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ABSTRACT

BACKGROUND
The effects and risks of endovascular thrombectomy 6 to 24 hours after stroke
onset due to basilar-artery occlusion have not been extensively studied.

METHODS

In a trial conducted over a 5-year period in China, we randomly assigned, in a 1:1
ratio, patients with basilar-artery stroke who presented between 6 to 24 hours
after symptom onset to receive either medical therapy plus thrombectomy or
medical therapy only (control). The original primary outcome, a score of 0 to 4 on
the modified Rankin scale (range, 0 to 6, with a score of 0 indicating no disabil-
ity, 4 moderately severe disability, and 6 death) at 90 days, was changed to a good
functional status (a modified Rankin scale score of 0 to 3, with a score of 3 indi-
cating moderate disability). Primary safety outcomes were symptomatic intracra-
nial hemorrhage at 24 hours and 90-day mortality.

RESULTS

A total of 217 patients (110 in the thrombectomy group and 107 in the control
group) were included in the analysis; randomization occurred at a median of 663
minutes after symptom onset. Enrollment was halted at a prespecified interim
analysis because of the superiority of thrombectomy. Thrombolysis was used in
14% of the patients in the thrombectomy group and in 21% of those in the control
group. A modified Rankin scale score of 0 to 3 (primary outcome) occurred in 51
patients (46%) in the thrombectomy group and in 26 (24%) in the control group
(adjusted rate ratio, 1.81; 95% confidence interval [CI], 1.26 to 2.60; P<0.001). The
results for the original primary outcome of a modified Rankin scale score of 0 to
4 were 55% and 43%, respectively (adjusted rate ratio, 1.21; 95% CI, 0.95 to 1.54).
Symptomatic intracranial hemorrhage occurred in 6 of 102 patients (6%) in the
thrombectomy group and in 1 of 88 (1%) in the control group (risk ratio, 5.18; 95%
Cl, 0.64 to 42.18). Mortality at 90 days was 31% in the thrombectomy group and
42% in the control group (adjusted risk ratio, 0.75; 95% CI, 0.54 to 1.04). Proce-
dural complications occurred in 11% of the patients who underwent thrombectomy.

CONCLUSIONS

Among patients with stroke due to basilar-artery occlusion who presented 6 to 24
hours after symptom onset, thrombectomy led to a higher percentage with good
functional status at 90 days than medical therapy but was associated with proce-
dural complications and more cerebral hemorrhages. (Funded by the Chinese
National Ministry of Science and Technology; BAOCHE ClinicalTrials.gov number,
NCT02737189.)
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ANDOMIZED TRIALS INVOLVING PA-

tients with acute stroke due to large-

artery occlusion in the anterior circula-
tion have shown a benefit of endovascular
thrombectomy.X? These trials excluded patients
with basilar-artery occlusion, a stroke type as-
sociated with poor prognosis. The Endovascular
Treatment versus Standard Medical Treatment
for Vertebrobasilar Artery Occlusion (BEST) trial®
and the Basilar Artery International Cooperation
Study (BASICS)* did not show a clear benefit of
thrombectomy over medical care in patients
with basilar-artery occlusion, but both trials had
methodologic limitations.® It has been postu-
lated that anatomical and pathophysiological
characteristics of the brain stem and cerebellum,
which are supplied by branches of the basilar
artery, make them more resistant to ischemia
than structures supplied by the anterior cerebral
circulation. These characteristics may allow re-
perfusion in patients with basilar-artery stroke
to have an effect over a longer time window after
stroke onset than is seen in patients with an-
terior circulation strokes.® We conducted the
Basilar Artery Occlusion Chinese Endovascular
(BAOCHE) trial to assess the effect and safety of
endovascular thrombectomy in conjunction with
medical therapy, as compared with medical ther-
apy alone, in patients with acute ischemic stroke
due to basilar-artery occlusion and an absence of
a large baseline infarct on neuroimaging who
underwent randomization 6 to 24 hours after
symptom onset.

