Journal Club

pd

DILeE] (I

201741
=)
FREAR

AR InZEe - Utz iDEHE

||I'I'I|
T

TONESH?

1H17
E Ny NP5 1

2= 0 i




ZNE [F:3%

JAMA Internal Medicine | Original Investigation

Outcomes Associated With Resuming Warfarin Treatment
After Hemorrhagic Stroke or Traumatic Intracranial
Hemorrhage in Patients With Atrial Fibrillation

Peter Brennum Nielsen, PhD; Torben Bjerregaard Larsen, PhD; Flemming Skjeth, PhD; Gregory Y. H. Lip, MD

JAMA Intern Med. 2017;177:563-70.






FEEE

Intracranial hemorrhage BEZE A
1)  epidural hematoma/subdural hematoma/SAH
2) intracerebral hemorrhage (ICH): fixi H I

= Intraparehchymal hemorrhage (&£ intraventricular
hemorrhage)

Imaging of the Brain ,Expert Radiology

Hemorrhagic stroke vs Ischemic stroke : fix & 3£
Hemorrhagic stroke Hj I 14 fixi 25 &
= ICH (=IPH) + SAH

Pocket medicine 6t edition
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Multivariate hazrard ratios
(95% CI)
Age (years)
<45 1.0 (Reference)
6574 2197 (1.54-3.48)
=75 5.26 (4.57-6.09)
Fernale sex LT {LU-01.22)
Presious ischaernic stroke 281 (2.68-2.95)
=
Intracranial bl=eding |49 (1.33-1.67)
Wascular disease [anﬂ 114 {1.06—1.23)
* Myccardial infarcrion 1.0% (1.03-1.15)
* Previous CABG 119 {1.0a—1.33)
* Peripheral artery disease 1.22 {1.12-1.32)
Hypertension LT {LU1-1.22)
Heart failure (history) 028 (0.93-1.03)
Diaberes mellins LIS (1131 26)
Thyroid disease 100 {0.92-1.0%)
Thyrouoaicasis 1.03 (0.B3-1.24)

AF = atrial fibrifation; CABS = coronary artery bypass graft; Cl = confidence
interval; TIA = transient ischaemic attack.

Whilst TlAs per 2= are less robust 25 an endpaint, a confirmed diagnosis waould
confer a risk similar o a stroke or systemic embalism Multivariate analysis, based
on 90 490 patients without anticoagulant treatment during foflow-up.
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Ann Intern Med. 2007;146:857-867.

CHA DS -VASc score’C

2014 AHA/ACC/HRS gwdellne for the management of patients with atrial fibrillation
2016 ESC Guidelines for the management of atrial fibrillation developed in collaboration with

EACTS
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Stroke. 2012;43(7):1795-1799.
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AHA/ASA Guideline

Guidelines for the Prevention of Stroke in Patients With
Stroke and Transient Ischemic Attack

A Guideline for Healthcare Professionals From the American Heart
Association/American Stroke Association

Stroke. 2014;45:2160-2236.
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AHA/ASA Guideline

Guidelines for the Management of Spontaneous
Intracerebral Hemorrhage

A Guideline for Healthcare Professionals From the American Heart
Association/American Stroke Association

Stroke. 2015 Jul;46(7):2032-60.
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Use of Oral Anticoagulants for Stroke Prevention in Patients
With Atrial Fibrillation Who Have a History of Intracranial
Hemorrhage

Tze-Fan Chao, MD*; Chia-Jen Liu, MD*; Jo-Nan Liao, MD; Kang-Ling Wang, MD;
Yenn-Jiang Lin, MD; Shih-Lin Chang, MD; Li-Wei Lo, MD; Yu-Feng Hu, MD;
Ta-Chuan Tuan, MD; Fa-Po Chung, MD; Tzeng-Ji Chen, MD; Gregory Y. H. Lip, MDf;
Shih-Ann Chen, MDD

Circulation. 2016;133:1540-1547.
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Table 6. NNT for Preventing 1 Stroke and NNH for Producing 1 ICH With Warfarin for
Patients With a CHA,DS,-VASc Score >6

