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Background and Purpose—The aim of the present study was to investigate atherosclerotic plaque characteristics in patients 
with artery-to-artery (A-to-A) embolic infarction by whole-brain high-resolution magnetic resonance imaging.

Methods—Seventy-four patients (mean age, 54.7±12.1 years; 59 men) with recent stroke in the territory of middle cerebral 
artery because of intracranial atherosclerotic disease were prospectively enrolled. Whole-brain high-resolution magnetic 
resonance imaging was performed in all the patients both precontrast and postcontrast administration by using a 
3-dimensional T1-weighted vessel wall magnetic resonance imaging technique known as inversion-recovery prepared 
sampling perfection with application-optimized contrast using different flip angle evolutions. Patients were divided into 
A-to-A embolic infarction and non–A-to-A embolic infarction groups based on diffusion-weighted imaging findings. The 
characteristics of the intracranial atherosclerotic plaques were compared between groups.

Results—A total of 74 intracranial atherosclerotic plaques were analyzed (36 in A-to-A embolism group and 38 in non–A-
to-A embolism group). Hyperintense plaques (HIPs) were more frequently observed in A-to-A embolism group (75.0% 
versus 21.1%; P<0.001). Eighteen of the 27 HIPs (66.7%) demonstrated hyperintense spots or areas located adjacent to 
the lumen versus 9 HIPs (33.3%) located within the plaque in A-to-A embolism group. Furthermore, a higher prevalence 
of plaque surface irregularity was also observed in A-to-A embolism group (41.7% versus 18.4%; P=0.029). Logistic 
regression analysis showed that HIP was the most powerful independent predictor of A-to-A embolic infarction (P<0.001), 
with the odds ratio of 11.2 (95% confidence interval, 3.5–36.2).

Conclusions—A-to-A embolic infarction has distinct vulnerable plaque characteristics compared with non–A-to-A 
embolic infarction. HIP and plaque surface irregularity may predict A-to-A embolic infarction.   (Stroke. 2018;49:00-00.  
DOI: 10.1161/STROKEAHA.117.020046.)
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Intracranial atherosclerotic disease has been considered a 
major cause of ischemic stroke in Asian populations.1 The 

underlying mechanisms for intracranial atherosclerotic dis-
ease stroke are multifactorial and can potentially be inferred 
from plaque characteristics.2–4 For example, artery-to-artery 
(A-to-A) embolic infarction may be caused by shedding 
of vulnerable plaque debris or plaque surface thrombus.2,5 
However, the vulnerable plaque features ultimately leading 
to A-to-A embolism remain unclear. Because A-to-A embolic 
infarction has a high risk of recurrent stroke, aggressive use 

of antiplatelet agents targeting these vulnerable plaques is a 
commonly used treatment strategy.6

Routine imaging techniques are unable to depict the ath-
erosclerotic plaque characteristics of large intracranial arter-
ies. Recently, high-resolution magnetic resonance imaging 
(HRMRI) has been developed and is capable of depicting 
major intracranial vessel wall lesions and revealing morpho-
logical features.7–9 Several studies have reported that positive 
remodeling, intraplaque hemorrhage, and plaque enhancement 
were associated with unstable intracranial atherosclerotic 
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disease lesions.10–12 Nevertheless, few studies have focused 
on unraveling the differences in plaque features among stroke 
subtypes, such as A-to-A embolism, which may help to under-
stand the vascular pathophysiology associated with this type 
of ischemic stroke and predict stroke recurrence.13,14

Current challenges of vessel wall imaging techniques 
include incomplete cerebrospinal fluid suppression, lim-
ited coverage, and spatial resolution.15–18 Whole-brain (WB) 
HRMRI was developed to further improve spatial coverage, 
T1 contrast weighting, and signal suppression of cerebro-
spinal fluid, which would lead to better delineation of total 
plaque burden and characteristics with higher spatial resolu-
tion and contrast of vessel wall to surrounding tissues.19,20 The 
aim of our study was to investigate the plaque characteristics 
in A-to-A embolic infarction using WB-HRMRI.

Methods
The data that support the findings of this study are available from the 
corresponding author on reasonable request.

