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Treatment of Cerebral Aneurysms: Systematic Review and
Meta-analysis
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ABSTRACT

BACKGROUND: Newer flow diverters are enhanced with antithrombogenic surface modifications like the Pipeline Embolization
Device with Shield Technology and the Derivo Embolization Device and are purported to facilitate deployment and reduce ische-
mic events.

PURPOSE: Our aim was to review the safety and efficacy of surface-modified flow diverters in treating patients with cerebral
aneurysms.

DATA SOURCES: We used Preferred Reporting Items for Systematic Reviews and Meta-Analyses—compliant systematic review and
meta-analysis covering 3 major data bases and gray literature between 2014 and 2019.

STUDY SELECTION: Two reviewers independently reviewed human studies of surface-modified flow diverters for eligibility based
on predetermined criteria.

DATA ANALYSIS: The random effects model and Freeman-Tukey arcsine transformation were used to pool efficacy outcomes
(technical success, aneurysm occlusion at 6 and 12 months) and safety outcomes (mortality, morbidity, all ischemia, and serious is-
chemia). Subgroup analysis was performed to compare outcomes between 2 different flow diverters.

DATA SYNTHESIS: Eight single-arm case series involving 911 patients and 1060 aneurysms were included. The median follow-up was
8.24 months. Pooled estimate for technical success was 99.6%, while the aneurysm occlusion at 6 and 12 months were 80.5%, and 85.6%,
respectively. Pooled estimates for mortality, morbidity, total ischemia, and serious ischemia rates were 0.7%, 6.0%, 6.7%, and 1.8%,
respectively. Most studies were of good quality, and no significant heterogeneity was observed.

LIMITATIONS: Limitations include a retrospective, observational design in some studies; heterogeneous and underreported antipla-
telet therapy; and potential performance and ecologic bias.

CONCLUSIONS: Early-to-midterm safety and efficacy for surface-modified flow diverters appear comparable with older devices, espe-
cially for small, unruptured anterior circulation aneurysms. Long-term clinical data are required to further corroborate these results.

ABBREVIATIONS: DAPT = dual antiplatelet therapy; FD = flow diverter; HPC = hydrophilic polymer coating; SM = surface modification; SPED = Pipeline
Flex Embolization Device with Shield Technology; DED = Derivo Embolization Device

Since their introduction in 2007, flow diverters (FDs) have
revolutionized the endovascular treatment of cerebral
aneurysms with expanding indications. Previously uncoilable
aneurysms (wide-neck, giant, fusiform, tiny, blister, distally
located) are increasingly treated with FDs.! The efficacy and
long-term safety of first-generation FDs have been proved in
several meta-analyses.”®

Received August 2, 2020; accepted after revision September 8.

From the Division of Neuroradiology, Department of Radiology (Y.-L.L, EY.-L.C.,
R.L.), Queen Mary Hospital, Hong Kong, China; Division of Neurosurgery,
Department of Surgery (A.C.O.T.), University of Hong Kong, Hong Kong, China;
and Nuffield Department of Primary Care Health Sciences (A.R.), University of
Oxford, Oxford, UK.

A major limitation of flow diversion is ischemic stroke associ-
ated with stent thrombogenicity, necessitating dual-antiplatelet
therapy and its associated risk. Since 2014, different manufacturers
have incorporated surface modifications (SMs) to reduce FD
thrombogenicity. Currently available devices include the Pipeline
Flex Embolization Device with Shield Technology (SPED;
Medtronic), the Derivo Embolization Device (DED; Acandis), and
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Table 1: Overview of surface-modified flow diverters

Device

SPED

DED

p64/p48 MW HPC

Manufacturer
Year of release
Stent structure

Medtronic

2014

Permanent mesh cylinder braided from
platinum, tungsten, and cobalt-

Acandis

2016

24 Nitinol wires with radiopaque
platinum core looped at the end,

phenox

2017

Drawn filled tubing wires with
platinum core and nitinol

chromium-nickel alloy wires with a 48-wire braid coating
Diameter 2.5-5mm 3.5-6 mm p64: 2.5 5 mm
p48 MW: 1.75-2 mm
Length 10-35 mm 15-50 mm p64: 9-30 mm

Previous versions 1) PED; original device available since 2008
2) FPED: resheathable and available since
2014

Surface modifier ~ PC polymer (Shield technology)

Description <3-nm PC polymer covalently bonded to
stent braids
Proposed PC is a constituent of the red cell
mechanism membranes, thus reduces platelet

adhesion and activation

A non-BlueXide (Acandis)-coated
version was available briefly

BlueXide
50-nm titanium oxide and titanium
oxynitride surface finishing

Reduces friction during delivery and
expansion, thus reducing
thrombogenicity

p48 MW: 9-18 mm
p64/P48 MW non-HPC
versions

pHPC

Covalent bonding of the
proprietary pHPC to the
stent braids

Mimics glycocalyx on the
vessel wall to inhibit
platelet plug formation

Note:—PC indicates phosphorylcholine; pHPC, phenox Hydrophilic Polymer Coating; PFED, Pipeline Flex without Shield coating.

p64 and p48 MW hydrophilic polymer coating (HPC) Flow
Modulation Device (phenox) (Table 1). Although laboratory studies
have demonstrated lower thrombogenicity compared with older FDs,
their clinical efficacy and safety have not been extensively tested.”

This study synthesizes the current evidence regarding the clin-
ical and radiologic outcomes of patients with cerebral aneurysms
treated by these SM-FDs.