METHODS

TRIAL OVERSIGHT

We conducted an investigator-initiated, multi-
center, open-label, randomized, controlled trial
with blinded outcome evaluation. The trial pro-
tocol, available with the full text of this article
at NEJM.org, was approved by the institutional
review boards at all participating sites. Enrolled
patients or their surrogates provided written in-
formed consent for participation in the trial. The
trial was designed and conducted by a steering
committee composed of independent academic
investigators, and the trial was monitored by an
independent data and safety monitoring board.
An independent clinical-events committee adju-
dicated safety outcomes, procedure-related com-

plications, and serious adverse events. A core
laboratory assessed all neuroimaging studies in
a blinded manner.
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circulation Acute Stroke Prognosis Early CT
Score (PC-ASPECTS) of less than 6 (range, 0 to
10, with higher values indicating less infarct
burden) on computed tomography (CT), CT an-
giographic (CTA) source images, or diffusion-
weighted magnetic resonance imaging (MRI);
and the presence on CT, CTA source images, or
MRI of a large infarct in the brain stem, defined
as a Pons-Midbrain Index of more than 2 points
(range, 0 to 8, with higher values indicating
more infarct burden; 1 point is attributed to in-
farction of <50% and 2 points to infarction of
>50% on one side of the pons or midbrain).?
Details of the inclusion and exclusion criteria are
provided in Table S1 in the Supplementary Ap-
pendix, and detailed information on these crite-
ria and the trial interventions and assessments
has been published previously.%

Patients were randomly assigned in a 1:1 ratio
to undergo thrombectomy plus receive stan-
dard medical care (thrombectomy group) or to
receive standard medical care alone (control
group). Patients could receive intravenous
thrombolysis at the referring hospital or at the
endovascular center to which they were trans-
ferred if they arrived within the accepted win-
dow for thrombolytic treatment of 4.5 hours
and met guidelines for safe treatment. Patients
had to pay for their thrombolytic drug and
were eligible for reimbursement by their insur-
ance entity. Randomization was performed by
means of a central, Web-based procedure, with
the use of a minimization process to balance
the two treatment groups and with stratifica-
tion according to age (<70 years or >70 years),
the time from symptom onset to randomiza-
tion (6 to 12 hours or >12 to 24 hours), and
baseline NIHSS score (6 to 20 or >20).

All the patients were admitted to acute stroke
units or neurologic intensive care units and
treated according to current Chinese guidelines
for acute ischemic stroke management (see the
Supplementary Appendix). Thrombectomy was
performed with the Solitaire device, a retrievable
and detachable self-expanding stent that is used
to remove occlusive thrombi and restore blood
flow. Rescue reperfusion therapy with other de-
vices or pharmacologic agents was not permit-
ted except for balloon angioplasty or stenting of
the vertebral artery or basilar artery (see the
Supplementary Appendix).

OUTCOMES

The primary outcome was good functional sta-
tus, defined as a score of 0 to 3 on the modi-
fied Rankin scale (range, 0 [no symptoms] to
6 [death]), at 90 days. Outcomes were obtained
by means of a structured interview!!* conducted by
local assessors (in person or by telephone) who
were unaware of the treatment assignments and
by central assessors (by means of video or audio
recordings) who were certified to assess the
modified Rankin scale scores and were unaware
of the treatment assignments. All the patients
who were available for evaluation at 90 days had
outcome data obtained by local evaluators who
were unaware of the treatment assignments. In
patients who declined to have audio and video
recordings, central evaluations were missing. The
primary analysis used central evaluations as the
default and local evaluations when central evalua-
tions were missing (see the Supplementary Ap-
pendix). Subgroup analyses were prespecified
for the primary outcome according to age (<70 or
>70 years), dichotomous baseline NIHSS score (6
to 20 or >20), baseline NIHSS score (6 to 9, 10 to
20, or >20), randomization window (6 to 12 hours
or >12 to 24 hours), baseline PC-ASPECTS (9 to 10
or <9), and location of basilar-artery occlusion
(proximal, middle, or distal basilar artery).

