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Caring Complication related -(E(r)%\;i;)us SAH (2004), ischemic stroke (2006), ICH

W|th a ntlcoag U|at|0n - Known atrial fibrillation (on warfarin 4mg / poor TTR)
~_inducedICH - Known CKD stage 3 and hypertension

Chi Kyung Kim, MD, PhD

Neurology, College of Medicine, Korea University - Left side weakness (1 DA)
« Initial NIHSS: 2
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Progress

« EKG: persistent atrial fibrillation

« Initial PT INR: 1.04

- BP: 140/80

- BUN: 36.1 mg/dL, creatinine: 2.00 mg/dL
+ eGFR: 35 ml/min/1.73m?

« CCR: 32ml/min (75 kg)

- Start Eliquis 2.5 mg bid
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5 months after ischemic stroke
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OPD flu for 5 months

+ 3-momRS: 3
« Clinic SBP: 120 - 140
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Progress after intracerebral
hemorrhage (ICH)

-No additional weakness after ICH

«F/U brain CT after 5 month from ICH

«Next plan?
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Caring complication related with anticogaulation induced ICH

Challenges in secondary prevention
for stroke related to atrial fibrillation

«History of previous bleeding episodes, in particular
those with previous ICH
«Elderly

- Suffered stroke under NOAC treatment
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Use of oral anticoagulants after

intracerebral hemorrhage (ICH)

»Resumption of oral anticoagulation therapy and
recurrence of intracerebral hemorrhage

Risk ratin (35% C1}

Gathier C2 ot al. Cersbrovasc Dis. 2013 3330
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' 0.50(0.34 0731
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Anticoagulants = = No anticaaguisens

Murthy S et al. Stroke, 2017
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Small vessel disease and ICH

‘Wardlaw et al. Lancet Neurol. 2013
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Use of oral anticoagulants after
intracerebral hemorrhage (ICH)

»Resumption of oral anticoagulation therapy and
arterial thromboembolic complications after ICH

Gathier C5 ot al, Corsbenvase Dis. 3013 Lo joaB B3l |

Classen DO et al. Arch Meurol. 2008 o.Baia s 208 |

Nigzen P8 et al. Creuletion. zo0g. 032 (.33, 0.46) |
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Cerebral small vessel diseases
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Pantoni. Lancet Neurol, 2010
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BOREN

Cerebral amyloid angiopathy

<= ES0M =5}ct (700 0] )
-Population based autopsy studies
- 20-40% in non-demented elderly population
+ 50-60% in demented elderly population
Alzheimer's disease (AD) A0 M= 24 a4
90% O| &0l A CAAZL LA
mild CAAD| 11 severs CAAL 25% S0 A 2

LS

- Sporadic CAAE B0CHO| = E117} Ho| gle
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Cerebral microbleeds (CMBs)

-Visualized typically by GRE
sequence

«Small round si
lesion (< 5§ mm

« Throughout the whole brain
area

« Confused with calcification,
small angioma or vessel

signal
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Cerebral amyloid angiopathy
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Cerebral amyloid angiopathy

S

BOREN

m & B

BOREN

Lok B etel

()

2018 M37X E7etatiz] - 2= -



Caring complication related with anticogaulation induced ICH

Case

«Cerebral amyloid angiopathy (probable)
-Can we restart NOAC?

«-Just aspirin?
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Enrolled centers

- Apixaban (n=13), Dabigatran (n=13), Rivaroxaban (n=69)

Figura 3 Flowchart of study dusign and pasient ssiuction

| Fatents weh OAC-ACH
e

HOAC-ACH
)
[ Exmucnd (ve3)
+ Linkriorn tstmbron GCS () [

 Bascfin INR <03 10)

Non-specific measures to overcome/reverse the anticoagulant
effect of NOACs are available but have limitations

ORI ama et brtrazrebes| oy (554 ar e

Potential prothrembotic risk

Raquires infrastructure

Takes valuable time and time

Saurmbar ot ek
- = PCC is not specific and
Sufficient renal function A — not immediate-acting

[y —

frosmentifl piiteintst s fbetoberiglpost eeded
SRt Uneertain benefit
KOREA
UNIVERSITY SPCE, sctivated PCE; PEC, pothambin campiax concentrate. V1L, racombinan acbusted Factor VIl

Tranal al. intam Med J 2014, Wedz ot sl Circuiation 2012, Rossaint et al. Critical Care 2016

Idarucizumab shows immediate, complete, and sustained 1
Idarucizumab was designed as a specific reversal agent for the ’ i
2 e 2 in healthy elderly subjects and those with mild or moderate renal
anticoagulant activity of dabigatran = y y /
impairment
Humanized antibody fragment {Fab) End of idarucizumab bolus —o— Mild renal impairment*
809 {5-min infusion) —#— (abigatran ataxilate 150 mg + isarucizumab & g
85+ 1 .
i —o— renial I entt
Binding affinity for
dabigatran ~350x higher than
dabigatran to thrombin, resulting in -
essentially irreversible binding =
=
Immediate onset of action
No intrinsic procoagulant or
anticoagulant activity
Idarucizumab Il ID :)IC BL\ 9‘:} 1;0. tli ﬁl II? Ils :;: 2‘4
= : . 5
Idarucizumab-dabigatran complex y s M as Time afer end of infusicn (h}
is eliminated in a few hours Dabigatran  |daruckrumab
Adaphed from Schisle F ot sl Blaos 2013, Elkeloom J st al, Cirsulation 2015; Praxking™ EU SPC. 2016, “CoCl EE0-<00 mLtr; $0C1 230-<50 mLimin dTT, dililed thomin time
Schmahl M et &l Thromb Haemost 2016 Ll Ghnad 5 etal Clin Phamacolinet 2016 i
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Caring complication related with anticogaulation induced ICH

EHRA guidance on the management of bleeding in
patients using NOACs

Bleading or need for surgery in anticoagulated patients

Li hreatening
bieeding
Consider:
PCC (4 factor
50 Ui + 25

APCC - 50 Likg,
up 10,200 Likg

For dabigal

“lesruesumab is ihe prafarad teatment to PCC, B

Check enticoaguiation
status # time svallable
Cross-malch bioed)
patked RBC stard-ty
PG (4 factor) stand-
By

cell, Anticoagulstion Education Task Force White Paper Agana W el al Thromb Haemost 2016

RBC, red blzod

Bleeding while using a NOAC

¥ + L]
Mild bleeding Modoratefsevers boeding Life-threatening bleeding
N + P T
Daley or dscantinus next cose  Supponive measures Consider
s ] " = Fordabipatran-irented
medication +  Endoscopic hasmostasis if Gl bleed paticants, iMarucizumah 5 g 1V

Surpeal hasmos|asis PLCAD Likg + 25 Uikg if

+  Flud replacamant (colloids if neaged) indicated

= RBC ansfusicn ¥ raeded = aPCC 5D U
FFP (88 plasma expandesr) max 200 LWkgiday
Flatalst ranstusin VIS 50 gty
{if plabelet count <H0=10%)

Dabigatran-treated patients
Idarucizumab & g IV
Maintain adequiie duress
Congider hasmoalyss

aPCC complea razen plasma; IV, mirgenous, PCC; profrembin
complex concentrate; RBC, red bload call, iFVila. recamiinant ectivated factor VI

Haigbuche! H st al. Ewropace 2015, Figure adapbed from Headbuchal H et al Eurcpacs 2015 "
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