MATERIALS AND METHODS

This is a Preferred Reporting Items for Systematic Reviews and
Meta-Analyses—compliant systematic review and meta-analysis.8
The protocol was prospectively enrolled in the International
Prospective Register of Systematic Reviews register.

Search Strategy

A search was conducted in major online data bases (MEDLINE,
EMBASE, Cochrane) for studies published between January 2014
(when the first SM-FD was introduced) and September 2019.
Gray literature sources, including Web sites of manufacturers,
major journals and conferences in interventional neuroradiology,
and bibliographies of screened full texts were reviewed to identify
additional studies. The following keywords and their combina-
tions and permutations were used in the search: “intracranial an-

» <«

eurysm,

cerebral aneurysm,” “flow diverter,” “pipeline shield,”
“derive,” “p64,” and “p48mw.” Detailed search strategy and

results are given in the Online Supplemental Data.

Eligibility Criteria
Recognizing that most studies on novel neurointerventional devi-
ces are nonrandomized, uncontrolled, and observational, we did
not limit eligibility by study design.

We included studies meeting the following inclusion criteria:

1. Evaluated use of SM-FDs in intracranial aneurysms in
humans
2. Enrolled at least 15 subjects
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3. Reported on outcomes described below
4. Followed up subjects for at least 6 months
5. Article published in English.

We excluded studies meeting the following exclusion criteria:

1. Laboratory and cadaveric studies

2. Narrative review or opinion articles

3. Novel series evaluating off-label use in challenging cases not
representative of typical clinical scenarios

4. Disaster series highlighting complications

5. Intermixed studies in which outcomes of SM-FD cannot be
extracted.

Data Collection and Analysis

Search results were pooled, and duplicates were removed. The
titles and abstracts were screened independently by 2 investiga-
tors, and full texts of potentially eligible studies were perused.
A list of demographic-, aneurysm-, treatment-, and outcome-
related data was extracted. Conflicts were resolved by consensus.
We subsequently performed a meta-analysis of the following effi-
cacy and safety outcomes:

Efficacy outcomes:

1. Technical successful rate (%)
2. Aneurysm occlusion rate at 6 months (%)
3. Aneurysm occlusion rate at 12 months (%).

Aneurysm occlusion is defined by cerebral angiography show-
ing Raymond-Roy class I or O’Kelly-Marotta class D results.
Safety outcomes were the following:

1. Mortality rate (%), including any death occurring during the
study

2. Morbidity rate (%), including any treatment-related signifi-
cant clinical symptoms during the study

3. Total ischemia rate (%), including all ischemic events, both
clinical and radiologic, during the study



4. Serious ischemia rate (%), including only permanent neurologic
deficits attributed to an ischemic mechanism during the study.

Result Synthesis and Reporting

Risk-of-bias assessment was performed by 2 investigators for
each study. The National Institutes of Health Quality Assessment
Tool for Observational Cohort and Cross-Sectional Studies was
used, and studies were classified into good, fair, or poor quality.”

Random effects model was adopted because neurointerven-
tional procedures were highly variable and the effect was expected
to be different depending on the patient, clinical setting, and
neurointerventionalist.

Because all the main outcome events were binary and denoted
in proportions, they were pooled with results denoted in a sum-
mary point estimate with 95% CIs. Outcomes available in less
than half of all studies would not undergo pooling. Confidence
intervals for individual studies were calculated with the score
method. Because the studies included were single-arm with event
rates close to 0 or 1, the Freeman-Tukey double arcsine method
was used for transformation and pooling'’

Subgroup analysis was performed for the type of FD (DED
versus SPED) for all outcomes. Heterogeneity was evaluated
using the I? statistic and the Cochrane Q test. We followed the
Cochrane Collaboration’s interpretation for statistical heteroge-
neity. P values < .05 were considered significant for the Q test.
For the I? statistic, 0%-40%, 30%-60%, 50%-90%, and 75%-
100% were considered little, moderate, substantial, and consider-
able heterogeneity, respectively.'

Meta-regression, funnel plots, and the Egger test were not per-
formed because the results would not be valid if the number of el-
igible studies was <10."'

Data entry and review were performed with Excel
(Microsoft). Forest plotting and meta-analysis were performed
in STATA/IC 16 (StataCorp, 2019) using the metaprop func-
tion (Online Supplemental Data).'

RESULTS

Study Selection and Characteristics

Our search yielded 2119 entries; 1580 records were screened, and
93 full texts were perused to assess eligibility. After exclusion,
8 studies were eventually included for meta-analysis.">>* The
Preferred Reporting Items for Systematic Reviews and Meta-
Analyses flow chart is given in the Online Supplemental Data.

All 8 studies were single-arm case series, 4 of which studied
DED, and 4, SPED. Five were retrospective, and 3 were prospec-
tive. There was no eligible study for the p64 and p48 MW HPC.
The number of participants per study ranged from 24 to 294,
with a total of 911 patients and 1060 aneurysms. Results from
individual studies are provided in the Online Supplemental Data.

Participant and Aneurysm Characteristics
Participants ranged from 17 to 82 years of age and were treated in
centers in Europe, America, and Australia. The proportion of
females in each study ranged from 58.3% to 82%.

The eligible studies evaluated various types of aneurysms, but
most were treated in an elective setting. Unruptured aneurysms
constituted 66.2%-100% of each study. Most aneurysms were

small (<10 mm, 75.9%) with a mean sac size ranging from 7.0 to
9.0 mm.