Patients
From January 2015 to May 2017, we prospectively recruited patients 
who were admitted to the Department of Neurology of our hospital 
with the following inclusion criteria: (1) first-time acute ischemic 
stroke in the middle cerebral artery (MCA) territory identified by 
diffusion-weighted imaging (DWI) performed within 72 hours of 
symptom onset; and (2) any degree of stenosis on the relevant MCA 
or intracranial internal carotid artery, as confirmed by magnetic 
resonance angiography, computed tomography angiography, or dig-
ital subtraction angiography. Exclusion criteria were (1) previous 
history of stroke or transient ischemic attacks on the symptomatic 
side; (2) history of ipsilateral MCA or intracranial internal carotid 
artery occlusion; (3) coexistent >50% stenosis or unstable plaques 
of the ipsilateral extracranial carotid artery detected by ultrasound 
(presence of 3 of the following parameters: stenosis >70%, pure 
hypoechoic or hypoechoic with small hyperechoic areas, superficial 
irregularity, and ulceration); (4) nonatherosclerotic vasculopathy 
that may predispose to stroke (eg, vasculitis, Moyamoya disease, or 
dissection); and (5) evidence of cardioembolism (recent myocardial 
infarction <3 weeks, atrial fibrillation, mitral stenosis or prosthetic 
valve, dilated cardiomyopathy, sick sinus syndrome, acute bacte-
rial endocarditis, patent foramen ovale, etc.).21 All of the enrolled 
patients underwent WB-HRMRI within 2 weeks of symptom onset.

Clinical information, including sex, age, vascular risk factors 
(hypertension, diabetes mellitus, hyperlipidemia, and current smok-
ing), medications (statins, antiplatelet agents, anticoagulants, and 
r-tPA [recombinant tissue-type plasminogen activator]), and onset 
time of stroke were recorded for each patient. Informed consent was 
obtained from all participants, and all protocols were approved by the 
Institutional Review Board.

MRI Protocols
Routine brain MRI (T1-, T2-weighted, fluid-attenuated inversion 
recovery, and DWI) was initially performed for clinical evaluation of 
stroke patients. All patients underwent WB-HRMRI with a 3-T sys-
tem (Magnetom Verio; Siemens, Erlangen, Germany), and 32-channel 
head coil was used. WB-HRMRI was performed in both precontrast 
and postcontrast administration by using a 3-dimensional T1-weighted 
WB vessel wall MRI technique known as inversion-recovery prepared 
sampling perfection with application-optimized contrast using differ-
ent flip angle evolutions19,20 with the following parameters: repetition 
time=900ms; echo time=15 ms; field of view=170×170 mm2; 240 
slices with slice thickness of 0.5 mm; voxel size=0.5×0.5×0.5 mm3; 
scan time=8 min. The MRI contrast agent, gadopentetate dimeglu-
mine (Magnevist; Schering, Berlin, Germany), was injected through 
an antecubital vein (0.1 mmol/kg of body weight), and WB-HRMRI 
was repeated 5 minutes after injection was finished.

Routine MRI Evaluation
All DWI images were independently interpreted by 2 neurologists 
for the determination of infarction patterns on the Picture Archiving 
and Communication Systems. Discrepancies between the 2 reviewers 
were resolved by consensus. Patients were divided into 2 groups as 
follows: (1) A-to-A embolic infarction defined as ≥2 scattered hyper-
intense areas on DWI involved the cortical/subcortical areas or inter-
nal border-zone area of MCA territory; and (2) non–A-to-A embolic 
infarction defined as hyperintense areas on DWI localized in the ter-
ritory of the deep perforating, including putamen, globus pallidus, 
internal capsule, and caudate head.22

WB-HRMRI Image Analysis
Evaluation of WB-HRMRI studies was conducted in consensus 
by 2 experienced neuroradiologists (Q.Y. and F.W.) who were 
blinded to the clinical data of the patients using commercial soft-
ware (Osirix MD; Pixmeo SARL, Switzerland). All atherosclerotic 
plaques on precontrast WB-HRMRI were then identified using a 
previously reported definition, that is, the presence of focal wall 
thickening.10 A culprit plaque was defined as (1) the only lesion 

Figure 1. Different types of hyperintense 
plaques (HIPs) and plaque surface. High-
resolution magnetic resonance imaging 
(HRMRI) demonstrated HIPs with hyper-
intense areas (arrow) located adjacent to 
the lumen (A)/within the plaque (B) and 
irregular (C)/regular (D) plaque surface 
(arrowhead).
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within the vascular territory of the stroke or (2) the most stenotic 
lesion when multiple plaques were present within the same vascu-
lar territory of the stroke.10