Number of Number of Person- Crude Adjusted

Groups Events Patients Years Incidence*  Incidencet
Ischemic stroke

Without antithrombotic agents 499 4467 7213 6.9 6.8

With warfarin 29 604 1515 3.9 4.1
S

F&mialhemorrhage H E% ‘j: \l/
Without antithrombotic agents 316 4467 7369 4.3 4.3
With warfarin 97 604 1600 6.1 6.1

\NH=5¢

UPU INndicates chronic obstructive pulmonary disease; ICH, intracranial hemorrhage

harm; and NNT, numb¢

*N;meer of évents . N*E% \]/ > > H“’ II:I:II .[ﬂlt

TAdjusted for age, sex

fd e 1 (31

malignancy and end-stage renal disease.
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ORIGINAL ARTICLE

Restarting Anticoagulant Treatment After Intracranial Hemorrhage
in Patients With Atrial Fibrillation and the Impact on Recurrent
Stroke, Mortality, and Bleeding

A Nationwide Cohort Study

Peter Brennum Nielsen, Torben Bjerregaard Larsen, Flemming Skjeth, Anders Gorst-Rasmussen, Lars Hvilsted Rasmussen, Gregory Y.H. Lip

Circulation. 2015;132:517-525.
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Table 2. Event Rates of Various Outcomes According to Stratification on Treatment Regimen

Using 1 Year of Follow-Up

Outcome No Antithrombotic Treatment OAC Treatment  Antiplatelet Therapy
Ischemic stroke/SE and all-cause mortality
Events 179 43 83
Person-time (100 y) 655 316 335

Event rate (95% CI)
Ischemic stroke/SE
Events

Person-time (100 y)

Event rate (95% Cl)
All-cause mortality
Events

Person-time (100 y)

Event rate (95% Cl)
Recurrent ICH
Events

Person-time (100 y)

Event
rate
(95%
Cl)

Major extracranial bleeding

Events

Person-time (100 y)

Event rate (95% Cl)

27.3 (23.6-31.6)

69
666
10.4 (8.2-13.1)

130
682
19.1 (16.0-22.6)

57
662
8.6 (6.6-11.2)

10
677
1.5 (0.8-2.7)

13.6 (10.1-18.3)

17
322
5.3 (3.3-8.5)

32
330
9.7 (6.9-13.7)

25
313
8.0 (5.4-11.8)

5
329
1.5(0.6-3.7)

25.7 (20.7-31.9)

34
329
10.3 (7.4-14.4)

69
353
19.5(15.4-24.7)

18
339
5.3(3.3-8.4)

9
349
2.6 (1.3-5.0)

Clindicates confidence interval; ICH, intracranial hemorrhage; OAC, oral anticoagulation; and SE, systemic embolism.



Treatment vs No antithrombotic treatment

Outcome ) Trestmen Hazard ratio (95% CI) Hl‘ﬁ'l *E g . g */E\ ﬁ

Ischemic stroke/SE and

all-cause mortality t
r------ 0.50 (0.37; 0.70) |
OAC treatment ] 0.55 (0.39; 0.78)
PR 0.9 (0.69: 1.17) HR O 55 [ - ]
Antiplatelet therapy a1 0.87 (0.67; 1.14) . O o 3 9 O . 78
Ischemic stroke/SE

r====- O= === ] 0.55 (0.33; 0.95) H“ ! *E ] # 9-._

OAC treatment | - i 0.59 (0.33; 1.03) m % % E E
PR T s L

Antiplatelet therapy }r—c.—r (])gg Eg:; :45-3; H R O o 5 9 [O . 3 3 - 1 . 03 ]

All-cause mortality

PR —— 0.49 (0.33; 0.72)
OAC treatment e 0.55 (0.37; 0.82)
|
PN 0.94 (0.70; 1.26) é% |
Antiplatelet therapy p—1 0.90 (0.67; 1.21)

Recurent ICH HR 0.55 [0.37-0.82]

=== oheu-a 1 0.93 (0.57; 1.51)

