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Abstract

Background: Acute basilar artery occlusion (BAO) is a devastating condition if untreated. The
optimal treatment strategy, however, is unknown. Historically, interventional approaches have
been favored over intravenous thrombolysis (IVT), although this is not supported by good
evidence. The aim of this systematic review and meta-analysis was to summarize and compare
the results for treatment modalities of BAO, namely, IVT and interventional stent retriever
thrombectomy (SRT). Methods: Studies on IVT and SRT in BAO were systematically searched.
Successful recanalization (TICI >2b), favorable clinical outcome (modified Rankin Scale score
<2), mortality, and the rate of symptomatic intracranial hemorrhage (SICH) were the target
parameters. Only studies with >15 patients were included. IVT prior to SRT was allowed. Stud-
ies were excluded (1) if >1 thrombectomy device was used in >50% of the patients and (2)
when data on outcome or treatment could not be parsed (e.g. registries). Odds ratios (ORs)
were calculated using Mantel-Haenszel risk ratio estimation. Results are given as OR and the
95% confidence interval (95% Cl). The x° test was used to compare the outcome parameters
clinical outcome, recanalization, mortality, and SICH. Results: A total of 17 studies (4 on IVT
and 13 on SRT) with a total of 672 patients (IVT, n = 314; SRT, n = 358) were identified. Cumu-
latively, we found a highly significantly improved clinical outcome (43 vs. 31%, p = 0.004, OR
[95% Cl] = 1.66 [1.21, 2.76]), increased recanalization rate (88 vs. 60%, p < 0.00001, OR [95%
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Cl] = 3.99 [2.73, 5.84]), and decreased mortality (26 vs. 41%, p = 0.0004, OR [95% CI] = 1.86
[1.33, 2.61]), as well as an equal rate of SICH (5 vs. 7%, p = 0.15, OR [95% Cl] = 1.68 [0.82, 3.43]),
in patients treated with SRT compared to those treated with IVT alone. Conclusions: The data
from this meta-analysis suggest a possible superiority of SRT over IVT, pending positive re-
sults of randomized controlled trials. According to international recommendations, patients
with BAO should preferentially be treated with SRT; if no contraindications exist, IVT should

not be withheld. © 2019 The Author(s)
Published by S. Karger AG, Basel

Introduction

Acute basilar artery occlusion (BAO) is a rare condition, accounting for only about 3% of
all ischemic strokes [1]. Untreated, it is associated with >90% mortality and a high level of
dependency among survivors [2, 3]. The primary goal of acute therapy is to reestablish blood
flow in the basilar artery, which can be achieved through intravenous application of alteplase
(intravenous thrombolysis [IVT]) or endovascular disruption of the thrombus (endovascular
therapy [EVT]). Although there is a historically grown trend towards EVT [4], there is no good
evidence that supports the assumption that EVT is superior to IVT. A previous meta-analysis
failed to demonstrate a benefit in clinical outcome with EVT versus IVT [5]. However, EVT has
substantially developed in recent years, and recanalization rates have dramatically improved.
The advent of stent retrievers marked the current standard for stroke treatment in the
anterior circulation, with recanalization rates of 280% [6, 7].

The positive results of recent thrombectomy trials prompted us to perform this updated
review, since a growing number of studies on BAO have been published. In this systematic
review and meta-analysis, we want to summarize and compare the treatment of BAO with [VT
and stent retriever thrombectomy (SRT). We hypothesized that SRT would not only increase
recanalization rates but also improve clinical outcome.

Materials and Methods

Search Strategy and Data Collection

Using PubMed, we identified studies (published in final form) through June 2018
reporting on patients >18 years of age with acute BAO treated with SRT or IVT with alteplase
as first-line treatment. IVT prior to SRT was allowed. Any additional treatment was allowed,
butifitwasappliedin >50% ofthe patientsinastudy, the study was excluded. Both prospective
and retrospective designs were allowed. Only studies reporting on >15 patients were
included. If study groups published successive articles with accumulating numbers of patients,
only the most recent publication was included. Stroke registries from which information on
patients with acute BAO and/or outcome and/or specific therapeutic approach could not be
parsed were excluded. Review articles, (conference) abstracts, experimental or animal
studies, and articles lacking radiological or clinical data were excluded. As minimum infor-
mation, data on (1) recanalization rate, (2) clinical outcome, and (3) mortality were required.
Favorable outcome was defined as a score of 0-2 on the modified Rankin Scale (mRS) at a
follow-up after discharge. Successful recanalization was defined as TICI (Thrombolysis in
Cerebral Infarction) grades 2b-3. Some older studies did not adhere to these contemporary
definitions of favorable outcome and successful recanalization. In these instances, the study
definitions of favorable outcome and successful recanalization were kept, but this was
explicitly stated.
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428 articles identified 8 articles identified
in PubMed through other sources

419 articles excluded:

Reviews and letters, n = 45

Case reports and insufficient patient number, n = 176
No follow-up, n = 4

Results could not be parsed, n = 26

Animal or experimental studies, n = 11

A 4 Duplicate or successive content, n = 19

| 436 articles screened |—> Additional, other, or no target intervention, n = 138

Y
| 17 articles included |

4 IVT
13 SRT

Fig. 1. Data collection. IVT, intravenous thrombolysis; SRT, stent retriever thrombectomy.