The sites of maximal stenosis and normal vessels (proximal to the 
maximal stenotic sites or the contralateral side) were, respectively, 
evaluated, and cross-sectional views were reconstructed for morpho-
logical and signal measurements. The location of each culprit lesion 
was recorded. The vessel area and lumen area were measured by 
manually tracing vessel and lumen boundaries. Stenosis degree was 
defined as (1−lesion lumen area/reference lumen area)×100%. The 
remodeling index was calculated as the ratio of the lesion vessel area 
to the reference vessel area. The mean signal intensity (SI) values 
of culprit plaques, reference vessel wall, and pituitary infundibulum 
were measured on precontrast and postcontrast WB-HRMRI images. 
Hyperintense plaque (HIP) was defined as the brightest spot of a plaque 
with the SI >150% of that of the reference vessel wall. The location 
of the hyperintense areas in A-to-A embolism group was catego-
rized either as adjacent to the lumen (Figure 1A) or within the plaque 
(Figure 1B). An enhancement ratio (ER) was quantified by using the 
following equation: ER=(SI

postcontrast
–SI

precontrast
)/SI

precontrast
×100%. The 

degree of plaque enhancement was graded as follows: grade 0, ER of 
the culprit plaque was less than or equal to that of reference vessel wall; 
grade 1, ER of the culprit plaque was greater than that of the reference 
vessel wall, but less than that of pituitary infundibulum; and grade 2, 
ER of the culprit plaque was greater than or equal to that of the pitu-
itary infundibulum.10 Either plaque surface irregularity (defined as a 
discontinuity of the plaque juxtaluminal surface; Figure 1C) or regular-
ity (smooth inner wall; Figure 1D) of each culprit lesion was recorded.

Statistical Analysis
All quantitative data were expressed as means±SD, and qualitative 
data were summarized as count (percentage). Categorical variables 
were analyzed using a χ2 test, and continuous variables were com-
pared using t test or Mann–Whitney U test between the 2 groups. 
Variables were included for multivariate analysis if they were P≤0.1 
in the univariate analysis. A logistic regression analysis with the 

Table 1. Patient Characteristics of the 2 Groups

 

A-to-A 
Embolism 

(n=36)

Non–A-to-A 
Embolism 

(n=38) P Value

Male sex, n (%) 28 (77.8) 31 (81.6) 0.684

Age (mean±SD, y) 53.1±13.9 56.2±10.1 0.261

Hypertension, n (%) 27 (75.0) 29 (76.3) 0.895

Diabetes mellitus, n (%) 9 (25.0) 7 (18.4) 0.492

Hyperlipidemia, n (%) 12 (33.3) 18 (47.4) 0.219

Current smoking, n (%) 17 (47.2) 22 (57.9) 0.358

Medications, n (%)

                Statins 0 (0.0) 2 (5.3) 0.494

                Antiplatelet agents 3 (8.3) 4 (10.5) >0.999

                Statins and antiplatelet agents 33 (91.7) 29 (76.3) 0.114

                r-tPA and antiplatelet agents 0 (0.0) 1 (2.6) >0.999

                Statins, antiplatelet agents, and 
anticoagulants

0 (0.0) 2 (5.3) 0.494

Onset to WB-HRMRI time 
(mean±SD, d)

8.3±4.1 8.3±3.7 0.989

A-to-A indicates artery-to-artery; r-tPA, recombinant tissue-type plasminogen 
activator; and WB-HRMRI, whole-brain high-resolution magnetic resonance imaging.

Figure 2. Examples of artery-to-artery (A-to-A) embolic (A) and non–A-to-A embolic infarction (B). A, Diffusion-weighted imaging (DWI) 
showed disseminated spotty high-signal–intensity lesions in the right cortico-subcortical area of the middle cerebral artery (MCA) terri-
tory; magnetic resonance angiography (MRA) demonstrated severe stenosis (arrow) of the right MCA; precontrast HRMRI showed an HIP 
(arrow) on the ventral side of MCA and irregular surface of the plaque; postcontrast HRMRI demonstrated plaque enhancement (arrow; 
grade 1). B, DWI showed a high-signal–intensity lesion in the right basal ganglia; MRA revealed severe stenosis (arrow) of the right MCA; 
precontrast HRMRI detected isointensity plaque (arrow) on the dorsal side of MCA and regular surface of the plaque; postcontrast HRMRI 
demonstrated plaque enhancement (arrow; grade 1).
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method of enter stepwise was used to look for independent predictors 
of the 2 infarction patterns. A P value of <0.05 indicated statistical 
significance. All statistical analyzes were performed by using com-
mercial software (SPSS 22.0, IBM).

