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ANTITROMBOTISK BEHANDLING EFTER HJARNBLODNING
TILL PATIENTER MED FORMAKSFLIMMER?

82-aring med hypertoni, tidigare
cerebelldr blodning 2001, tidigare
ischemisk stroke 1999, kroniskt FF.

Remissfraga okt 2014: “indikation
for antikoagulantia?”

Ur journal dec 2014: "med hadnsyn
till patientens tidigare intracerebrala
bloédning ar antitrombotisk
behandling, saval
trombocythdmning som .
antikoagulantia kontraindicerad”. STANTICH

HUR GJORDE VI 2005-2012, 6 manader efter blédning?

Hjérnblédning och formaksflimmer Hjarnblédning utan formaksflimmer
2777 patienter 11268 patienter
45,1% antitrombotisk behandling 15.49% antitrombotisk behandling
> 36.6% trombocythdmmare > 13.8% trombocythammare
> 8.5% antikoagulantia > 1.6% antikoagulantia
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RIKSSTROKE

The Swedish Stroke Register

Johanna Pennlert et al. Stroke. 2015;46:2094-2099 > - IC
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EFTER EN HJARNBLODNING FAR DE FLESTA EN HJARNINFARKT SOM SIN NASTA STROKE

Index ICH (paper I, n=815)

Index ICH (paper IV, n=17081)

The Swedish Stroke Register
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Efter hjarnblodning ar ca 60% av aterinsjuknandena ischemiska

STATICOH

Pennlert et al. Stroke. 2014;45:1839-1841 Pennlert et al. Stroke. 2017;48:1518-1523

Metaanalyser av observationsstudier visar pa minskad risk for
tromboser utan dkad risk for blddningar.

FOr trombocythammare...

AP non-AP Risk Ratio Risk Ratio
| %/ .|
Amano T.2016 1 13 0 4  05% 1.07 [0.05, 22.25)
Flynn RW. 2010 1 120 28 297 11.8% 0.09 [0.01, 0.64]
Guha D.2016 2 85 3 79 2.3% 0.62 [0.11, 3.61] [—
Nielsen PB.2015 76 527 108 505 80.6% 0.67 [0.52, 0.88] .
Teo KC.2014 5 8 7 9 4.8% 0.80[0.42, 1.52] - .
Ischemiska och
Total (95% CI) 753 894 100.0%  0.61[0.48, 0.79] * tromboemboliska handelser
Total events 85 146

Heterogeneity: Chi* = 4.98, df =4 (P = 0.29); I = 20%

Test for overall effect: Z = 3.85 (P = 0.0001) ooy oo : 10 100

Favours AP Favours non-AP

AP non-AP Risk Ratio Risk Ratio

dyvo ubg ents a ents 8 eigh M-H. Random. 95% Random, 95% CI
Amano T.2016 2 13 0 4 38% 1.7910.10, 31.17] B
Chen T. 2015 14 72 20 197 23.7% 1.92 [1.02, 3.59] ™
Flynn RW. 2010 2 120 12 297 106% 0.411[0.09, 1.82] —
Guha D.2016 34 85 % 79 20.0% 0.88 [0.62, 1.25] -
Nielsen PB.2015 34 527 72 505 28.4% 0.45[0.31, 0.67] -
Teo KC.2014 1 8 19 44% 1.13[0.08, 15.19] N
Total (95% CI) 825 1091 100.0% 0.84 [0.47, 1.51] ‘ Ny intrakraniell blédning
Total events 87 141
Heterogeneity: Tau? = 0.28; Chi? = 17.23, df = 5 (P = 0.004); I = 71% I + 1 + J

