2 ar

(e © Agence Régionale de Santé
oo Rhdne-Alpes
£# CENTRE HOSPITALER
F¥&¥ METROPOLE SAVOIE

Actualités Neuro Vasculaires

Dr S. Marcel

Unité Neuro Vasculaire, CH de Chambéry

Journée des filieres
RENAU
Chambéry le 2 février 2017

Platelet transfusion versus standard care after acute stroke
due to spontaneous cerebral haemorrhage associated with
antiplatelet therapy (PATCH): a randomised, open-label,
phase 3 trial

M irern Baharoghs*, Charlotte Cordonnier®, Fustam Al-Shahi Salman*, Koen de Gans. ManioM Koopman Anneke Brand

Ludo F Beenen Herk A Marquering, Marinus Vermeuden, Pal | Nederkoom, Rob | deHoan Yoo & Roos, for the PAT G4 nvesti

* Prise en charge classique vs PEC classique +
perfusion plaquettaire

* Mesure déces et dépendance a 3 mois

* Multicentrique, ouvert, 60 centres dont 11 en
France

* AVC hémorragique de moins de 6 h, sus
tentoriel, Glasgow>8

* Sous AAP depuis 7 jours
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| ORIGINAL ARTICLE |

Intensive Blood-Pressure Lowering
in Patients with Acute Cerebral Hemorrhage

Adnan I. Qureshi, M.D., Yuko Y. Palesch, Ph.D., William G. Barsan, M.D.,
Daniel F. Hanley, M.D., Chung Y. Hsu, M.D., Renee L. Martin, Ph.D.,
Claudia S. Moy, Ph.D., Robert Silbergleit, M.D., Thorsten Steiner, M.D.,
Jose I. Suarez, M.D., Kazunori Toyoda, M.D., Ph.D., Yongjun Wang, M.D.,
Haruko Yamamoto, M.D., Ph.D., and Byung-Woo Yoon, M.D., Ph.D.,
for the ATACH-2 Trial Investigators and the Neurological Emergency
Treatment Trials Network*

e AVC hémorragique avec HTA

¢ Glasgow >5
¢ Volume <60 cc

* Baisse de la PA <4.5h
e 2groupes:110/140 et 140/180

¢ Multicentrique
e 2000 patients

7343 FFH Standard treatment

H

(mm Hg)

347 Intensive treatment

Mirimum Systolic Blood Pressure

Hours since Randomization

Figure 1. Mean Hourly Minimum Systolic Blood Pressure during the First
24 Hours after Randomization, According to Treatment Group.
The dashed vertical lin indicates 2 hours, and I bars 95% confidence intervals.

Table 1. Demographic and Clinical Characteristics of the Participants, According to Treatment Group.*

Score on the Modified Rankin Scale
00 01 02 ©3 @4 @5 W6

Standard Treatment =
s 1 [
Intensive Treatment

20 40 60 80 100
Percent of Patients

4271

Intensive Treatment Standard Treatment

Characteristic 00) 00
Age—yr 62:13.1 6192131
Male sex— no. (%) 304 (60.8) 316 (63.2)
Race—no. (%)

Asian 277 (55.4) 285 (57.0)

Black 73 (14.6) 58 (11.6)

White 142 (28.4) 145 (29.0)

Other or unknown 8(.6) 12 (2.4)
Hispanic ethnic group — no. (%) 38 (7.6) 4182
Recruited at site in Asia— no. (%) 264 (52.8) 273 (54.6)
Glasgow Coma Scale score — no. (%)}

311 73 (14.6) 74 (14.8)

12-14 152 (30.4) 142 (28.4)

15 275 (55.0) 284 (56.8)
Systolic blood pressure at presentation in emergency 200:27.1 20112269

rtment — mm Hgf

Median NIHSS score (range)q 11 (0-40) 11 (040)
Intracerebral hematoma volume

>30 cm® — no./total no. (%) 45/496 (9.1) 51/492 (10.4)

Median (range) — cm?) 103 (2.3-85.2) 102 (0.98-79.1)
Intraventricular hemorrhage — no. total no. (%) 122/496 (24.6) 142/492 (28.9)
Location of hemorrhage — o total no. (%)

Thalamus 193/496 (38.9) 180/492 (36.6)

Basal ganglia 255/496 (51.4) 251/492 (51.0)

Cerebral lobe 48/496 (9.7) 60/492 (12.2)

Cerebellum 0/46 1/492 (02)

Figure 2. Distribution of Scores on the Modified Rankin Scale, According to
Treatment Group.