Results
Patient Characteristics
Of the 74 patients, 36 (48.6%) were determined as A-to-A embolic 
infarction and 38 (51.4%) were non–A-to-A embolic infarction. 
The median time of WB-HRMRI scanning after symptom onset 
was 8.3±4.1 days (ranging from 1 to 14 days). Patient demo-
graphics and the main clinical characteristics are presented in 
Table 1. No statistically significant differences were found.

Culprit Plaque Location and Degree of Stenosis
A total of 74 intracranial atherosclerotic plaques were 
included for the final analysis. In the A-to-A embolism group, 

30 (83.3%) culprit plaques were found in MCA and 6 (16.7%) 
were in intracranial internal carotid artery. In non–A-to-A 
embolism group, 38 (100%) culprit plaques were detected 
in MCA. No significant difference was found in the maximal 
degree of stenosis between the A-to-A embolism and non–
A-to-A embolism group (51.4±24.6% versus 39.5±28.6%; 
P=0.060).

Morphological and Textural Characteristics  
of Plaques
The occurrence rate of HIP was higher in the A-to-A embo-
lism group than the non–A-to-A embolism group (75.0% 
versus 21.1%; P<0.001). In the A-to-A embolism group, 18 
of the 27 HIPs (66.7%; Figure 1A) showed the hyperintense 
area located adjacent to the lumen versus 9 HIPs (33.3%; 
Figure 1B) within the plaque. A higher prevalence of plaque 
surface irregularity (Figure 1C) was also observed in A-to-A 

Figure 3. Comparison between 2 groups in vessel wall characteristics. Number of hyperintense plaques (HIPs; A), plaques with surface 
irregularity (B), plaques with various degree of enhancement (C), and mean remodeling index (D) in artery-to-artery (A-to-A) embolism and 
non–A-to-A embolism group.
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embolism group (41.7% versus 18.4%; P=0.029). However, 
other vessel wall features including remodeling index (0.9±0.4 
versus 1.0±0.1; P=0.917) and plaque enhancement (grade 1, 
58.3% and grade 2, 22.2% versus grade 1, 47.4% and grade 
2, 21.0%; P=0.474) were not significantly different between 
the 2 groups.

Multivariate Analysis
HIP, plaque surface irregularity, and stenosis degree were used 
as input variables for the logistic regression analysis. HIP and 
plaque surface irregularity remained significant in the mul-
tivariate analysis (P<0.001 and P=0.045, respectively), with 
odds ratios of 11.2 and 3.7 (95% confidence interval, 3.5–36.2 
and 1.0–13.0). Details of the vessel wall features of the 2 
groups were shown in Figures 2 and 3 and Table 2.

Discussion
In the current study, we found that patients with A-to-A 
embolism had distinct vulnerable plaque characteristics, such 
as HIP and plaque surface irregularity. Furthermore, 66.7% 
of HIPs demonstrated as hyperintense spots or areas located 
adjacent to the lumen versus 33.3% located within the plaque 
in A-to-A embolism group. Multivariate analysis showed that 
HIP and plaque surface irregularity were independently asso-
ciated with A-to-A embolic infarction.

Previous studies have indicated that there was an asso-
ciation between HIP and lesion instability in coronary 
plaques.23 HIP is thought to arise from intraplaque hem-
orrhage which is caused by the disruption of thin-walled 
microvessels and intraplaque vasa vasorum.24 However, few 
studies of intracranial vessel wall imaging have reported that 
vulnerable plaques are associated with HIP.11,25 To the best 
of our knowledge, this is the first study using WB-HRMRI 
to explore the intracranial plaque characteristics in A-to-A 
embolism. We found the high prevalence of HIP in A-to-A 

embolism patients which was thought to be the main intra-
cranial vulnerable feature causing stroke. HIP can be used 
as a new imaging biomarker for the prediction of recurrent 
stroke, and the individualized assessment of anticoagulation 
therapy can be achieved.