Most aneurysms were in the anterior circulation (90.2%), with
the paraophthalmic internal carotid artery being the most com-
mon location (50.7%). Distal vessels such as the anterior cerebral
artery (5%) and middle cerebral artery (7.5%) accounted for small
proportions. Most aneurysms were saccular in morphology
(88.1%).

Treatment Characteristics

All interventions were performed with the patient under general
anesthesia using transfemoral access with perioperative heparin-
ization. Hemostasis was achieved either by manual compression
or a closure device.

The neurointerventional technique was variable, but authors
generally adopted a triaxial technique with a long sheath, an in-
tracranial support catheter, and a microcatheter for delivery. The
choice of catheter and the use of conebeam CT, balloon angio-
plasty, resheathing, platelet function testing, or branch artery cov-
erage were not well-reported to allow statistical description.

A total of 1086 flow diverters were placed (1.02 per aneu-
rysm), of which 455 were DED (41.9%) and 631 were SPED
(58.1%). The mean proportion of stent-assisted coiling proce-
dures varied greatly from 6.4% to 88.9%.

The periprocedural and postprocedural dual-antiplatelet ther-
apy (DAPT) protocol was poorly documented overall, and statis-
tical analysis was not possible. Compliance with DAPT on
follow-up was not reported by all except 1 study.'>"*

Among those with available data, DAPT was generally pre-
scribed for at least 4 months (aspirin, 75-325 mg daily, plus a sec-
ond agent, clopidogrel, 75-150 mg daily; prasugrel, 5-10 mg
daily; ticagrelor, 90 mg twice daily; or ticlopidine, 250 mg twice
daily) followed by variably dosed aspirin for at least 6 months to
indefinitely.

Risk of Bias Characteristics
Most studies (6 of 8) received a “good” grade for overall study
quality. Two studies scored “fair” because they did not report on
consecutive enrollment and used inappropriate outcome meas-
urements and statistical methods.'>"®

Most studies (6 of 8) lacked adequate follow-up, which was
explicable because the devices are novel. Overall, we consider
most studies well-conducted with a clearly expressed study ques-
tion, appropriate case definitions, and consecutive enrollment of
comparable subjects. The interventions, outcome measurements,
and results were generally clearly described. The overall risk of
bias is therefore low. The overall study rating and details are
given in the Online Supplemental Data.

Results of Meta-Analysis and Subgroup Analysis
A summary of the results of meta-analysis is given in Table 2.

Efficacy Outcomes. The overall technical success rate for device
placement was 99.6% (95% CI, 98.6%-99.8%) with no significant
difference between DED and SPED (P = .33).

Among cases of technical failure, 5 cases of improper DED
expansion were seen and solved by angioplasty, device substitu-
tion, and placement of an additional overlapping stent. There
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Table 2: Results of meta-analysis®

Overall

Efficacy outcomes
Technical success

Aneurysm occlusion rate (6 mo)
Aneurysm occlusion rate (12 mo)

Safety outcomes
Mortality rate

Morbidity rate
Total ischemia rate

Serious ischemia rate

99.6% (98.6%-99.8%)
1> = 33.0% P = 165
80.5%° (74.5%—86.0%)
I> = 70.8% P = .000
85.6% (80.6%-90.0%)
I>=0.00% P = 744

1.0% (0.3%-1.9%)

I> = 0.00% P = .608
6.0% (4.5%—7.7%)

I> = 0.00% P = .857
6.7%" (41%-10.1%)

I> = 61.9% P = .010
1.8% (0.8%—3.0%)

1> =121%P = 335

Intergroup
DED SPED Heterogeneity

100% (99.2%—100%) 99.2% (97.2%-100%) P =165
1> = 0.00% P = .487 I> = 54.4% P = .087

78.9% (74.3%—83.1%) 82.7%" (73.4%-90.4%) P = 420
I> = 0.00% P = .559 I> = 75.3% P = .000

87.8% (80.9%-93.5%) 83.2% (75.8%—89.6%) P=2329

NA NA

13% (0.2%—3.1%) 0.8% (0.1%-1.9%) P =410
1> = 5.47% P = 366 I> = 0.00% P = .675

6.3% (3.9%-9.1%) 5.8% (3.9%-8.1%) P=.725
I>=0.00% P = .618 I> = 0.00% P = 710

8.3%" (2.9%-157%) 6.3% (3.2%-10.2%) P = 548
1> = 751% P = .007 1> =501% P = .M

2.5% (1.0%—4.6%) 12% (0.1%-3.2%) P = 240

I>=0.00% P = .685

1> = 37.0% P = 190

Note:—NA indicates not applicable.

2Table shows pooled point estimate, 95% confidence intervals, heterogeneity (I* statistic and P value for the Cochrane Q test) and intergroup heterogeneity for all out-

comes of the meta-analysis.
® Significant heterogeneity.

were 3 cases of incomplete deployment of the SPED, with all
stents resheathed without sequalae. There were 3 cases of failed
cannulation, including 1 case of off-label use in treating a distal
aneurysm.

There was considerable difference in the follow-up period,
imaging technique, and imaging scale across studies. To pool
data, we discounted longer follow-ups: For example, 9-month fol-
low-up DSA results were pooled under 6 months. As indicated in
the protocol, aneurysm obliteration is defined when filling is
completely absent in the angiogram (ie, Raymond-Roy I and
O’Kelly-Marotta D classification).