The data are presented only for participants for whom a score on the modi-

fied Rankin scale score was obtained at 90 days. The percentage of partici-
pants with each score on the modified Rankin scale is shown in or above
each cell. Scores range from 0 to 6, with 0 indicating no symptoms, 1 no
clinically significant disability (able to carry out all usual activities, despite
some symptoms), 2 slight disability (able to look after own affairs without
assistance but unable to carry out all previous activities), 3 moderate dis-
ability (requires some help but able to walk unassisted), 4 moderately se-
vere disability (unable to attend to bodily needs without assistance and un-
able to walk unassisted), 5 severe disability (requires constant nursing care
and attention, bedridden, and incontinent), and 6 death. Percentages may
not sum to exactly 100.0 owing to rounding.

Pas de différence entre les 2 groupes

Etude arrétée précocement
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Table 2. Primary, Secondary, and Safety Outcomes, According to Treatment Group.*

Outcome

Primary outcome: death or disability
— no./total no. (%)

Hematoma expansion — no./total no. (%)§

Neurologic deterioration within 24 hr
— no. (%)

Treatment-related serious adverse event
within 72 hr — no. (%)

Any serious adverse event within 3 mo
— no. (%)

Hypotension within 72 hr— no. (%)

Death— no. (%)

EQ-5D utility index score’
Median

Range
EQ-5D visual-analogue scale score
Median

Range

Intensive Ti

reatment Standard Treatment
0! )

(N=500)

Unadjusted Analysis

Adjusted Analysis

Relative Risk or Beta

Estimate (95% CI) PValue
186/481 (38.7) 181/480 (37.7) 1.02 (0.83 to 1.25) 0.84
85/250 7.4) 078 (0.59 to 1.04) 0.09
55 (11.0) 40 (8.0) 1.38 (0.92 10 2.07) 013
8 (L6) 6(12) 1.33 (0.46 t0 3.84) 059
128 (25.6) 100 (20.0) 1.28 (0.99 to 1.66) 0.06
6(1.2) 3(06) 2.00 (0.50 to 8.00) 033
33 (6.6) 34 (6.8) 0.97 (0.60to 1.57) 0.90
-0.01 (-0.05 to 0.02) 0.47
07 07
-0.1t0 1.0 0t01.0
-1.14 (-5.28 0 2.99) 059
625 70
010100 0t0 100

Relative Risk or Beta
Estimate (95% Cl)
1.04 (0.85 to 1.27)

0.78 (0.58 to 1.03)
1.39 (0.92 to 2.09)

1.37 (0.47 to0 3.95)

1.30 (1.00 to 1.69)

1.96 (0.49 0 7.87)
0.99 (0.61 to 1.60)
-0.02 (-0.05 to 0.02)

132 (-5.25 t0 2.60)

PValue

0.72

0.08
0.11

0.56

0.05

0.34
0.97
0.29

The NEW ENGLAND
JOURNAL o MEDICINE
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Rapid Blood-Pressure Lowering in Patients
with Acute Intracerebral Hemorrhage

Craig S. Anderson, M.D., Ph.D., Emma Heeley, Ph.D., Yining Huang, M.D., Jiguang Wang, M.D.,
Christian Stapf, M.D., Candice Delcourt, M.D., Richard Lindley, M.D., Thompson Robinson, M.D.,
Pablo Lavados, M.D., M.P.H., Bruce Neal, M.D., Ph.D., Jun Hata, M.D., Ph.D., Hisatomi Arima, M.D., Ph.D.,

Mark Parsons, M.D., Ph.D., Yuechun Li, M.D., Jinchao Wang, M.D., Stephane Heritier, Ph.D., Qiang Li, B.Sc.,

Mark Woodward, Ph.D., R. John Simes, M.D., Ph.D., Stephen M. Davis, M.D., and John Chalmers, M.D., Ph.D
for the INTERACT2 Investigators*

Faut-il faire baisser plus rapidement?
2833 patients

Obijectif TA en moins d’une heure
Glasgow >5
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Table 2. Treatment of Patients with Inracerebral Hemorrhage.