Two investigators (one board-certified radiologist and one board-certified neurologist)
reviewed the studies and performed additional handsearching, e.g. of the literature sections
of retrieved articles. If necessary, authors were contacted to obtain missing data. Data
pertaining to the study design (study period, country where the study was conducted, and
inclusion design), patient demographics (number of patients, age, and sex), and treatment-
related information (treatment modality and additional treatment) were extracted and tabu-
lated. Data pertaining to outcome parameters (recanalization rate, clinical outcome, mortality,
and symptomatic intracranial hemorrhage [SICH]) were also extracted and tabulated. Subse-
quently, events, nonevents, and total numbers of cases in the respective category were
extracted, calculated, and tabulated for each individual study and for the combined study
population. Disagreement was resolved in consensus.

Statistical Analysis

Odds ratios (ORs) were calculated using Mantel-Haenszel risk ratio estimation. Results
are given as OR and the 95% confidence interval (95% CI). The x? test was used to compare
the outcome parameters clinical outcome, recanalization, mortality, and SICH. I% statistics
was used to express heterogeneity. The level of significance was set at p < 0.05. Continuous
data are reported as mean * SD or median and range, categorical data as frequencies and
percentages where appropriate. All calculations were made using Review Manager (version
5.3; The Cochrane Collaboration) and OpenMetaAnalyst (Tufts Medical Center, 2012).

Results

A total of 17 studies (4 on IVT and 13 on SRT) [8-24] with a total of 672 patients (IVT,
n=314; SRT,n=358) were retrieved (see Fig. 1 for data collection). The data collection period
ranged back to 1985 for the IVT group, while stent retrievers have only been used since 2009.
The included studies had an overall preponderance of European centers. While in the IVT
group no Asian studies were included, the SRT group included 6 Asian studies with 198
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patients (53%). Most of the studies were retrospective and single-center studies; however, 2
of the 4 IVT studies were prospective. In the SRT group, the Solitaire® and Trevo® devices
were most often used. Additional endovascular treatment was performed in 59 cases (16%).
In the IVT group, additional treatment was performed in 68 cases (22%). IVT was performed
prior to SRT in 128 cases (34%) (Tables 1, 2).

Cumulatively, the target parameters “favorable clinical outcome” (43 vs. 31%, p = 0.002)
and “successful recanalization” (88 vs. 60%, p < 0.00001) were highly significantly more
frequently achieved in the SRT group. Mortality was highly significantly lower in the SRT
group (22 vs. 41%, p = 0.0003). The occurrence of SICH was not statistically significantly
different between the two groups (5 vs. 7%, p = 0.15) (Fig. 2).

Heterogeneity (1?) was 18% (p = 0.301) for favorable clinical outcome, 37% (p = 0.190)
for successful recanalization, 69% (p = 0.021) for mortality, and 0% (p = 0.450) for SICH in
the IVT group, while it was 40% (p = 0.070), 64% (p < 0.001), 58% (p = 0.004), and 8% (p =
0.371), respectively, in the SRT group.

Discussion

In this meta-analysis, we found a significantly increased recanalization rate, an improved
clinical outcome, decreased mortality, and an equal rate of SICH in patients treated with SRT
compared to those treated with IVT alone.

Treatment Modality

The results are in line with positive results from recent trials of thrombectomy in the
anterior circulation. However, they contradict the results of the BASICS registry [9], which
could not demonstrate a superior efficacy of EVT over IVT. Further, a previous meta-analysis
could not establish any superiority of either treatment modality [5]. Both studies, however,
were performed or included studies before stent retrievers were used. Stent retrievers are
currently regarded as the single most effective mechanical thrombectomy device. Techni-
cally, they are temporarily deployable stents migrating radially through the thrombus which
can subsequently be extracted. They allow for high recanalization rates, as demonstrated in
recent trials.

The main criticism of the BASICS registry pertaining to the question of this review is that
of the 121 patients included in the IVT group, 41 had received additional EVT. Thus, the
effects of the different treatment modalities could not be parsed. In the cohort presented here,
18% (127 of 688) of the patients received 1 additional treatment or 1 additional throm-
bectomy device was used, and 36% (128 of 374) of the patients treated with SRT had received
IVT prior to the intervention. By excluding studies that used >1 thrombectomy device in
>50% of the patients, we tried to reduce the effect of combined therapies.