0.01 0.1 1 10 100

Test for overall effect: Z = 0.59 (P = 0.56) I-’avours AP Favours non-AP

STATICH

Ding et.al. Journal of the Neurological Sciences 384 (2018) 133—-138
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Risk ratio
Study (95% Cl) % Weight
o . | f . Anticoagulants No Anticoagulants
o S aVa S O O r Gathier L 1.08 (0.18,6.53) 1.1
a ntl koa u | a ntla Claassen - 0.82 (0.33,1.99) 4.4
g Nielsen 0.32 (0.22,0.46) 62.5
Majeed - 0.11(0.01,0.78) 7.1
Kuramatsu n 0.35 (0.18,0.68) 226
De Vieeschouwer - 0.19 (0.01,3.11) 24 .
Ischemiska och
Overal (9% C) 034 (0:25,0.45) tromboemboliska handelser
A 10
Risk ratio
Risk ratio
Study (95% CI) % Weight
No
Gathier i - 3.23 (0.14,72.46) 02
Claassen - 3.25(0.14,76.01) 02
Nielsen . 0.50 (0.34,0.73) 367
Majeed - 1.55 (0.66,3.64) 35
Kuramatsu - 1.24 (0.68,2.24) 88
De Vieeschouwer - 0.46 (0.06,3.58) 17
Ottosen . 1.54 (1.18,2.01) 39.4
Yung ™ 1.02 (0.57,1.84) 9.4
. . Overall (95% CI) ; 1.01(0.58,1.77) Ny intrakraniell blodnlng ‘
Murphy et.al. Restarting Anticoagulant Therapy After
Intracranial Hemorrhage,
Stroke 2017. Volume: 48, Issue: 6, Pages: 1594-1600, 1 L Bisk ratio IE l—l

Guidelines

European Stroke Organisation (ESO) guidelines for the management of
spontaneous intracerebral hemorrhage

Thorsten Steiner’?, Rustam Al-Shahi Salman?®, Ronnie Beer?, Hanne Christensen?®,

"In the absence of RCTs, we cannot make firm
recommendations about whether and when to resume
antithrombotic drugs after ICH”

Sist uppdaterat 2014
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Skylla och Karybdis

ANDRA PAGAENDE RANDOMISERADE STUDIER

Trials of antiplatelet agents:
e RESTART (UK) (results will be presented at ESOC 2019)
e RESTART Nord de France

Trials of anticoagulant agents:
SOSTART (UK)

A3ICH (France)

APACHE-AF (The Netherlands)
ASPIRE (USA)
NASPAF-ICH/ENRICH-AF (Canada)
PRESTIGE-AF (Germany)

In addition, the STROKECLOSE trial of left atrial appendage occlusion
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e Det primara syftet ar att utvardera effekten av
antitrombotiska lakemedel pa risken for ny
symtomatisk ICH.

e Det sekundara syftet ar att utvardera om det
finns en association mellan mikroblédningar pa
MR och effekten av antitrombotiska lakemedel
pa risk for ny ICH.

1IC H

METOD

» Akademisk / Forskarledd studie
* Multicenterstudie (Norge, Sverige, Danmark)
* | samarbete med andra RCT (COCROACH)

* PROBE-design. Prospektiv, randomiserad, 6ppen, klinisk prévning
med blindad utvardering.

* 500 patienter i Sverige, Norge och Danmark
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inklusionskriterier

« VUXNA med SPONTAN INTRACEREBRAL BLODNING senaste 6
manaderna (min 24 timmar efter eventet)

* Komorbiditet i form av vaskular sjukdom eller férmaksflimmer
* Indikation for trombocythammare eller antikoagulantia
* Osdkerhet hos behandlande lakare i beslutet

1IC H

EXKLUSIONSKRITERIER

* Klar indikation for trombocythammare/antikoagulantia (ex
mekanisk klaff)

* Graviditet eller amning alt ingen kontraception i barnafédande
alder

* Malignitet med forvantad overlevnad < 2 ar
* For deltagande i MR-substudien: kontraindikation for MR
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OCH INDIKTATION FOR