Guidaline-
ntensive Rocommended
Blood-Pressure  Blood-Pressure
Lowei Lowering
variable (N=1395) (N=1430)
Time from ICH to strtof reatment — hr
Median 40 s
Interquartie range 2951 3070
Time from randomization to stat of treatment — hr
Median 01 03
Interquartle range 00030 0028
Bloodpressure-lowering treatment during firt 24 hr — o, (%)
Any intravenous treatment 1260 90.) 613 (129)
Use of asingle intravenous agent 49 (607) 21094
Type of ntravenous sgent used
Alpha-adrenergic antagonis, such as urapidi 54 325) 191 13.4)
Calcium-channel blocker,such as icardipine or 27 162) 12285)
imodipine
‘Combined alpha- and beta blocker, such as labetalol 202144) 568
Nitroglycerin 209149) 5941
Diuretic, such as furosemide 174.024) 9466)
Niroprusside 169 (121) 00
Hydrlazine 29 5065
Other 5(61) p)
Medicaland surgicaltreatment during the irst 7 days —
o 09
Intubation %1379 (7.0 93/1400(66)
Adrission to an intensive care unit S21379 (386 529/1400 (378)
Prophylactic treatment for deep-vein thrombosis 3061379 222) 3041400 (21.7)
Compression stockings WI1379.107)  16/1400 (104)
Subeutaneous heparin 1379 (180)  245/1400 17.5)
Use ofintravenious mannitol 8551379 (620)  864/1400 (617)
Hemostatic therapy* STAFIUY 4071400 (29)
Any surgical inervention e 71400 55)
Evacustion or decompression of the hematoma BAN9eY 381400 (27)
Inserton of a ventriculardrain A9 4414003
Decision o withdraw active treatment and care TG 461400 (33)

PValue
<0001

<0001

<0001
<0001

o074
087
o076

o074
o038
007
092
053
030
0005

Table 1. Baseline Characteristics of the Partcipants.

Characteristic

Time from onset of ICH to randomization — hr

Median

Interquartie range

Age—yr
Male sex— no. (%)

Recruited from China — no. (%)

Blood pressure — mm Hg

Systolic
Diastolic
NIHSS scoref
Median
Interquartle range
GCs scoref
Median
Interquartile range

History of hypertension — no total no. (%)

Current use of anihypertensive drugs — o, ftotal no. (%)

Prior intracerebral hemorthage — o total no. (3%)

Intensive
Blood-Pressure

598 (64.2)
947 (67.7)

179217
101215

12415

10121398 (72.4)
6271398 (44.8)
115/1398 (82)

Prior ischemic or undifferentiated stroke — o total no. (5) 1571398 (112)

Prior acute coronary event — no,/total no. (%)
Diabetes mellitus — no.total no. (%)
Use of warfarin anticoagulation — no. total no. (%)

39/1338 (28)
155/1398 (11.1)
50/1398 (3.6)

Use of aspirin or other antiplatelet agent — no.total no. (%) 1231398 (83)
Baseline hematoma volume — ml

Median

Interquartle range

Deep location of hematoma — o, total no. (3)§

n
619
1084/1294 (83.8)

Guideline-
Blood-Pressure
Lowering
(N=1430)

37
2947
6412126
882(617)
973 (68.0)

179217
101215

1215
1036/1428 (72.5)
647/1428 (453)
11471428 80)
166/1428 (11.6)
42/1428 29)
150/1428 (105)
31/1428 22)
142/1428 (99)

n
620
1098/1319 (83.2)

Safety outcomes — no./total no. (%)
Neurologic deterioration in first 24 hrf|
Nonfatal serious adverse events|

Any neurologic deterioration from intracerebral
hemorrhage*

Recurrent intracerebral hemorrhage
Ischemic or undifferentiated stroke
Acute coronary event

Other cardiovascular disease

Noncardiovascular disease

Severe hypotensionf

198/1369 (14.5)
326/1399 (23.3)
47/1399 (3.4)