On February 23, 2021, after the enrollment of
215 patients, 211 of whom had completed 90
days of follow-up, and before the unblinding of
data to the investigators or trial committees, in
consensus with the trial data and safety moni-
toring board, the steering committee of the trial
decided to implement a change in the primary
outcome, from a modified Rankin scale score of
0 to 4 at 90 days to a score of 0 to 3 at 90 days.
The original primary outcome was changed to a
secondary outcome. This decision was made
because previously unavailable data from two
randomized trials®* showed that the cutoff on
the modified Rankin scale that was most infor-
mative of treatment benefit in patients with
basilar stroke was at a score grouping of 0 to 3 as
compared with 4 to 6, a transition that was rele-
vant to patients on the basis of previous work in
patient-centered outcomes.'? In addition, the
change in the primary outcome allowed for
alignment with the results of contemporaneous
randomized trials of endovascular treatment of
basilar-artery stroke.
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Secondary outcomes besides the original pri-
mary outcome included functional independence
(modified Rankin scale score, <2); the ordinal
(shift) analysis of modified Rankin scale scores
between the two groups at 90 days; vessel revas-
cularization as assessed on CTA or magnetic
resonance angiography (MRA) at 24 hours; the
Barthel Index (range, O to 100, with higher
scores indicating less disability); dramatic neuro-
logic improvement, which was defined as reduc-
tion of at least 8 points on the NIHSS or a score
of 0 to 2 at 24 hours; the NIHSS score at 90 days;
and health status as measured on the EuroQoL
Group 5-Dimension 3-Level (EQ-5D-3L) patient-
reported questionnaire (range, —0.149 to 1.00,
with higher scores indicating better quality of
life) at 90 days, 6 months, and 12 months. In the
thrombectomy group, the core laboratory used
postprocedural conventional angiography to ad-
judicate successful vessel revascularization, which
was defined as grade 2b or 3 (indicating reperfu-
sion of >50% of the affected territory) on the
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537 Patients were assessed for eligibility

319 Were excluded
186 Did not meet inclusion criteria or met

exclusion criteria
133 Declined to participate
101 Underwent endovascular therapy

218 Underwent randomization

1 Withdrew informed consent

110 Were assigned to the thrombectomy group
1 Crossed over to the control group

107 Were assigned to the control group

4 Crossed over to the thrombectomy group

1 Was lost to follow-up at 90 days

2 Were lost to follow-up at 90 days

110 Were included in the intention-to-treat
analysis

107 Were included in the intention-to-treat
analysis

102 Were included in the per-protocol analysis

100 Were included in the per-protocol analysis

113 Were included in the as-treated analysis

104 Were included in the as-treated analysis

patients according to the treatment they received.

Figure 1. Screening, Randomization, and Follow-up of the Patients.
The per-protocol population included patients without major protocol deviations. The as-treated population included

RESULTS

CHARACTERISTICS OF THE PATIENTS

From August 2016 through June 2021, a total of
218 patients underwent randomization (110 to
the thrombectomy group and 108 to the control
group) and had reached 90 days of follow-up at
the time that the trial was stopped. Four patients
in the control group crossed over to receive endo-
vascular treatment, and 1 in the thrombectomy
group crossed over to receive medical care only.
One patient in the control group withdrew con-
sent and was excluded from the analysis (Fig. 1).
Missing primary-outcome data were imputed for
3 patients. The primary analysis used central

evaluations (31 video and 59 audio) when avail-
able and local evaluations in the remaining 47
cases.

The characteristics of the patients at baseline
were similar in the two trial groups (Table 1 and
Table S3). The median age of the patients was 65
years, and 27% of the patients were women.
Randomization occurred at a median of 663 min-
utes after symptom onset. The median NIHSS
score was 20, and the median PC-ASPECTS was
8. Intravenous alteplase was administered to
18% of the patients overall (to 15 patients [14%)]
in the thrombectomy group and to 23 [21%] in
the control group). In 32% of the patients, the
imaging method used for selection was MRI
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Table 1. Characteristics of the Patients at Baseline.*
Thrombectomy Control
Characteristic (N=110) (N=107)
Age —yr 64.2+9.6 63.7+9.8
Male sex — no. (%) 80 (73) 79 (74)
Medical history
Atrial fibrillation — no. (%) 14 (13) 13 (12)
Diabetes mellitus — no. (%) 30 (27) 29 (27)
Hypertension — no./total no. (%) 90/110 (82) 79/106 (75)
Modified Rankin scale score of 0 before stroke — no. (%) 85 (77) 89 (83)
NIHSS scoref
Median (IQR) 20 (15-29) 19 (12-30)
Distribution — no. (%)
6-20 66 (60) 61 (57)
>20 44 (40) 46 (43)
Median systolic blood pressure at hospital arrival (IQR) — mm Hgi: 157 (138-175) 152 (138-166)
Median glucose level at hospital arrival (IQR) — mmol/liter§ 8.0 (6.4-9.9) 7.6 (6.0-10.2)
Intravenous thrombolysis — no. (%) 15 (14) 23 (21)
Imaging characteristics
Median PC-ASPECTS (IQR) 8 (7-10) 8 (7-10)
Median Pons-Midbrain Index (IQR) | 1(0-2) 1(0-2)
Basilar-artery occlusion site — no./total no. (%)**
Proximal basilar artery 53/107 (50) 45/105 (43)
Middle basilar artery 40/107 (37) 37/105 (35)
Distal basilar artery 13/107 (12) 23/105 (22)
Workflow times
Distribution — no. (%)
6-12 hr 64 (58) 71 (66)
>12 hr 46 (42) 36 (34)
Median duration (IQR) — min
From stroke onset to randomization 664 (512-861) 662 (492-838)
From stroke onset to revascularizationy 790 (626—-1000) NA
From hospital admission to groin puncture:: 153 (99-235) NA
From groin puncture to revascularization{§ 85 (59-129) NA

