivaroxaban, Dabigatran, rivaroxaban, apixaban,
apocaban, edoxaban), LMWH, edoxaban, LMWH, fondaparinux
fondaparinux
Mechanism of action Noncompetitive binding to dabigatran Binding to direct and indirect factor Xa Noncovalent hydrogen bonding
inhibitors binds to the target drug
Onset of action Immediate 2-5 minutes 10 minutes

Administration and dose 5 g mtravenously as two doses of 2.5 g 400-800 mg ntravenous bolus followed  100-300 mg intravenous bolus’
each, not more than |5 minutes apart™ by 4-8 mg/min infusion®
Elimination Renal Not reported Not reported

Notes: *FDA-approved dose. 'Doses used in clinical trials but not approved. *‘Dose used in Phase | clinical trial.
Abbreviations: DOACs, direct oral anticoagulants; FDA, US Food and Drug Administration; LMWH, low molecular weight heparin,

* reasonable indications include life threatening and critical
organ bleed urgent surgical and invasive interventions with
high risks of bleed that can not be delayed.

 prudent to highlight the appropriate use of antidotes (also
nationally)



Pittfalls

patient selection

— age

— comorbidities (renal failure, diabetes, liver diseases etc)
— medication; interactions

— iron deficiency

acute phases = septicaemia, infections, new drugs etc.
— re-evaluation (dose, safety)

patient follow-up

laboratory monitoring

— very few tools
— laboratory facilities



-uture

» education needeed
« within hospitals, with general practitioners

 guidelines (national/local)
« www.hematology.fi

« AE reporting to Finnish Medicines Agency
« vakava vuoto (serious bleeding during ac)

 tukostapahtuma (thrombotic event during ac)

« we have one anticoagulation clinic in Finland

* in every university hospital there should be at least one
expert (acutologist, intern specialist, anesthesiologist,
hematologist etc.) handling thrombosis and hemostasis
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“Some might argue that the poor performance of
warfarin is attributed to a lack of management in
specialized centres such as anticoagulation clinics,
where the percentage of major bleeding is less than
half (1.38% annually), as shown by Palareti et al.

Several years ago, a common opinion was that ACs
would disappear as soon as DOACs enter the
market. We proposed then that ACs could be
transformed into thrombosis centres (TCs). After
the introduction of DOACs, the role of the ACs has
been re-evaluated”.






Idarusitsumabi (Praxbind®): antidootti dabigatraanin (Pradaxa®)
antikoagulaatiovaikutuksen kumoamiseen

e Annostus: 5¢g (2 x 2,5 g/50 ml) i.v. 5-10 minuutin valein, annoksen voi tarvittaessa uusia 24
tunnin (t)

kuluttua, jos dabigatraania palautuu verenkiertoon vakavassa kumulaatiossa

Indikaatiot

- Jos dabigatraanin laakevaikutus on todennakoinen ja se on kumottava nopeasti:

o henkea uhkaava tai hallitsematon vakava, invalidisoiva verenvuoto

(esim. kallonsisainen vuoto, retroperitoneaalivuoto, silman sisainen vuoto)

o hataleikkaus tai kiireellinen invasiivinen toimenpide

- Idarusitsumabi on aiheen ainakin, jos dabigatraanin otosta alle 15 t, munuaisten vajaatoiminta on
merkittava (eGFR < 50 ml/min) tai on kehittynyt akuutti munuaisten tai maksan vajaatoiminta.

- Jos aika laakkeen otosta on yli 24 t, dabigatraanin antidootista ei liene hyotya, ellei laakkeen
oleteta kumuloituneen.

Antikoagulanttihoidon uudelleen aloitus:

- Noin 24 t:n kuluttua, kun potilaan kliininen tila on vakaa ja riittava hemostaasi on saavutettu eika
laboratoriokokeiden perusteella ole osoitettavissa dabigatraanin vaikutusta.

- Alkuvaiheessa kaytetaan pienimolekyylisia hepariinivalmisteita.



KELA

379 Apiksabaani, dabigatraani, edoksabaani ja rivaroksabaani syvan
laskimotukoksen ja keuhkoembolian uusiutumisen pitkaaikaiseen ehkaisyyn

(126, 180.1, 180.2, 180.8, 182)

Apiksabaani, dabigatraani, edoksabaani ja rivaroksabaani ovat rajoitetusti
peruskorvattavia laakkeita. Laakarinlausunto B:n perusteella niiden
peruskorvausoikeus (379) myonnetaan syvan laskimotukoksen ja keuhkoembolian
uusiutumisen pitkaaikaiseen (yli 6 kuukautta kestavaan) ehkaisyyn alla kuvatuin
ladketieteellisin edellytyksin.

Laakemaaraysmerkinnan perusteella apiksabaania, dabigatraania, edoksabaania ja
rivaroksabaania voidaan peruskorvata laskimotukos- ja keuhkoemboliapotilaille
enintaan 6 kuukauden ajalta siten kuin muualla rajoitetusti peruskorvattavia
laakkeita koskevassa paatoksessa kuvataan (paatoskohta Apiksabaani, dabigatraani,
edoksabaani ja rivaroksabaani lyhytaikaisessa hoidossa).



KELA

« Erillisselvitys
« Laakarinlausunto B hoitavalta laakarilta
« Laaketieteelliset edellytykset:

— Apiksabaanin, dabigatraanin, edoksabaanin ja rivaroksabaanin
peruskorvausoikeus voidaan myontaa hyvan hoitokaytannon mukaiseen syvan
laskimotukoksen ja keuhkoembolian hoitoon ja uusiutumisen pitkaaikaiseen
ehkaisyyn.

— Lausunnossa on sairautta ja sen aiempaa hoitoa ja hoitotuloksia koskevien
tietojen lisaksi esitettava hyvan hoitokaytannon mukainen hoitosuunnitelma,
jossa apiksabaanin, dabigatraanin, edoksabaanin tai rivaroksabaanin tarve
osoitetaan edella olevan mukaisesti.

* Korvausoikeus voidaan myontaa ilman maaraaikaa.