4/1399 (0.3)
8/1399 (0.6)
5/1399 (0.4)

22/1399 (1.6)

160/1399 (11.4)
7/1399 (0.5)

211/1395 (15.1)
338/1430 (23.6)
55/1430 (3.8)

4/1430 (0.3)
8/1430 (0.6)
5/1430 (0.3)

26/1430 (1.8)

152/1430 (10.6)

8/1430 (0.6)

0.95 (0.77-1.17) 0.62
0.92
0.49

0.49

L phere site of h Jtotal no. (56) 6441294 (49.8) 669/1319 (50.7)
Intraventricular extension of hemorthage — o /total no. (%) 371/1294 (287) 369/1319 (28.0)
Table 3. (Continued.)
Guideline-
Intensive Recommended
Blood-Pressure Blood-Pressure
Lowering Lowering Odds Ratio
Variable (N=1399) (N=1430) (95% ClI) P Value

Bien toléré
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Guidline. Table 3. Pimary,Sscondary, and Safty Outcomes at 0 Days.*
Imensive  Recommended PValue for r 7
Subgroup. Treatment Treatment ‘Odds Ratio (5% CI) Homogeneity I .......
o of eerts %) Bood pressure  Blood ressure
o7 Lowering Lowering odds ratio
0(63) 352467) — 087 071-109 varitie (N-1399) (N-1430) esey [ pvale
s (626) e i 091072-1.15) | rimary cutcorme: death or major disabilty —no fotstno, T 7isa2 (s20)  7as/iz(ese)  os7e7siof 008
o
Seconda outcomes
sy 150e06) o 086 072-103) ot
258 655) 305 687) 036 (065-124) 087077100\ 004
s ey wNEs
s sa3) ses 567) —— 091 (075-110) | sapwrgLy sz
254189 320 541) -l o 065102
o sopmz0a7) 26671412 (188
7200 0 (s38) e 036 (070-105) 2O2(38)  24/1412(166)
247 544 385.576) - 038 070-109) MoORY) 26871412 (190
o
22 ool S e Jare L | 5: Severe disabilty, bed-boun BNw2E0)  1314120)
104 507) e i 0720356085
o 6:Desthby 30 days 1661382 (120) 17071412 (2.0)
3098 w0 e43) . 083 070-099) | peh talho. (9 G (19)  10/U2 (20 099079125 096
2429 11634 N 096 067140 Healhrelted qualy of e
057
] Ty i ETET | problems it mobitty — oot no. %) 0038 S ED)  0SBEM10 01
553 1) 63y —a 03 (0s3-105) eI 6H)  GNNOELY 083 ©70097) 002
076 | T3 08 SWN(E6Y) 07906709 0006
568 (531) 614 569) —— 086 073102 )
o e T OIIT 098 S ESO 051063095 001
9520 P = 087 075100 | B N o e
riE Fi3 % 060:039 0552040 oo
e o | Lingin esidentialcare failty —nio total no. (%) 108/1222(88)  14/148(31)  096(073-177) 080
Intensive ideline.
i our 1l hospitlzstion — days s
Better Treatment | e 2 19
= 1.3 nn

Pas de différence en terme de morbi-mortalité

Analyse de sous groupe : amélioration du Rankin

Quelles recommandations?

* SFNV
Acute Blood Pressure Management

° AH A / AS A in Intracerebral Hemorrhage

Equipoise Resists an Attack
Kenneth Butcher, MD, PhD, FRCP: Magdy Selim, MD, PhD
Recommendations

For ICH patients presenting with SBP between 150 and 220 mm Hg and
without contraindication to acute BP treatment, acute lowering of SBP to
140 mm Hg is safe (Class I; Level of Evidence A) and can be effective for
improving functional outcome (Class Ila; Level of Evidence B). (Revised
from the previous guideline)

For ICH patients presenting with SBP >220 mm Hg, it may be reasonable to
consider aggressive reduction of BP with a continuous intravenous infusion
and frequent BP monitoring (Class IIb; Level of Evidence C)
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Low-Dose versus Standard-Dose Intravenous Alteplase
in Acute Ischemic Stroke