Several studies have indicated that juxtaluminal hemor-
rhage/thrombus, indicating erosion or rupture, may cause 
further thrombotic incidents.26,27 A study of carotid athero-
sclerotic diseases with pathological confirmation has demon-
strated that HRMRI can differentiate intraplaque hemorrhage 
from juxtaluminal hemorrhage/thrombus.28 In our study, we 
observed more HIPs with the hyperintense areas located on 
the surface of the plaques in A-to-A embolism group, which is 
thought to be intraluminal thrombus causing embolism.

Plaque surface irregularity is another characteristic of 
plaques in the A-to-A embolism group observed in our study. 
A previous study has revealed that major surface irregulari-
ties (>2 mm) may shed emboli.29 We found that patients with 
A-to-A embolism had a higher frequency of plaque surface 
irregularity and HIP. The coexistence of these vulnerable 
plaque pattern may be explained by the plaque ledge or plaque 
fragmentation which may increase the risk of the formation of 
surface thrombus.29

Other studies30–32 have shown that enhancing plaques and 
positive remodeling are associated with symptomatic plaques. 
However, the mechanism of plaque enhancement remains 
unclear. In our study, plaque enhancement was observed 
in 80.5% of patients with A-to-A embolism and 68.4% of 
patients with non–A-to-A embolism. There was no significant 
difference between these groups. This may because of the 
recruitment of symptomatic patients in each group.

The present study has several limitations. First, there is no 
pathological validation of intracranial HIP. HIP was identi-
fied on WB-MRI in 75.0% of A-to-A embolism patients in 
our study. The incidence was higher than that of a previous 

Table 2. WB-HRMRI Characteristics of the 2 Groups

WB-HRMRI Characteristics

Univariate Multivariate

A-to-A  
Embolism

Non–A-to-A 
Embolism P Value OR 95% CI P Value

No. of plaques, n (%) 36 (48.6) 38 (51.4)  … … …

Location    … … …

                MCA, n (%) 30 (83.3) 38 (100)     

                Intracranial ICA, n (%) 6 (16.7) 0 (0)     

Presence of HIP, n (%) 27 (75.0) 8 (21.1) < 0.001 11.2 3.5–36.2 < 0.001

Plaque surface irregularity, n (%) 15 (41.7) 7 (18.4) 0.029 3.7 1.0–13.0 0.045

Stenosis degree (mean±SD, %) 51.4±24.6 39.5±28.6 0.060 1.8 0.2–15.8 0.592

Remodeling index (mean±SD) 0.9±0.4 1.0±0.1 0.917 … … …

Enhancement   0.474 … … …

                Grade 0, n (%) 7 (19.4) 12 (31.6)     

                Grade 1, n (%) 21 (58.3) 18 (47.4)     

                Grade 2, n (%) 8 (22.2) 8 (21.0)     

A-to-A indicates artery-to-artery; CI, confidence interval; HIP, hyperintense plaque; ICA, internal carotid artery; MCA, middle cerebral artery; 
OR, odds ratio; and WB-HRMRI, whole-brain high-resolution magnetic resonance imaging.
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study, which showed only 19.6% HIP in symptomatic MCA 
stenosis patients11 because in our study, we recruited A-to-A 
embolic infarction patients, who may have more vulnerable 
plaques. In addition, a WB-HRMRI technique with inversion-
recovery based T1-weighting-enhanced preparation instead 
of a simple 2-dimensional T1-weighted sequence was used, 
which may have a higher sensitivity in the detection of HIP. 
Second, we tested the practicability of WB-HRMRI in A-to-A 
embolism patients. Future prospective studies are still needed 
to explore WB-HRMRI in more stroke subtypes. Third, lon-
gitudinal studies are warranted to investigate and expound on 
the usage of WB-HRMRI in the prediction of stroke outcome 
and assessment of new therapeutic strategies.

In conclusion, A-to-A embolic infarction has distinct vul-
nerable plaque characteristics including HIP and irregular 
plaque surface compared with non–A-to-A embolic infarc-
tion. In A-to-A embolism group, 66.7% of the HIPs have 
hyperintense area located adjacent to the lumen which may 
help to better understand the relationship between plaque rup-
ture, formation of blood clots, and embolic stroke.