PATIENT MED ICH < 6 MANADER

ANTITROMBOTISK BEHANDLING

TROMBOCTYHAMMARE

‘ INFORMERAT SAMTYCKE/RANDOMISERING

i

‘ TROMBOCYTHAMMAR ‘ INGEN
ANTITROMBOTISK
BEHANDLING

VASKULAR SJUKDOM — INDIKATIONFOR | |

ANTIKOAGULANTIA

FORMAKSFLIMMER — INDIKATION FOR

‘ INFORMERAT SAMTYCKE/RANDOMISERING

‘ ANTIKOAGULANTIA ‘

INGEN ANTIKOAGULANTIA
(TROMBOCYTHAMMARE
TILLATNA)

1IC H

FORE RANDOMISERING

* Identifiera patienter via belaggnings-mottagningslistor

* Ga igenom samtyckesformularet med patienten

* Underskrift / i handelse av oférmaga att skriva: anhoriga kan
intyga att patienten samtycker till studien och ar beslutskapabel

+ skriver under

* Obs: MR-undersokningen skall vara utford innan randomisering
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Via hemsidan www.statich.no

. . . AH
Randomisation Service [
Please confirm that the patient you are about to randomise is eligible

I(‘: I_I STATICH-Anticoagulants
1. Eligibility checklist STATICH-Anticoagulants
Is the patient eligible for STATICH-Anticoagulants Yes No
(i.e. patient has atrial fibrillation/flutter and fulfils
criteria below)?
Inclusion criteria:
« Patient age >= 18 years
primary it (ICH), and time since onset minimum 1 day, maximum 180 days (i.e. no preceding traumatic brain injury, no
“secondary” or underlying structural cause).
« Patient has atrial futter or permanent) and has indication for anticoagulant drug

+ Consent from the patient or their representative.
* CT {or MRI for patients in MRI sub-study) is performed before randomisation.

Exclusion criteria:
» Clear indication for anti (e.g. ic heart valves)
« Clear ication for anti it
« Patient is pregnant or breastfeeding, or is not using 1 methods (if of g potential),

« For patients in MRI study: Contraindications for brain MRI
« Malignancy with life expectancy less than 2 years.
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EFTER RANDOMISERING

1. Patientkontakt
* Meddela patienten randomiseringsresultat
* Skriv eventuellt recept (om allokerad till behandling)

2. Fylli”Patient contact details”

* skicka med ordinarie post till svenskt koordinerande center (Umea) som
underlag for uppféljning.  Adress: Strokecenter / Att: Britta Pettersson

Norrlands universitetssjukhus
901 85 Umea

3. Umea far meddelande via Oslo att er patient dr inkluderad.

* Skicka ocksa gérna direkt med e-post att en patient &r inkluderad (utan att ange
Eersonuppgifter) till nationellt koordinerande center (Umea:
ritta.pettersson@regionvasterbotten.se)

4. Umea skickar ut:
* patientkort och ett patientinformationsbrev
* breuv till patientens vardcentral

1IC H
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UPPFOLINING

* 1 manad (centralt)
* 6 manader (centralt)

* 12 manader (centralt), fornyelse av recept (lokalt)

* 18 manader (centralt)

* 24 manader (central uppféljning + frivillig lokal MR-undersokning)
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support

Samordnande forskningsskéterska, Umea:
Britta Pettersson 090-7859922

britta.pettersson@regionvasterbotten.se
Postadress:

Strokecenter

Britta Pettersson

Norrlands Universitetssjukhus

901 85 Umea

Serious adverse events (24 hr-no): +47 22119911

Koordinatorer foér Sverige

Johanna Pennlert 0731-522180,
johanna.pennlert@umu.se

Eva-Lotta Glader: 070-3457818,
eva-lotta.glader@umu.se

Trial manager STATICH:
Kristin T. Larsen

Telefon: +47 22 11 99 11, E-post:
k.t.larsen@medisin.uio.no
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