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Ritmo estimado de perda de circuitos neuronais em AVCi tipico
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Thrombolysis with Alteplase 3 to 4.5 Hours
after Acute Ischemic Stroke
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Time to treatment with intravenous alteplase and outcome

in stroke: an updated pooled analysis of ECASS, ATLANTIS,
NINDS, and EPITHET trials

Kennedy R Lees, Erich Bluhmki, Riidiger von Kummer, Thomas G Brott, Danilo Toni, James C Grotta, Greqory W Albers, Markku Kaste,

John R Marler, Scott A Hamilton, Barbara C Tilley, Stephen M Davis, Geoffrey A Donnan, Werner Hacke, for the ECASS, ATLANTIS, NINDS, and
EPITHET rt-PA Study Group Investigators®
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——— Odds ratio estimated by model

——— 95% CI for estimated odds ratio
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Thrombectomy within 8 Hours after
Symptom Onset in Ischemic Stroke
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R. von Kummer, M. Gallofré, and A. Dévalos, for the REVASCAT Trial Investigators*




Endovascular thrombectomy after large-vessel ischaemic > @& ™
stroke: a meta-analysis of individual patient data from |

five randomised trials
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Original Investigation

Endovascular Thrombectomy for Acute Ischemic Stroke
A Meta-analysis
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cOR (95% CI)

n
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E Functional independence {modified Rankin 5cale score 0-2) at 90 d

Endovascular Standard

Therapy Therapy
Source Events/No. Events,/No. Odds Ratio {95% CI)
SYNTHESIS, 2% 2013 76/181 24/181 0.84 (0.55-1.27)
MR RESCUE,*” 2013 12/64 11/54 0.90(0.36-2.25)
IMS 111,45 2013 177,415 B85/214 1.11 (0.79-1.55)
MR CLEAN,* 2015 76/233 51/267 2.05(1.36-3.09)
ESCAPE,0 2015 B7/164 43147 2.73(L.71-4.37)
EXTEND-1A,31 2015 25/35 14/35 3.75(1.38-10.17)
SWIFT-PRIME,*¢ 2015 59/98 i3/93 2.75(1.53-4.54)
REVASCAT,F3 2015 457103 297103 1.98(1.11-3.53)
Overall 55771293 35171094 1.71(1.18-2.49)

[2=75.4%, P<.01
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[8] Mortality at 904

Endovascular Standard

Therapy Therapy
SOUrce Events/No. Events/No. Odds Ratio (95% CI)
SYNTHESIS, 26 2013 26/181 18/181 1.52 (0.80-2.88)
MR RESCUE, 27 2013 12/64 13/54 0.73 (0.30-1.76)
IMS 111,28 2013 83/434 48,222 0.86 (0.58-1.28)
MR CLEAN,? 2015 49/233 59,257 0.94(D.61-1.44)
ESCAPE,Z" 2015 17/164 28/147 0.45(D.26-0.94)
EXTEND-IA,** 2015 3/35 7/35 0.38 (0.09-1.59)
SWIFT-PRIME,* 2015 9/98 12/97 0.72 (0.29-1.79)
REVASCAT, 3 2015 19/103 16/103 1.23 (0.59-2.55)
Overall 218/1312 201/1106 0.87 (0.68-1.12)

[=17.7%, P=.29
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i Revascularization at 24 h
Endovascular Standard Favors | Favors
Therapy Therapy Standard : Endovascular
Source Events/No. Events/No. Odds Ratio {953 CI) Therapy : Therapy PValue Weight, %
141/187 6.27 (4.03-9.74) <.001 47.3
113/156 43713 5. ] <.001
22 <.001
7.11 (3.03-16.70) <.001
Overall 44 47743 6.49 (4.79-B.79) — <.001
J¢=0.0%, P= .46

L

0.4
37
2.6

I

it
]
=]
L=

L0
Odds Ratio (95% CI)




[F_ Symptomatic intracranial hemorrhage within 90 d

Endovascular Standard

Therapy Therapy
Source Events/No. Events/No. Odds Ratio (955 CI)
SYMTHESIS, 2 2013 10/181 10/181 1.00{0.41-2.48)
MR RESCUE,Z7 2013 3/64 /54 1.28(0.21-7.95)
IMS 111,48 2013 277434 13222 1.07(0.54-2.11)
MR CLEAN,Z9 2015 18/233 17267 1.23(0.62-2.45)
ESCAPE,*® 2015 6165 4,150 1.38 (D.38-4.98)
EXTEMD-1A,* 2015 0/35 2/35 0.19 (0.01-4.08)
SWIFT-PRIME, 2 2015 1/98 /97 0.32(0.03-3.18)
REWASCAT,33 2015 5/103 2103 2.58(0.49-13.59)
Overall 70,1313 53/110% 1.12 {0.77-1.63)

[#=0.0%, P=.82
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Combined Intravenous Thrombolysis and Thrombectomy
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Figure. Flowchart of Patient Selection

346 Patients
144 SWIFT
202 5TAR

55 Patients treated with
Merci device

291 Study cohort

i e

160 IVT and MT 131 Only MT

L Y

116 INVT failures 44 Bridging therapy

A total of 346 patients were enrolled in the Solitaire With the Intention for
Thrombectomy (SWIFT) (n = 144) and Solitaire Flow Restoration
Thrombectomy for Acute Revascularization (STAR) (n = 202) clinical trial
studies, of whom 55 patients were excluded from the analysis because they
were not treated with the Solitaire FR (flow restoration) stent retriever. The
remaining 291 patients comprisad the analysis population.