The overall median follow-up interval was 8.24 months (inter-
quartile range, 6.67-12 months). Imaging data were available for
825 (90.6%) and 231 (25.4%) patients at 6- and 12-month follow-
up, respectively.

The overall pooled aneurysm occlusion rates at 6 and 12
months were 80.5% (95% CI, 74.5%-86.0%) and 85.6% (95% CI,
80.6%-90.0%), respectively, with no significant difference
between DED and SPED (P = .42 and P = .33).

Safety Outcomes. There was considerable heterogeneity in
the definition and reporting of complications. The definitions
described under Materials and Methods were adopted, and indi-
vidual events were reclassified when possible. Events with insuffi-
cient detail were treated conservatively. For example, an adverse
event labelled as “thromboembolism” without further detail was
classified under “serious ischemia,” which indicated a permanent
neurologic deficit observed in the patient.

The overall pooled morbidity and mortality rates were 6.0%
(95% CI, 4.5%-7.7%) and 1.0% (95% CI, 0.3-1.9%), respectively,
with no significant difference between DED and SPED
(P = .73 and P = .41). Among the 10 deaths, 7 were related to
early and late rebleeding, 1 patient died of perforation in DED-
assisted coiling, and 1 patient died of stent occlusion from self-
discontinuation of antiplatelets shortly after the operation. The
cause of death in 1 case was not specified.
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The overall pooled ischemic and serious ischemic event rates
were 6.7% (95% CI, 4.1%-10.1%) and 1.8% (95% CI, 0.8%-3.0%),
respectively, with no significant difference between DED and
SPED (P = .55 and P = .24).

Details of technical challenges during intervention and unsuc-
cessful placements and mortality, morbidity, and ischemic events
are listed in the Online Supplemental Data. Forest plots of all
meta-analysis outcomes are available in the Online Supplemental
Data.

A table showcasing results of the present and previous meta-
analyses on older FDs treating different types of aneurysms is

shown in the Online Supplemental Data.” >

DISCUSSION

This is the first meta-analysis examining clinical outcomes of sur-
face-modified flow diverters since the release of SPED in 2014. As
these devices become more available in angiosuites worldwide, it
is important for interventionists to understand their properties,
differences, therapeutic efficacy, and safety profile to select the
best device for patients.

Surface modifications are designed to reduce platelet acti-
vation, adhesion, and clot formation to prevent clinical ische-
mic events. Our results appear to confirm this claim. Serious
ischemic event rates were uniformly low across studies (0.8%
to 3.0%) and compare favorably with meta-analyses per-
formed between 2012 and 2017 on older devices including the
Pipeline Embolization Device (PED; Medtronic), the Silk flow
diverter (Balt Extrusion), the Flow-Redirection Endoluminal
Device (FRED; MicroVention), the Surpass stent (Stryker
Neurovascular), and the Tubridge flow diverter (MicroPort
Medical Company) (4.1%-7.5%).>>>°

The significant heterogeneity observed in “total ischemic
events” in the present study is accountable by methodologic vari-
ation, specifically in 1 study that included ischemic lesions seen
on MR imaging immediately postprocedure (Table 2).*> These
lesions are very common and normally not associated with



clinical sequalae.*® The serious ischemic event rate in that partic-
ular study was not inordinately high (4.2%) compared with
others.

The overall mortality was low (1.0%) compared with older
stents (2.8%-4%), attesting to the in vivo safety of these new
devices. Cerebral hemorrhage remains the most common cause
of mortality in FD treatment of aneurysms (80%) as in a previ-
ous meta-analysis.* The cause of hemorrhage after flow diver-
sion is not always clear. In patients with ruptured aneurysms,
early rebleeds can be explained by the inability of the FD to im-
mediately obliterate the aneurysm. In other patients, bleeding
may be facilitated by DAPT. Giant aneurysms are more prone
to delayed rupture, and this may be the result of increased intra-
aneurysm pressure after flow diversion.’** Hemodynamic dis-
turbance caused by the FD may explain rare instances of bizarre
delayed parenchymal hemorrhage.*® In our study, surface modi-
fications do not appear to mitigate the risk of bleeding. Three of
8 fatal hemorrhages occurred in patients with giant aneurysms
(37.5%). Whether this is causative would require further
investigation.

Clinical outcomes of aneurysm treatment are affected by vari-
ous factors other than the FD, such as aneurysm characteristics.
Previous studies have shown higher morbidity and mortality rates
in giant, acutely ruptured, blood-blister, posterior circulation, and
nonsaccular aneurysms (Online Supplemental Data).””~° Because
most patients in the present analysis had unruptured (91.6%), an-
terior circulation (90.8%), and small (<10 mm) aneurysms,
perhaps a more appropriate comparison is with the recent studies
by Fiorella et al*> and Bhatia et al,® who examined aneurysms
with similar characteristics treated by older FDs. They found a 12-
month aneurysm occlusion rate of 74.6% compared with our
85.6% and a total morbidity rate of 7.81%-10.1% compared with
our 6.0%. While meta-analyses are not meant to be compared
directly, this finding would suggest that SM-FDs are noninferior
and potentially superior to previous-generation FDs in terms of
efficacy and safety.