C.S. Anderson, T. Robinson, R.I. Lindley, H. Arima, P.M. Lavados, T.-H. Lee, J.P. Broderick, X. Chen, G. Chen,
V.K. Sharma, |.5. Kim, N.H. Thang, Y. Cao, M.W. Parsons, C. Levi, Y. Huang, V.V. Olavarria, A.M. Demchuk,
P.M. Bath, G.A. Donnan, S. Martins, O.M. Pontes-Neto, F. Silva, S. Ricci, C. Roffe, ]. Pandian, L. Billot,

M. Woodward, Q. Li, X. Wang, ). Wang, and J. Chalmers, for the ENCHANTED Investigators and Coordinators*

¢ Peut on thrombolyser avec une dose plus faible de rTpa?
* 3000 patients

¢ Internationale, multicentrique

e 0.6vs 0.9 mg/kg de tpa

¢ Controle de la PA dans le groupe 0.6 mg/kg (PA<140)

e Etude de non inférioritée

Table 1. Characteristics of the Patients at Baseline and Their Treatment.*
Low-Dose standard-Dose
Alteplase Alteplase
Variable (N=1654) (N=1643)
Age—yr
Median [ &7
1R 5876 5876
Female sex — no_ (56) 534 (383) 614 (37.4
Region of recruitment — no. (%)
China 708 (42.8) 711 (433)
United Kingdom, continental Europe, or Australia 445 (265) 439 (267)
Asia, ather than China 336 (203) 334 (203)
South America 155 (10.0) 159 (9.7)
Asian race — nia. total no. (5%){ 1043/1651 (83.2) 1036/1640 (63.2)
Medical history — no ftotal no. (%)}
Hypertension 1031/1648 (62.5) 1034/1640 (63.0)
Any stroke 28711654 (17.4) 3021643 (18.4)
Coronary artery disease 256/1648 {15.5) 2231640 (13.5)
Atrial fibrillation 330/1645 (20.1) 30611640 (18.7)
Diabetes mellitus 325/1648 19.7) 321/1640 19.5)
Hyperchelesterclemia 297/1648 (13.0) 258/1640 (15.7)
Current cigarette use 37711646 (22.9) 3931638 (24.0)
Modified Rankin scale score of 0 before stroke] 1349/1647 (81.9) 1325/1639 (30.8)
Use of antihypertensive agent 755/1648 {45.8) 743/1640 (45.3)
Use of statin or other lipid-lowering agent 333/1646 (20.2) 28211638 (17.2)
Use of aspirin or other antiplatelet agent 407/1647 (247) 345/1638 {21.1)
Warfarin anticoagulation 48/1647 (25) 3471638 2.1)
Blood pressure — mm Hg
systolic 148220 150220
Diastolic 34213 85213
NIHSS score— median (IQR)§ 8(5-14) 8 (5-14)
Signs of cerebral ischemia on brain imaging— no.ftotal no. (36)| 388/1648 (23.5) 383/1640 (23.4)
proximal vessel occlusion on CTA or MRA— no,total no. (54 | 258/1622 (15.9) 24811624 (15.3)
Final diagnosis at time of hospital discharge — no.ftotal no. (36}
Nonstroke diagnosis 5071625 (3.1) 4771609 (2.9)
Large-artery occlusion due to clinically significant atheroma 622/1625 (38.3) 648/1609 (40.3)
Smallvessel or perforator lacunar disease 33411625 (20.6) 339/1609 {21.1)
Cardioembalism 32411625 (19.9) 31711609 19.7)
Dissection 1471625 (0.9) 1111603 0.7)
Other or uncertain cause of stroke 28111625 (17.3) 24711609 15.4)
Time from stroke onset to alteplase administration — minft
Median 170 170
1R 125-218 127-219
Estimated body weight before alteplase administration — kg 69.6:14.4 699:144

03/02/2017



‘Table 2. Primary and Secondary Outcomes at 3 Months.