Clinical Outcome

As the most important result, we found a higher rate of favorable outcomes as well as
decreased mortality after SRT. An mRS score <2 at 90 days is considered to represent func-
tional independency and thus a favorable outcome. Although this threshold has not been vali-
dated and some authorities have questioned the adequacy of using this threshold for BAO [10,
11], we chose to adhere to this strict definition of favorable outcome. Had we chosen a less
strict definition of favorable outcome, the result in favor of SRT would probably have been
even more pronounced. Further, some patients (n = 152) were followed up at other time
points.
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OR (95% Cl) Ev/SRT Ev/IVT OR
M-H, random, 95% ClI
Favorable outcome  1.661 (1.212, 2.276) 159/358 102/314 S 2
Recanalization 3.995 (2.733,5.840) 310/358 194/314 .
Mortality 1.866 (1.331, 2.616) 82/358 112/314 -
SICH 1.68 (0.82, 3.43) 12/256 24/314 —~
I T T T T 1
0.1 0.2 0.5 1 2 5 10
Favors IVT Favors SRT

Fig. 2. Detailed results with forest plots. OR, odds ratio; CI, confidence interval; Ev, events; SRT, stent re-
triever thrombectomy; IVT, intravenous thrombolysis; SICH, symptomatic intracranial hemorrhage; M-H,
Mantel-Haenszel.

Recanalization

We found a significantly higher recanalization rate among patients treated with SRT. This
finding is not new, as a previous meta-analysis had demonstrated higher recanalization rates
with EVT in general than with IVT. The success of recanalization with IVT was demonstrated
to be dependent on thrombus length. Long thrombi were shown to be more resistant both in
the anterior [25] and the posterior circulation [26]. In contrast, it was recently demonstrated
that EVT is effective even when dealing with long thrombi [27, 28].

In patients treated with SRT, BAO was proven directly prior to therapy via the gold
standard digital subtraction angiography. In contrast, many patients receiving IVT were diag-
nosed by magnetic resonance angiography, with the caveat of possible overestimation of a
stenosis and misclassification as an occlusion. Conversely, demonstration of vessel patency
in patients treated with SRT was immediately available. In contrast, patients treated with IVT
were observed within undefined time spans after therapy by various imaging modalities.

It is often stated that imaging parameters should be used to select patients eligible for
therapy. In summary, patients with extensive infarctions in the brain stem and the posterior
territory are less likely to benefit from recanalization. Various techniques ranging from
nonenhanced cranial computed tomography (CT) [29], CT angiography source imaging [30],
and CT perfusion [31] to diffusion-weighted magnetic resonance imaging [32] have been
used to identify infarcted tissue. However, recanalization itself has been identified as a
condition without which only a minimal chance of favorable outcome is reported [5, 10].

Symptomatic Intracranial Hemorrhage

We found an equal rate of SICH in the two treatment groups. The overall rate of occur-
rence of SICH was low, so these results certainly have to be regarded with caution. In most of
the studies, SICH was defined according to the ECASS II criteria. Various other definitions
have been used, especially in the era preceding the ECASS. The incidence of SICH found here
is in the order of magnitude of the incidence of SICH in IVT trials [33] and recent throm-
bectomy trials [6, 7].

There are several limitations to our results. The data presented here cannot replace a
randomized controlled trial. Only a minority of the studies were designed prospectively, and
none directly compared IVT and SRT. This introduces several possibilities for bias, especially
heterogeneity in the baseline characteristics of the included subjects. Since data on baseline
characteristics were either not given (e.g. medication), incomplete (missing data), or incon-
sistent (different measures of location), they are listed in Tables 1 and 2, but no reliable statis-
tical comparison could be made. In the absence of controlled trials, it has to be stressed that
heterogeneity in baseline characteristics is expected to be large.
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Furthermore, data on IVT only for BAO are limited, and few studies contribute the bulk
ofthe patient cohort. Studies on the IVT cohortdate back as faras 1985, which can be regarded
as “historical.” Although the majority of patients were included after 1995, an influence of
major achievements in stroke medicine - such as greater availability of stroke units and
changes in medical therapy such as statin use and dual platelet inhibition - on overall outcome
cannot be excluded. Especially older studies did not report outcome parameters using scales
which are in use today (the NIHSS for clinical symptoms at admission, the ECASS criteria for
intracranial hemorrhage, and the mRS for functional outcome) and thus do not provide stan-
dardized, comparable results.

We provide comprehensive data on a comparison between IVT and latest-generation SRT.
Previous meta-analyses have focused primarily on outcome parameters alone [34], compared
intraarterial thrombolysis with mechanical thrombectomy [35], focused solely on SRT [21,
36], or compared IVT with EVT including intraarterial pharmacological thrombolysis and
mechanical thrombectomy including first-generation devices or omitted older work [5, 10].

The results of randomized controlled trials currently conducted [37] are expected to
shed light on this question still unanswered in stroke medicine. Recently, the results of the
BEST trial (NCT 02441556) have been published as a conference abstract [38]. The BEST trial
was designed as a multicenter prospective randomized controlled trial in China. The trial was
terminated prematurely because of high crossover rates between the treatment groups. In
conclusion, no superiority of thrombectomy over medical treatment could be demonstrated
in the intention-to-treat analysis. However, the patients eventually treated with EVT fared
better than the patients treated medically alone.

In conclusion, the data from this meta-analysis suggest a possible superiority of SRT over
IVT, pending positive results of randomized controlled trials. Our results supportthe approach
suggested by several international organizations [39]: if no contraindications exist, patients
with acute BAO should receive IVT and be transferred to a neurovascular center, where
mechanical thrombectomy preferably with stent retrievers can be performed.
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