Our results also corroborate manufacturers’ claims of bet-
ter apposition and improved deliverability. The technical suc-
cess rate was excellent (99.6%), improved from older stents
(90.6%-91.7%), and similar to that of the Pipeline Flex with-
out Shield coating (Medtronic; 99.3%). For cases of technical
failure, no significant adverse consequences were seen, with
stents resheathed and removed or improper expansion solved
with other endovascular techniques. These findings indicate
that SM-FDs are robust and highly deliverable devices.

While coiling and clipping may occlude an aneurysm
instantly, flow diverters are designed to hemodynamically
remodel the parent artery, causing gradual aneurysm occlusion.
Hence, occlusion rates at 6 and 12 months may not reflect the
eventual obliteration rate, which tends to be higher in the long
run. For example, in a study examining long-term outcome for
older stents (Silk, PED, and FRED), occlusion rates were found to
progress from 76.2% at 6 months to 94.2% at 5 years.™*

SM-FDs are novel devices, and there are only studies with 6-
12 months of follow-up at present. Nevertheless, they appear
comparable with older FDs and coiling. The 6-month occlusion
is 80.5% compared with 74.5%-77.9% in older FDs"*® and slightly

lower than that of coiling (86.1%).> Limited data on 12-month

occlusion give a pooled estimate of 85.6%, which is slightly lower
than that of older FDs (89.6%).> Of note, the 6-month aneurysm
occlusion rate is significantly higher in the Safety and Clinical
Effectiveness of Pipeline Shield Devices for Intracranial
Aneurysm (SCOPE-AUS) study than in other studies (90.3% ver-
sus pooled estimate of 80.5%, I’ =753%, P = .007). Because only
intermediate results were presented at the World Federation of
Interventional and Therapeutic Neuroradiology conference in
2019, we eagerly anticipate the full article, which may shed more
light on its superior results.*

Another concern regarding SM-FDs is the effect of neointimal
hyperplasia. In vivo animal studies using optic coherence tomog-
raphy showed conflicting results in the early formation of neoin-
timal hyperplasia in the SPED compared with conventional PED,
raising concern for in-stent stenosis after FD placement.”
Clinical studies included in this review did not routinely analyze
this phenomenon, and its effect on patient outcome remains
unclear.

Trivelato et al*! observed, in their DED cohort, that a branch
vessel arising from the aneurysm led to higher rates of persist-
ence, with an odds ratio of 6.36. This finding is consistent with
those of previous studies on flow diversion.>” However, because
other authors did not report this detail and the number of studies
included was too small, meta-regression was not possible.

Summarizing the present findings, SM-FDs appear to be as ef-
ficacious and safe as older FDs and coiling in the early and mid-
term results. No significant clinical difference was seen between
the SPED and DED.

Limitations, Criticisms, and Future Research Directions
Most included studies were retrospective, uncontrolled, non-
randomized case series lacking long-term (>1year) outcome.
Nonetheless, within the limitations of the study design, the
authors produced high-quality research. Assessment of aneu-
rysm occlusion was not blinded except for 1 study in which the
aneurysm occlusion was determined by an independent radiol-
ogy laboratory."*'* The other studies were prone to perform-
ance bias.

Most patients included had unruptured, small, anterior circu-
lation saccular aneurysms, which tend to be the easiest to treat.
This feature can cause ecologic bias leading to better outcomes
reported than those encountered in real-life clinical practice.

DAPT was a major confounder in ischemic and hemorrhagic
events. The regimen, compliance, and platelet function testing
were poorly reported for all except 1 study.'>'* The possibility
that the difference in outcome only reflected a variable effect
from different antiplatelet therapy cannot be excluded.

There was significant heterogeneity in endovascular techni-
ques, such as the use of stent-assisted coiling, follow-up and
imaging protocols, and the definition of treatment success and
complications. In particular, adjunctive coiling occurred in 6.0%-
47.1% of participants in the included studies. Because some stud-
ies did not report this detail and the overall number of studies is
small, meta-regression is not feasible. Instead, we adopted the
random effects model to minimize the effects of this clinical
heterogeneity.
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Aneurysm factors such as rupture status, location, branch ves-
sel coverage, and adverse events were not adequately reported to
allow analysis. Further individual-patient-data meta-analysis may
be helpful in teasing out which patients are more prone to
adverse effects.

Because the present findings indicate that SM-FDs are,
indeed, less thrombogenic in vivo, future research should be
directed to determine the optimal antiplatelet regimen for these
stents. There are already initial reports of using a single agent in
selected cases.”®* If the bleeding risk of DAPT can be mitigated
by SM-FD, flow diversion may be posited as an acceptable treat-
ment for ruptured aneurysms, which is currently an off-label use.

Looking forward, 2 prospective observational cohorts on
SPED are in progress (Pipeline Flex With Shield Technology
Embolization [SHIELD], NCT02719522, and Pipeline Vantage
Embolization Device With Shield Technology for Wide-Necked
Intracranial Aneurysms [ADVANCE], NCT03873714) as is an
Italian registry on DED, and these may add further evidence to
this evolving area in the near future.

CONCLUSIONS
Surface-modified flow diverters appear as efficacious in closing
aneurysms as older FDs and coiling in the early- and midterm
outcomes. A uniformly high technical success rate is reported for
both SPED and DED. Lower mortality and serious ischemic
events are observed compared with previous meta-analyses on
older FDs. No significant difference was demonstrated between
the SPED and DED. Our results may better apply to small,
unruptured saccular aneurysms in the anterior circulation. The
long-term clinical outcomes of these devices remain to be seen.
Larger scale prospective studies with a standardized DAPT
regimen; follow-up protocol; and more detailed reporting of
patient, aneurysm, and treatment characteristics can permit fur-
ther analysis to identify the best fit patients for these newer devi-
ces and predict treatment failure.