Low-Dose Alteplase ~Standard-Dose Alteplase  Odds Ratio with Low-Dose Alteplase
54) (N=1643) (95% C1)

Outcome (N=1654)
Primary outcome: death or disability — no. total no. (%)§ 855/1607 (53.2) 817/1599 (51.1)
Secondary outcomes

Symptomatic intracerebral hemorrhage — o. (%)

1.09 (095 t0 1.25)

P Value: r‘

By SITS-MOST criteria§ 1700 352 0.48 (027 10 0.36) 001
B t 9% (5.9) 31 (30) 073 (055 to 0.55) —tr— |
Score on the modified Rankin scale — no. total no. (%) 1.00 (089 to 1.13) 004
toms atall 403/1607 (25.1) 397/1599 (24.8)
1: No substantive disability despite SympTOTT 2o o
2:slight disability 250/1607 (15.6) 225/1599 (14.1)
3: Moderate disability requiring some help. 211/1607 (13.1) 18171599 (11.3)
4:Moderate-severedisaiiy requiing assistance with day 1651607 (10.3) 154/1599 (9.6)
ving
5: Severe disability, bed-bound and incontinent 89/1607 (5.5) 87/1599 (5.4)
6: Death 140/1607 (8.7) 170/1599 (10.6)
Death or major disability — no. total no. (%) 605/1607 (37.6) 592/1599 (37.0) 103 (08910 119) 073
Death within 90 days — no. (%) 140 (85) 170 103) 080 (063 to 1.01) 007
Overall health utilty score on the EQ-5D%: 0640.40 064:041 0,00 (-0.03 t0 0.03)§ 086
Admission to residential care — no. total no. (%) 36/1513 (24) 43/1476 (29) 081 (05210127) 036
Median duration of hospitalization (IQR) — days 10(5t017) 10 (510 18) -0.47 (-1.93 to 1OO)§ 053
Death or neurologic deterioration in 72 hr — no. (%99 177 (107) 192 (117) 091 (073101.12) 037
Serious adverse event — no. (%)| 415 (25.1) 448 273) 0.9 (076101.04) 016

Score on Modified Rankin Scale
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Figure 1. Functional Outcomes at 90 Days, According to Score on the Modified Rankin Scale.

Shown is the raw distribution of scores on the modified Rankin scale at 90 days in the group that received a low
dose of alteplase (0.6 mg per kilogram of body weight) and the group that received the standard dose of alteplase
(0.9 mg per kilogram). Scores an the modified Rankin scale range from 0 to 6, with 0 indicating no symptoms, 1
symptoms without clinically significant disability, 2 slight disability, 3 moderate disability, 4 moderately severe dis-
ability, 5 severe disability, and 6 death.
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“ ORIGINAL ARTICLE

Ticagrelor versus Aspirin in Acute Stroke
or Transient Ischemic Attack

S. Claiborne Johnston, M.D., Ph.D., Pierre Amarenco, M.D., Gregory W. Albers, M.D.,
Hans Denison, M.D., Ph.D., J. Donald Easton, M.D., Scott R. Evans, Ph.D.,
Peter Held, M.D., Ph.D., Jenny Jonasson, Ph.D., Kazuo Minematsu, M.D., Ph.D.,
Carlos A. Molina, M.D., Yongjun Wang, M.D., and K.S. Lawrence Wong, M.D.,
for the SOCRATES Steering Committee and Investigators*

e Données de CHANCE
e 13200 patients a haut risques

e Score ABCD2>4 ou AVC i avec NIHSS<5
e Multicentrique, internationale, 33 pays

e AVC non cardio-embolique

e Endpoint : délai d’apparition d’un événement vasculaire (AVC, IDM

ou déces)

-A = Age:

= 60 ans =1
-B = Pression artérielle :

oPAS > 140 et/ou PAD = 90 mmHg =1
-C = Caractéristiques de I'AIT :

eFaiblesse unilatérale, hémiparesie =2

eTroubles du langage =1

s Autre signes =0
-D = Durée de I'AIT :

o= 60 min =2

10 & 59 min =1

o< 10 min =0
-D : Diabete =1

Score

ABCD2 d'AvCaJ2 dAvCaJ7 dAvVCa3

0-3

4-5

6-7

Risque Risque Risque

mois

1% 1,2% 3,1%
4,1% 5,9% 9,8%
8,1% 11,7% 17,8%
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A Primary End Point: Stoke, Myocardial Infarction, o Dasth
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UACCIDENT VASCULAIRE CEREBRAL EST UNE GRANDE URGENCE

Vous ressentez

/! brutalement

d'un coté
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