1378
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Plus—minus values are means +SD. IQR denotes interquartile range, and NA not applicable.

Scores on the National Institutes of Health Stroke Scale (NIHSS) range from 0 to 42, with higher scores indicating
more severe neurologic deficits.

Data were missing for one patient in the thrombectomy group.

Data were missing for 11 patients in the thrombectomy group and for 13 in the control group. To convert the values
for glucose to milligrams per deciliter, divide by 0.05551.

The posterior circulation Acute Stroke Prognosis Early CT Score (PC-ASPECTS) is a measure of the extent of posterior
circulation early cerebral ischemia. Scores ranges from 0 to 10, with higher scores indicating fewer early ischemic changes.
Shown are values as assessed by the core laboratory. Scores were not available for four patients in the thrombectomy
group.

The Pons-Midbrain Index, a measure of the extent of early cerebral ischemia in the pons and midbrain, ranges from
0 (absence of early cerebral ischemia in the midbrain and pons) to 8 (>50% early cerebral ischemia on both sides in
these brain-stem territories); 1 point is attributed to infarction of less than 50%, and 2 points to infarction of 50% or
more on one side of the pons or midbrain. Scores were not available for four patients in the thrombectomy group.
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(Table S4). A total of 22 patients arrived at the
thrombectomy center within 4.5 hours after
stroke onset, 12 (55%) of whom received intrave-
nous thrombolysis, and 39 patients arrived at the
referring hospital in less than 4.5 hours from
the time of stroke onset, of whom 26 (67%) re-
ceived intravenous thrombolysis.
Thrombectomy was performed in 106 of the
110 patients who had been assigned to the
thrombectomy group, and core laboratory—adju-
dicated reperfusion occurred in 88% of the pa-
tients. General anesthesia was used in 72 patients
(65%) who had been assigned to the thrombec-
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Table 2. Trial Outcomes.*
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Table 2. (Continued.)

*%k

))

Scores on the Barthel Index range from 0 to 100, with higher values indicating good performance of daily living activities. A score between
95 and 100 indicates no disability that interferes with daily activities. Included in this analysis were patients who were alive at 90 days.
Patency was defined as a score of 2 or 3 on the Arterial Occlusive Lesion scale, which ranges from 0 (complete occlusion) to 3 (complete
recanalization and restoration of the target artery). Data for follow-up angiography were not available for 57 patients because of clinical
instability or death.

The EuroQoL Group 5-Dimension 3-Level (EQ-5D-3L) patient-reported questionnaire is a standardized instrument for the measurement
of health status. Scores range from -0.149 to 1.00, with higher scores indicating better quality of life. Data were available for 68 patients
in the thrombectomy group and for 52 in the control group.

Reperfusion on digital subtraction angiography was defined as a modified TICI grade of 2b or 3. A modified TICI reperfusion grade of 2b
or higher indicates antegrade reperfusion of more than half the ischemic territory of the previously occluded target artery.’* Nine angio-
graphic images were missing or could not be assessed for modified TICI because of poor image quality.