REFERENCES

1. Limbucci N, Leone G, Renieri L, et al. Expanding indications for
flow diverters: distal aneurysms, bifurcation aneurysms, small
aneurysms, previously coiled aneurysms and clipped aneurysms,
and carotid cavernous fistulas. Neurosurgery 2020;86:585-94 CrossRef
Medline

2. Leung GK, Tsang AC, Lui WM. Pipeline Embolization Device
for intracranial aneurysm: a systematic review. Clin Neuroradiol
2012;22:295-303 CrossRef Medline

3. Zhou G, Zhu YQ, Su M, et al. Flow-diverting devices versus coil
embolization for intracranial aneurysms: a systematic literature
review and meta-analysis. World Neurosurg 2016;88:640-45 CrossRef
Medline

4. Brinjikji W, Murad MH, Lanzino G, et al. Endovascular treatment
of intracranial aneurysms with flow diverters: a meta-analysis.
Stroke 2013;44:442-47 CrossRef Medline

5. Briganti F, Leone G, Marseglia M, et al. Endovascular treatment of
cerebral aneurysms using flow-diverter devices: a systematic
review. Neuroradiol ] 2015;28:365-75 CrossRef Medline

6. Ye G, Zhang M, Deng L, et al. Meta-analysis of the efficiency and
prognosis of intracranial aneurysm treated with flow diverter devi-
ces. ] Mol Neurosci 2016;59:158-67 CrossRef Medline

332 Li Feb2021 www.ajnr.org

10.

11.

12.

13.

14.

15.

18.

19.

20.

21.

22.

23.

. Matsuda Y, Chung J, Lopes DK. Analysis of neointima development

in flow diverters using optical coherence tomography imaging. J
Neurointerv Surg 2018;10:162—-67 CrossRef Medline

. Moher D, Liberati A, Tetzlaff J, et al; PRISMA Group. Preferred

reporting items for systematic reviews and meta-analyses: the
PRISMA statement. BMJ 2009;339:b2535 CrossRef Medline

. National Institutes of Health, National Heart, Lung, and Blood

Institute. Study Quality Assessment Tools. https://www.nhlbi.nih.
gov/health-topics/study-quality-assessment-tools. Accessed October
1,2019

Rousseau MJ, Evans JC. Key statistical assumptions and methods in
one-arm meta-analyses with binary endpoints and low event rates,
including a real-life example in the area of endoscopic colonic
stenting. Cogent Medicine 2017;4:13343318 CrossRef

Higgins JP, Thomas J, Chandler J, et al, eds. Cochrane Handbook for
Systematic Reviews of Interventions, Version 5.1.0. The Cochrane
Collaboration and John Wiley & Sons Ltd.; 2011

Nyaga VN, Arbyn M, Aerts M. Metaprop: a Stata command to per-
form meta-analysis of binomial data. Arch Public Health 2014;72:39
CrossRef Medline

Martinez-Galddamez M, Lamin SM, Lagios KG, et al. Periprocedural
outcomes and early safety with the use of the Pipeline Flex
Embolization Device with Shield Technology for unruptured in-
tracranial aneurysms: preliminary results from a prospective clini-
cal study. ] Neurointerv Surg 2017;9:772-76 CrossRef Medline
Martinez-Galddmez M, Lamin SM, Lagios KG, et al. Treatment of
intracranial aneurysms using the Pipeline Flex Embolization
Device with Shield technology: angiographic and safety outcomes
at 1-year follow-up. J Neurointerv Surg 2019;11:396-99 CrossRef
Medline

Daglioglu E, Akmangit I, Acik V, et al. The experience of the
Derivo® Embolisation Device in intracranial aneurysms. Turk
Neurosurg 2020;30:30-37 CrossRef Medline

. Goertz L, Dorn F, Kraus B, et al. Improved occlusion rate of intra-

cranial aneurysms treated with the Derivo Embolization Device:
one-year clinical and angiographic follow-up in a multicenter
study. World Neurosurg 2019;126:¢1503-09 CrossRef Medline

. Goertz L, Dorn F, Kraus B, et al. Safety and efficacy of the Derivo

Embolization Device for the treatment of ruptured intracranial
aneurysms. ] Neurointerv Surg 2019;11:290-95 CrossRef Medline
Kraus B, Goertz L, Turowski B, et al. Safety and efficacy of the
Derivo Embolization Device for the treatment of unruptured in-
tracranial aneurysms: a multicentric study. | Neurointerv Surg
2019;11:68-73 CrossRef Medline

Kaschner MG, Petridis A, Turowski B. Single center experience with
the new generation Derivo embolization device for ruptured and
unruptured intracranial aneurysms. ] Neurosurg Sci 2020;64:353-63
CrossRef Medline

Owusu MA, Rice HA, De Villiers LE, et al. SCOPE-AUS: the safety
and clinical effectiveness of Pipeline™ Flex Embolization Devices
with Shield Technology™ in patients with intracranial aneurysms:
a multicentre retrospective study of an Australian cohort. In:
Proceedings of the Annual Meeting of the World Federation of
Interventional and Therapeutic Neuroradiology, Naples, Italy.
December 1-24, 2019

Trivelato FP, Abud DG, Ulhoa AC, et al. Derivo Embolization
Device for the treatment of intracranial aneurysms. Stroke
2019;50:2351-58 CrossRef Medline