OAC treatment ; | 0.91 (0.56; 1.49)
Femm-- PR : 0.60 (0.37; 1.02)

Antiplatelet therapy b - + 0.60 (0.37; 1.03)

-
AN Y
Major extracranial bleeding 1@ | A I x : j Q J 3 /
N
Frmmmmmm—————- (Y S ——— i 0.93 (0.30: 2.79) 7 7:‘; L/
OAC treatment I - { 0.92 (0.30; 2.76)

e —_— — e BEERICENHD
' ' ' | AJHETES Y

0.25 0.50 1.00 2.00 4.00
Favours Favours
Treatment No antithrombotic treatment
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Methods

B Study Design
RS R
TUoR—IDIDDEERBET —IN—IALYRE
mEEFHAM - 19981 B 1H ~20164E28 288 : 184 4]
B AR K 1 S fE
Bz s m
s BHEILRIERDZME A NOACRE4A
» IIRREISIELUNOLAET—5%6ER  TIHRT
* CHA,DS,-VASC score*HAS-BLED scoreZx &t &
s INHEMDFEEDRSIEESERBREER
« Bl 14H B SARUMRIEF TO B Z 0
« AEPIEICEALTIIEZEEET




WLET

BRelative RiskD H H

v'Adjusted Cox proportional hazards regression
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Results

Figure 1. Flowchart of the Study Population

6749 Patients with AF
and incident ICH
discharged

from hospital 3898 Excluded
112 Qutside study period
N 2381 No warfarin treatment
within previous 6 mo vy
33 Invalid or missing data | A5t 355 (2730
L 1372 Death in hospital [
14-d quarantine period BET=E2 20.3%
. 436 Excluded (death within
quarantine period)
¥
FETER 26.7%

& ABEH(Z13724, BBt B KY14B LIAIZ436 A A FET.
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2415 Study population

! Start of follow-up
No warfarin treatment =| Warfarin treatment =| Censoring events
l « End of study
= Dccurence of study
141 Resumed warfarin El'li! Fﬂil]t
treatment within -~ | * Emigration
quarantine period « |nitiation of NOAC
treatment
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Table 1. Patient Charactertstics®

Patient Group 2k
Hemorrhagic Traumatic
All Stroke ICH o ML AFS =

Variable (N=2415) (n=1325) (n=1090) ;?§§q£7ﬁ
Sex L4 (6)

Female 934 (38.7) 574(433) 360 (330) _ 5

Male 1481 (61.3) 751(56.7)  730(67.0) « &IME 60%
Age, mean (SD), y 77109.1) 768(9.2) 77.4 (9.0) o ,D;Fé or EE*%ﬁE;f:é 30%
Age, y

265 2163 (89.6) 1177(888) 986 (904) « CHA,DS,-VASC score 41

75 1533 (63.5) 820 (61.9 713 (65.4

i icadon D SRe ©4% |« HAS-BLED score 3.6 %

Intracerebral 1065 (44.1) 1042 (78.6) 301

Subdural 1111 (460) 149(112) 962 (883) L

Subarachnold 239(99)  134(101)  105(9.6) o HmMMEANZES - fixH Mm8E!-SAH1E]
Myocardial infarction 252(104) 140(106)  112(103) e b T . -
CHADS VAScscre, 3907 410D 38(1.7) o SMEMETEIRT O SAH1E]
mean
HAS-BLED score, 36D 3700 36(L1)
mean (SD)
Previous tschemic 870 360) 550 (415) 320 (294)
Previousischemic stroke 721 (29.9) 476 (359) 245 (22.5) . #
Heart failure or LVD 708(293) 383(289) 325 (29.8) JEEB]‘ ,ﬂ FEﬁ )= 9&1@ -279H
Vascular disease 458 (190) 244 (184) 214 (19.6)
Renal dysfunction 193(80) 107 (8.1) 86 (7.9)
Hypertension 1552 (64.3) 850(64.2) 702 (64.4)
Diabetes 442(183) 234(17.7) 208 (19.1)
Time since Last OAC 772(627) 813(628) 723(622)
prescription claim,

mean (SD), d




Table 1. Patient Charactertstics’