Table 2. Baseline Characteristics of the Study Patients”

MT and IVT MT Alone

Characteristic (n = 160) (n=131) P Value
Age, mean (SD), y 67 (13) 69 (12) 14
Female 97/160 (60.6) 73/131 (55.7) 41
MIHSS, median (IQR) 17 (13-20) 17 (13-20) 86
Medical history

Atrial fibrillation 537160 (33.1) 627131 [4}‘.3]) 02

Hypertension 99/160 (61.9) 87/131 (66.4) A6

Diabetes 227160 (13.8) 32/131 [14.4]) 02

Hyperlipidemia 69/160 (43.1) 577131 (43.5) »>99

Current smoker 217160 (13.1) 19/131 (14.5) g4

Prior stroke or TIA 257160 (115.6) 30/131 (22.9) A3
Antiplatelet use 377160 (23.1) 40/131 (30.5) 18
Systolic blood pressure, mean (5D), mm Hg 145 (23) 147 (25) .49
Diastolic blood pressure, mean (50), mm Hg 80 (15) 80 (15) .86
Left side occlusion 78/157 (49.7) 64/129 (49.6) >899
ASPECTS, mean (5D) 8.1 (1.8) 8.5 (1.6) 03
ASPECTS, median (IQR) 8.0 (7.0-10.0) 9.0 {E.D—ID.DD 04
Location of occlusion

Carotid 317153 (20.3) 237129 (17.8) J2

M1 99/153 (64.7) 88/129 (68.2)

M2 or M3 237153 (15.0} 177129 (13.2)

Posterior circulation
Serum glucose, mean (50}, mg,/dL
Platelets, mean (5D}, =103/l

0/153 (0)
126 (50)
228 (74)

1/129 (0.8)
130 (64) 56
239 (85) 23




Table 3. Details of Procedural, Clinical, and Safety Outcomes®

Variable

Times, median (IQR), min
Symptom onset to hospital arrival
Symptom onset to groin puncture
Haospital arrival to groin puncture
Symptom onset to reperfusion
Mo. of passes with stent retriever, mean (50)
Wo. of passes with stent retriever, median (range)
mTICl 2b or 3 reperfusion
mTICI 3
Rescue therapy
Complications
Emboli to uninvolved territory
Device-related serious adverse events
Vasospasm
sICH
SAH
PH1
PH2
HI1
HI2
Remote [CH
Vessel perforation
Groin hematoma
Outcome 2t 90 d
mRS score of 0-17
mRS score of 0-2°

Martality

MT and IVT MT Alone
(n = 160) (n=131) P Value
171 (75-245) 190 (108-274) 04
254 (195-305) 262 (201-375) 10
( 79 (49-111) 77 (54-120) 46 )
308 (253-361) 315 (242-424) 15
1.7 (0.9) 1.8 (1.0) 28
1(1-5) 1(1-7) 30
127/151 (84.1) 105/124 (84.7) .99
86/151 (57.0) 66/124 (53.2) 54
20/160 (12.5) 17/131 (13.0)  >.99
7/156 (4.5) 3/126 (2.4) 52
8/160 (5.0) 8/131 (6.1) 80
43/160 (26.9) 18/131 (13.7) 006
( 2160 (1.1) 5/131 (3.8) 25)
2/160 (1.1) 4/131 (3.1) 41
1/160 (0.6) 4/131 (3.1) 18
1/160 (0.6) 2/131 (1.5) 59
29/160 (18.1) 25/131 (19.1) 88
19/160 (11.9) 11/131 (8.4) 44
1/160 (0.6) 0/131 (0) >.99
0/160 (0) 1/131 (0.8) 45
( 3/160(1.9) 2/131 (1.5) >99 )
65/156 (41.7) 46/128 (35.9) 33
90/156 (57.7) 61/128 (47.7) 10
13/160 (8.1) 16/131 (12.2) 32




Table 4. Multivariate Analyses

Mo. (%) of Patients OR (952 CI)