Trivelato FP, Wajnberg E, Rezende MTS, et al. Safety and effective-
ness of the Pipeline Flex Embolization Device with Shield
Technology for the treatment of intracranial aneurysms: midterm
results from a multicenter study. Neurosurgery 2020;87:104-11
CrossRef Medline

Akgul E, Onan HB, Akpinar S, et al. The DERIVO Embolization
Device in the treatment of intracranial aneurysms: short- and
midterm results. World Neurosurg 2016;95:229-40 CrossRef
Medline


http://dx.doi.org/10.1093/neuros/nyz334
https://www.ncbi.nlm.nih.gov/pubmed/31838532
http://dx.doi.org/10.1007/s00062-012-0178-6
https://www.ncbi.nlm.nih.gov/pubmed/23124329
http://dx.doi.org/10.1016/j.wneu.2015.11.007
https://www.ncbi.nlm.nih.gov/pubmed/26585732
http://dx.doi.org/10.1161/STROKEAHA.112.678151
https://www.ncbi.nlm.nih.gov/pubmed/23321438
http://dx.doi.org/10.1177/1971400915602803
https://www.ncbi.nlm.nih.gov/pubmed/26314872
http://dx.doi.org/10.1007/s12031-016-0723-x
https://www.ncbi.nlm.nih.gov/pubmed/26816083
http://dx.doi.org/10.1136/neurintsurg-2016-012969
https://www.ncbi.nlm.nih.gov/pubmed/28592484
http://dx.doi.org/10.1136/bmj.b2535
https://www.ncbi.nlm.nih.gov/pubmed/19622551
https://www.nhlbi.nih.gov/health-topics/study-quality-assessment-tools
https://www.nhlbi.nih.gov/health-topics/study-quality-assessment-tools
http://dx.doi.org/10.1080/2331205X.2017.1334318
http://dx.doi.org/10.1186/2049-3258-72-39
https://www.ncbi.nlm.nih.gov/pubmed/25810908
http://dx.doi.org/10.1136/neurintsurg-2016-012896
https://www.ncbi.nlm.nih.gov/pubmed/28223428
http://dx.doi.org/10.1136/neurintsurg-2018-014204
https://www.ncbi.nlm.nih.gov/pubmed/30262655
http://dx.doi.org/10.5137/1019-5149.JTN.25776-19.2
https://www.ncbi.nlm.nih.gov/pubmed/31049921
http://dx.doi.org/10.1016/j.wneu.2019.03.137
https://www.ncbi.nlm.nih.gov/pubmed/30910748
http://dx.doi.org/10.1136/neurintsurg-2018-014166
https://www.ncbi.nlm.nih.gov/pubmed/30082333
http://dx.doi.org/10.1136/neurintsurg-2018-013963
https://www.ncbi.nlm.nih.gov/pubmed/29848557
http://dx.doi.org/10.23736/S0390-5616.19.04678-2
https://www.ncbi.nlm.nih.gov/pubmed/31079436
http://dx.doi.org/10.1161/STROKEAHA.119.025407
https://www.ncbi.nlm.nih.gov/pubmed/31288675
http://dx.doi.org/10.1093/neuros/nyz356
https://www.ncbi.nlm.nih.gov/pubmed/31504821
http://dx.doi.org/10.1016/j.wneu.2016.07.101
https://www.ncbi.nlm.nih.gov/pubmed/27514698

24.

25.

26.

27.

28.

29.

30.

31.

Atasoy D, Kandasamy N, Hart ], et al. Outcome study of the
Pipeline Embolization Device with Shield Technology in
Unruptured Aneurysms (PEDSU). AJNR Am ] Neuroradiol 2019;
40:2094-2101 CrossRef Medline

Fiorella D, Gache L, Frame D, et al. How safe and effective are flow
diverters for the treatment of unruptured small/medium intracra-
nial aneurysms of the internal carotid artery? Meta-analysis for
evidence-based performance goals. | Neurointervent Surg 2020;12:
869-73 CrossRef Medline

Bhatia KD, Kortman H, Orru E, et al. Periprocedural complications
of second-generation flow diverter treatment using Pipeline Flex
for unruptured intracranial aneurysms: a systematic review and
meta-analysis. ] Neurointerv Surg 2019;11:817-24 CrossRef Medline
Cagnazzo F, Mantilla D, Rouchaud A, et al. Endovascular treat-
ment of very large and giant intracranial aneurysms: comparison
between reconstructive and deconstructive techniques-a meta-
analysis. AJNR Am ] Neuroradiol 2018;39:852-58 CrossRef Medline
Cagnazzo F, di Carlo DT, Cappucci M, et al. Acutely ruptured intra-
cranial aneurysms treated with flow-diverter stents: a systematic
review and meta-analysis. AJNR Am ] Neuroradiol 2018;39:1669-75
CrossRef Medline

Zhu D, Yan Y, Zhao P, et al. Safety and efficacy of flow diverter
treatment for blood blister-like aneurysm: a systematic review and
meta-analysis. World Neurosurg 2018;118:¢79-86 CrossRef Medline
Kiyofuji S, Graffeo CS, Perry A, et al. Meta-analysis of treatment
outcomes of posterior circulation non-saccular aneurysms by flow
diverters. ] Neurointery Surg 2018;10:493-99 CrossRef Medline
Cebral JR, Mut F, Raschi M, et al. Aneurysm rupture following
treatment with flow-diverting stents: computational hemodynam-
ics analysis of treatment. AJNR Am ] Neuroradiol 2011;32:27-33
CrossRef Medline

32.