Patient Group
Hemorrhagac Traumatic
All Stroke ICH

Variable (N=2415) (n=1325) (n = 1090)
Medications used

Aspirin 844(349) 483(364)  361(31) Aspirin + warfariniJ ik 30%

B-Blocker 1501 (62.2) 826(623) 675 (619)

NSAID 465(193) 247(186) 218 (20.0)

Protonpump inhibitor 585 (24.2)  315(238) 270 (2438)

Statin 996 (41.2) 524(395) 472 (433) :

Phenprocoumon 117 (4.8) 713(55) 44 (4.0) Warfarin +

Warfarin 2298(95.2) 1252(945) 1046 (96.0) Phenprocoumon
Cancer 424(176) 225(170)  199(183) - 100%
Percutaneous coronary 194 (8.0) 105 (7.9) 89(8.2)
intervention
Coronary artery 160 (6.6) 85(64) 75 (6.9)
bypass surgery
nfopitalrecnentCH - 14(80)  S662)  1380127)

ore discharge
e Wen S0) 569 . ZERRRMIE. HMPERE
Length of hosprtal stay, 124(163) 159(184)  82(120 = 13
gt A08) 15900 9200 ) [F5A8B Avo




Table 2. studied Outcomes During 1 Year of Follow-up

Index ICH Event
Hemarrhagic Strake Traumatic ICH
Na Warfarin Warfarin Mo Warfarin Warfarin
Treatment Treatment Treatment Treatment
Dutcome Group Group Grodp Graup
Ischiemic stroke/SE
Mo. of events &0 o 20 7
Event rate per 100 person-years 29 33 4.1 22
Recurrent ICH
Mo. of events 35 15 66 23
Event rate per 100 person-years 53 58 164 83
All stroke
Mo. of events I8 19 E 10
Event rate per 100 person-years 12.1 13 .6 1.1
All-cause mortality
Mo of events 250 55 169 41
Event rate par 100 person-years 15.5 19.6 240 121 *

I 25.4% [514]
TR
SBEEE 15.5% [96]
JEBEEEE 34.9% [418]
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Flgure 2. Forest Plots of Studled Outcomes and Assoclations With Resumption or Mo Resumption

Secondary outcome

of warfarin Treatment
Favors © Fawors
‘Warkarin © Mo Warlarin
it by ICH Evend  AHR (95% C1) Treatment © Treatmaent
: e st | 043 (0,21 -0.86) |
Hemorthagic 0.4 (L 24-1.0)
047 (0 IR-1.27)
Traumatic ICH 0.40{0.15-1.11)
remt IcH | LAL{0.77-2.58) =
Hemorthagic 131 (LGR-2.50) X
0, 4% (0. 250,80}
Tramatic ICH 0,45 {0.26-0.76)
Al | 0,69 {0.41-1.14)
. -1 i
Hemarrhagic 0.74 {0.44-1.27) -
0, %% (0.1 7-085)
Tiimatic ICH 0,36 (0. 16-0.84)
Al m’l 0.49 {0.36-0.67)
r e
Hemarrhagic 0.51{0.37-0.71) N ——
—_—
TIraumatic ICH u.zu{[n.zn-u.u}]
10D 2.00 4,00

AHR (955 C1)
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5SS EICH
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No warfarin warfarin
HH I T4 i 22 331 203
SMSEICH 347 203

Matiching criteria

Propensity—matched HR (95%CI) @;{%‘\:?ﬁ%ﬁ

S 3 - AR J

HH Iin 4 fix 2= 0.58(0.33-0.99) | #EtFMBEE
SMEMEEEZ N M 0.60 (0.28-1.30) | ‘ARLI-FIREME
BAZEAH I B H

HH Iin 4 fix 2= 2.24 (1.10-4.58)
SMETEEEZ A H M 1.05 (0.49-2.23)
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Discussion(2)
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Limitations(1)
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Limitations(2)
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NOACs for Stroke Prevention in Patients With Atrial Fibrillation
and Previous ICH (NASPAF-ICH trial)

http://clinicaltrials.gov/show/NCT02998905
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