99 Symptomatic intracranial hemorrhage was defined as parenchymal hemorrhage type 2 on follow-up imaging and neurologic worsening

of at least 4 points on the NIHSS, according to the Safe Implementation of Thrombolysis in Stroke—Monitoring Study (SITS-MOST) cri-
teria, or any symptomatic intracranial hemorrhage and neurologic worsening of at least 4 points on the NIHSS, according to the second
European—Australasian Acute Stroke Study (ECASS I1) criteria. Follow-up scans were unavailable because of clinical instability or death in
8 patients in the thrombectomy group and in 19 in the control group. The risk ratios are presented as unadjusted values because of non-
convergence in the adjusted analysis.

Subgroup Control Thrombectomy Adjusted Rate Ratio (95% Cl)
no. /total no.
All patients 26/107 51/110 e 1.81 (1.26-2.60)
Age \
<70yr 23/80 42/81 e 1.70 (1.17-2.48)
>70yr 3/27 9/29 ‘ | 3.04 (0.93-9.87)
Sex E
Male 22/79 38/80 — 1.61 (1.09-2.36)
Female 4/28 13/30 | 2.95 (1.14-7.59)
NIHSS score H
6-20 20/61 41/66 pu— 1.80 (1.21-2.67)
>20 6/46 10/44 ——— 1.83 (0.73-4.58)
NIHSS score E
6-9 6/11 6/6 : NE
10-20 14/50 35/60 E—— 2.00 (1.23-3.25)
>20 6/46 10/44 ——y 1.83 (0.73-4.58)
Randomization window E
6-12 hr 16/71 29/64 fE— 1.89 (1.15-3.09)
>12-24 hr 10/36 22/46 .’_._| 1.71 (1.01-2.90)
Baseline PC-ASPECTS ,
90r10 13/45 17/38 — 1.42 (0.86-2.34)
<9 13/62 32/68 —a— 2.17 (1.28-3.66)
Location of basilar-artery occlusion E
Proximal 11/45 28/53 . 1.96 (1.15-3.36)
Middle 8/37 18/40 b 1.67 (0.87-3.22)
Distal 7/23 3/13 1 NE
I T T T T T T 1
0 1 2 4 6 8 10 12
-
Control Better Thrombectomy Better
Figure 3. Subgroup Analyses of a Modified Rankin Scale Score of 0 to 3 at 90 Days (Primary Outcome).
Scores on National Institutes of Health Stroke Scale (NIHSS) range from 0 to 42, with higher scores indicating greater
neurologic deficits. The posterior circulation Acute Stroke Prognosis Early CT Score (PC-ASPECTS) is a 10-point grad-
ing system that measures the extent of posterior circulation early cerebral ischemia; scores ranges from 0 to 10, with
higher scores indicating fewer early ischemic changes. The adjusted rate ratio in subgroups of patients with a base-
line NIHSS score of 6 to 9 and with distal basilar-artery occlusion could not be estimated (NE) because of limited
sample sizes. The trial was not powered for and had no prespecified correction for multiple comparisons for a de-
finitive analysis of subgroups.

Downl

N ENGLJ MED 387;15 NEJM.ORG OCTOBER 13, 2022 1381

The New England Journal of Medicine
oaded from nejm.org at 301 HOSPITAL OF CHINESE PLA on October 12,2022. For personal use only. No other uses without permission.
Copyright © 2022 Massachusetts Medical Society. All rights reserved.




1382

The NEW ENGLAND JOURNAL of MEDICINE

SAFETY OUTCOMES

The incidence of symptomatic intracranial hem-
orrhage at 24 hours based on the primary defini-
tion (according to the SITS-MOST criteria) was
higher in the thrombectomy group than in the
control group (6% vs. 1%; unadjusted risk ratio,
5.18; 95% Cl, 0.64 to 42.18); the incidence based
on the secondary definition (according to the
ECASS Il criteria) was 9% in the thrombectomy
group and 2% in the control group (unadjusted
risk ratio, 3.88; 95% ClI, 0.86 to 17.49). Mortality
at 90 days was 31% in the thrombectomy group
and 42% in the control group (adjusted risk ra-
tio, 0.75; 95% ClI, 0.54 to 1.04) (Fig. S9). In the
thrombectomy group, procedure-related compli-
cations, including dissection, perforation, and
distal embolization, occurred in 12 of 110 pa-
tients (11%). The incidence of medical complica-
tions was similar in the two groups (Table 2 and
Tables S8 and S9).