34.

35.

36.

37.

38.

39.

Rouchaud A, Brinjikji W, Lanzino G, et al. Delayed hemorrhagic
complications after flow diversion for intracranial aneurysms:
a literature overview. Neuroradiology 2016;58:171-77 CrossRef
Medline

. Mitha AP, Mynard JP, Storwick JA, et al. Can the Windkessel hy-

pothesis explain delayed intraparenchymal haemorrhage after flow
diversion? A case report and model-based analysis of possible
mechanisms. Heart, Lung Circ 2015;24:824-30 CrossRef Medline
Korkmazer B, Kocak B, Islak C, et al. Long-term results of flow
diversion in the treatment of intracranial aneurysms: a retrospec-
tive data analysis of a single center. Acta Neurochir 2019;161:1165-
73 CrossRef Medline

Naggara ON, White PM, Guilbert F, et al. Endovascular treatment
of intracranial unruptured aneurysms: systematic review and
meta-analysis of the literature on safety and efficacy. Radiology
2010;256:887-97 CrossRef Medline

Caroff J, Tamura T, King RM, et al. Phosphorylcholine surface
modified flow diverter associated with reduced intimal hyperpla-
sia. ] Neurointerv Surg 2018;10:1097-101 CrossRef Medline

Chiu AH, Cheung AK, Wenderoth JD, et al. Long-term follow-up
results following elective treatment of unruptured intracranial
aneurysms with the Pipeline embolization device. AJNR Am ]
Neuroradiol 2015;36:1728-34 CrossRef Medline

Hanel RA, Aguilar-Salinas P, Brasiliense LB, et al. First US experi-
ence with Pipeline Flex with Shield Technology using aspirin as
antiplatelet monotherapy. BMJ Case Rep 2017;2017:bcr2017219406
CrossRef Medline

Orlov K, Kislitsin D, Strelnikov N, et al. Experience using Pipeline
Embolization Device with Shield Technology in a patient lacking a
full postoperative dual antiplatelet therapy regimen. Interv
Neuroradiol 2018;24:270-73 CrossRef Medline

AJNR Am J Neuroradiol 42327-33  Feb 2021 www.ajnr.org 333


http://dx.doi.org/10.3174/ajnr.A6314
https://www.ncbi.nlm.nih.gov/pubmed/31727754
http://dx.doi.org/10.1136/neurintsurg-2019-015535
https://www.ncbi.nlm.nih.gov/pubmed/32005761
http://dx.doi.org/10.1136/neurintsurg-2019-014937
https://www.ncbi.nlm.nih.gov/pubmed/31147438
http://dx.doi.org/10.3174/ajnr.A5591
https://www.ncbi.nlm.nih.gov/pubmed/29545248
http://dx.doi.org/10.3174/ajnr.A5730
https://www.ncbi.nlm.nih.gov/pubmed/30049721
http://dx.doi.org/10.1016/j.wneu.2018.06.123
https://www.ncbi.nlm.nih.gov/pubmed/29944999
http://dx.doi.org/10.1136/neurintsurg-2017-013312
https://www.ncbi.nlm.nih.gov/pubmed/28965108
http://dx.doi.org/10.3174/ajnr.A2398
https://www.ncbi.nlm.nih.gov/pubmed/21071533
http://dx.doi.org/10.1007/s00234-015-1615-4
https://www.ncbi.nlm.nih.gov/pubmed/26553302
http://dx.doi.org/10.1016/j.hlc.2015.02.001
https://www.ncbi.nlm.nih.gov/pubmed/25804624
http://dx.doi.org/10.1007/s00701-019-03912-6
https://www.ncbi.nlm.nih.gov/pubmed/31037497
http://dx.doi.org/10.1148/radiol.10091982
https://www.ncbi.nlm.nih.gov/pubmed/20634431
http://dx.doi.org/10.1136/neurintsurg-2018-013776
https://www.ncbi.nlm.nih.gov/pubmed/29511117
http://dx.doi.org/10.3174/ajnr.A4329
https://www.ncbi.nlm.nih.gov/pubmed/25999412
http://dx.doi.org/10.1136/bcr-2017-219406
https://www.ncbi.nlm.nih.gov/pubmed/28473431
http://dx.doi.org/10.1177/1591019917753824
https://www.ncbi.nlm.nih.gov/pubmed/29378449

	Outcome of Flow Diverters with Surface Modifications in Treatment of Cerebral Aneurysms: Systematic Review and Meta-analysis
	MATERIALS AND METHODS
	SEARCH STRATEGY
	ELIGIBILITY CRITERIA
	DATA COLLECTION AND ANALYSIS
	RESULT SYNTHESIS AND REPORTING
	RESULTS
	STUDY SELECTION AND CHARACTERISTICS
	PARTICIPANT AND ANEURYSM CHARACTERISTICS
	TREATMENT CHARACTERISTICS
	RISK OF BIAS CHARACTERISTICS
	RESULTS OF META-ANALYSIS AND SUBGROUP ANALYSIS
	Outline placeholder
	Efficacy Outcomes
	Safety Outcomes


	DISCUSSION
	LIMITATIONS, CRITICISMS, AND FUTURE RESEARCH DIRECTIONS
	CONCLUSIONS
	REFERENCES