MT and INT MT Alone
Variable (n=160) (n=131) Unadjusted Adjusted
Times®

Hospital arrival to groin puncture =50 min

Groin puncture to reperfusion =45 min
Technical details of the MT procedure®

mTICI 2bor 3

mTICI 3

=3 Passes with stent retriever
Procedural complications®

sICH

Emboli to uninvolved territory

Vasospasm
Outcorne at 90 d°

mRS scores of 0-2¢

Mortality

( 97/156 (62.2)

72/121 (59.5) )

( 82/152 (53.9)

59/118 (50.0) )

127/151 (84.1)
86/151 (57.0)
30/132 (22.7)

2/160 (1.3)
7/156 (4.5)
40/160 (25.0)

105/124 (84.7)
66/124 (53.2)
30/120 (25.0)

5/131 (3.8)
3/126 (2.4)
17/131 (13.0)

(0156 (57.7)

61/128 (47.7)

13/160 (8.1)

16/131 (12.2)

1.12 (0.69-1.82)
1.17 (0.72-1.90)

0.96 (0.50-1.84)
1.16 (0.72-1.87)
0.88 (0.49-1.58)

0.32 (0.06-1.67)
1.93 (0.49-7.61)
2.24 (1.20-4.17)

1.50 (0.94-2.40)
0.64 (0.29-1.37)

1.63 (0.83-3.21)
1.31 (0.75-2.29)

0.68 (0.28-1.66)
1.38 (0.76-2.51)
0.90 (0.44-1.85)

0.03 (0.00-1.28)
4.12 (0.75-22.54)
1.41 (0.58-3.42)

1.48 (0.80-2.74)
0.90 (0.35-2.30)




Table 1. Baseline characteristics of randomized controlled trials included in the meta-analysis.

Study name Patients =~ Mean age Males Median NIHSS ET (n, %*) IVT [n, %**]
[years] (%) (IQR] or [range)**
ESCAPE 315 70.5 47.6% 16 (13-20] 165 (52%)] No: 45 [27%)
Yes: 120 [TE%]
EXTEND-IA 70 69.4 49% 17 (13-20] 35 [50%]) Yes: 35 (100%)
MR CLEAN 500 45 58.3% 17 (14-21] 233 [47%) No: 30 (13%]
Yes: 203 [3?%]
PISTE 65 65.5 44.6% 18 (6-24) 33 [51%]) Yes: 33 (100%)]
REVASCAT 206 bb.4 52.3% 17 (14-20] 103 (50%) No: 33 (32%)]
Yes: 70 (68%])
SWIFT-PRIME 196 65.7 50.5% 17 (13-20] 98 (50%]) Yes: 98 (100%)
THRACE 412 62.8 53.4% 18 (15-21] 204 (49.5%)  Yes: 204 (100%)

ET, endovascular thrombectomy; IQR, interguartile range; IVT, intravenous thrombolysis; NIHSS, National Institute of
Health Stroke Scale.
*among all patients; **among patients randomized to ET.




Study name

REVASCAT
MR CLEAN
ESCAPE
SWIFT PRIME
EXTEND-IA
THRACE

PISTE

REVASCAT
MR CLEAN

ESCAPE

RR 12%
=0,041

Subgroup within study

Statistics for each study

Event rate and 35% CI

Event Lower Upper
rate lirmit hrmt
NT+ET 0,329 0,229 0,447 .
NT+ET 0,240 0,186 0,304 -
NT+ET 0,140 0,088 0,215 -
NT+ET 0,120 0,069 0,201 -
NT+ET 0,090 0,030 0,239 -
NT+ET 0,175 0128 0,234 L
NT+ET 0,242 0,126 0,415 ——
( 0,180 0,141 0,251 >
only ET 0,242 0,126 0,415 —i—
only ET 0,430 0,268 0,608 —8Gr
only ET 0,270 0,161 0,417 ——
( 0,310 0,212 0,429 — )
0,225 0,178 0,280 <

0,00

0,50




Study name

REVASCAT

MR CLEAN

ESCAPE

SWIFT PRIME

EXTEND-L&

THRACE

PISTE

REVASCAT

MR CLEAN

ESCAPE

Subgroup within study

Statistics for each study

Event rate and 85% Cl

Event Lower Upper
rale It Tt
NT+ET 0,442 0,331 0,559 =
NT+ET 0,340 0,278 0,408 ==
NT+ET 0,520 0,431 0,608 ——
NT+ET 0,600 0,500 0,692 ——
NT+ET 0,720 0,55 0,843 ——
NT+ET 0,530 0,461 0,508 -
NT+ET 0,515 0,349 0,678 —
( 0,514 0,425 0,601 - )
only ET 0,425 0,270 0,506 ——
only ET 0,240 0,120 0422 ——
only ET 0,580 0,433 0,714 -+
( 0,417 0,241 0617 i — )
0,498 0417 0,579
1,00 050 0.00 050




Modified Rankin Score at 90 days

T4% | 7.4%

ET +IVT

0% 60%
Percentage
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