DISCUSSION

Our trial showed that among eligible patients
with stroke due to basilar-artery occlusion and
symptom onset 6 to 24 hours earlier, the inci-
dence of a good functional status, defined as
a modified Rankin scale score of 0 to 3, was
higher with thrombectomy plus standard medi-
cal care than with standard medical care alone.
The 95% confidence interval for the between-
group difference in the analysis of the original
primary outcome of a modified Rankin scale
score of 0 to 4 included zero, a finding that sug-
gests null results. Thrombectomy was associated
with procedural complications and cerebral hem-
orrhages that may have been the result of reper-
fusion, including a higher incidence of symptom-
atic intracerebral hemorrhage than was observed
in the control group. However, mortality at 90
days was similar in the two groups.

These results differ from those of some other
trials of endovascular treatment of basilar-artery
stroke (BASICS and BEST) and are similar to
those of the Endovascular Treatment for Acute
Basilar-Artery Occlusion (ATTENTION) trial, the
results of which are reported in this issue of the
Journal.*® BASICS restricted enrollment to patients
who presented within 6 hours after estimated
stroke onset, and the trial included a large propor-
tion of patients who had received treatment with
intravenous alteplase, an effective treatment for

stroke due to basilar-artery occlusion.’*® The over-
all results of BASICS did not rule out a beneficial
effect of thrombectomy, and there was a sugges-
tion of benefit in favor of thrombectomy in pa-
tients with a baseline NIHSS score of at least 10.
Despite the inclusion of patients who presented
with an NIHSS score of at least 6 in our trial,
most of our patients had a baseline NIHSS score
of at least 10. Therefore, uncertainty still exists
regarding the benefit of thrombectomy as com-
pared with medical care in patients who present
with an NIHSS score of less than 10.

On the basis of previous reports indicating
that the extent of infarction in the posterior
circulation, and particularly in the brain stem, is
a predictor of outcome after thrombectomy for
basilar-artery occlusion,®?! we restricted enroll-
ment to patients who did not have large baseline
infarcts in these anatomical regions, which may
limit the generalizability of the results of our
trial. Future studies may address questions re-
garding the use of imaging for the selection of
patients with stroke due to basilar-artery occlu-
sion to undergo thrombectomy.

Our trial has limitations. First, protocol
changes were made during the trial, most nota-
bly to the primary outcome, on the basis of data
from other trials that were unavailable at the
time of the protocol design. The revised out-
come, a modified Rankin scale score of 0 to 3 as
representing good functional status, has been
considered to be meaningful to patients'? and
has been used as the primary outcome in other
randomized trials involving patients with basilar-
artery stroke. This change was implemented by
the steering committee while its members were
unaware of the trial results. Second, since the
population that was enrolled is representative of
the Han Chinese population, the generalizability
of our trial results to other populations is limited.
In addition, patients underwent thrombectomy
outside the trial, and consecutive enrollment did
not occur. Furthermore, the cause of the under-
lying occlusion in our patients was predomi-
nantly atherothrombotic, and the ability to de-
termine a benefit of thrombectomy in patients
with embolic stroke, a stroke type that may be
more prevalent in White populations than in the
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artery occlusion in women is less certain. Final-
ly, a limited proportion of patients received in-
travenous thrombolysis, and less than two thirds
of the patients who arrived at the referring hos-
pital or endovascular center within 4.5 hours
after onset received intravenous thrombolysis.
The low proportion of patients with thrombo-

to basilar-artery occlusion who presented 6 to 24
hours after symptom onset had a higher inci-
dence of good functional status at 90 days with
thrombectomy plus medical care than with med-
ical care alone. Thrombectomy was associated
with procedural complications and with a higher
incidence of cerebral hemorrhage.

|y'[IC use may have been related to the require- Supported by a grant (2016YFC1301502) from the Chinese

ment that patients had to initially pay for the National Ministry of Science and Technology.
thrombolytic drug. Disclosure forms provided by the authors are available with
T . . the full text of this article at NEIM.org.
In a trial in China that was SIOpped early for A data sharing statement provided by the authors is available
efficacy, we found that patients with stroke due with the full text of this article at NEJM.org.
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