Appendix
The WISP Investigators: Qi Yang (Xuanwu Hospital, Capital 
Medical University, Principal Investigator); Debiao Li, 
Zhaoyang Fan (Biomedical Imaging Research Institute, Cedars-
Sinai Medical Center, University of California, Principal 
Investigator); Huan Yu (Liangxiang Hospital, Site Investigator); 
Tao Jiang (Chaoyang Hospital, Capital Medical University, 
Site Investigator); Bin Cui (Beijing AeroSpace Center Hospital, 
Site Investigator); Jiayu Sun (West China Hospital, Sichuan 
University, Site Investigator); Bin Sun (Fujian Medical University 
Union Hospital, Site Investigator); Shuang Xia (Tianjin First 
Center Hospital, Site Investigator); Tong Han (Tianjin First 
Center Hospital, Site Investigator); Jingliang Cheng (The First 
Affiliated Hospital of Zhengzhou University, Site Investigator).

Sources of Funding
The study was partially supported by National Institutes of Health 
grant number (5 R01 HL096119-07), National Key R&D Program 
of China (2016YFC1301702, 2017YFC1307903), Capital Health 
Research and Development of Special (2016-1-1031), and National 
Science Foundation of China (NSFC 91749127).

Disclosures
Dr Li reports receiving research support from Siemens Medical 
Solutions. Dr Bi is an employee of Siemens AG Healthcare. The other 
authors report no conflicts.

References
 1. Feldmann E, Daneault N, Kwan E, Ho KJ, Pessin MS, Langenberg P,  

et al. Chinese-white differences in the distribution of occlusive cerebro-
vascular disease. Neurology. 1990;40:1541–1545.

 2. Wong KS, Gao S, Chan YL, Hansberg T, Lam WW, Droste DW, 
et al. Mechanisms of acute cerebral infarctions in patients with 
middle cerebral artery stenosis: a diffusion-weighted imaging and 
microemboli monitoring study. Ann Neurol. 2002;52:74–81. doi: 
10.1002/ana.10250.

 3. Bang OY, Heo JH, Kim JY, Park JH, Huh K. Middle cerebral artery ste-
nosis is a major clinical determinant in striatocapsular small, deep infarc-
tion. Arch Neurol. 2002;59:259–263.

 4. Ryoo S, Lee MJ, Cha J, Jeon P, Bang OY. Differential vascular patho-
physiologic types of intracranial atherosclerotic stroke: a high-resolution 

wall magnetic resonance imaging study. Stroke. 2015;46:2815–2821. 
doi: 10.1161/STROKEAHA.115.010894.

 5. Baird AE, Lövblad KO, Schlaug G, Edelman RR, Warach S. Multiple 
acute stroke syndrome: marker of embolic disease? Neurology. 2000;54: 
674–678.

 6. Bang OY. Intracranial atherosclerosis: current understanding and per-
spectives. J Stroke. 2014;16:27–35. doi: 10.5853/jos.2014.16.1.27.

 7. Mandell DM, Matouk CC, Farb RI, Krings T, Agid R, terBrugge K, et al. 
Vessel wall MRI to differentiate between reversible cerebral vasoconstric-
tion syndrome and central nervous system vasculitis: preliminary results. 
Stroke. 2012;43:860–862. doi: 10.1161/STROKEAHA.111.626184.

 8. Kim YS, Lim SH, Oh KW, Kim JY, Koh SH, Kim J, et al. The advan-
tage of high-resolution MRI in evaluating basilar plaques: a com-
parison study with MRA. Atherosclerosis. 2012;224:411–416. doi: 
10.1016/j.atherosclerosis.2012.07.037.

 9. Mandell DM, Mossa-Basha M, Qiao Y, Hess CP, Hui F, Matouk C, 
et al; Vessel Wall Imaging Study Group of the American Society of 
Neuroradiology. Intracranial vessel wall MRI: principles and expert con-
sensus recommendations of the American Society of Neuroradiology. 
AJNR Am J Neuroradiol. 2017;38:218–229. doi: 10.3174/ajnr.A4893.

 10. Qiao Y, Zeiler SR, Mirbagheri S, Leigh R, Urrutia V, Wityk R, et al. 
Intracranial plaque enhancement in patients with cerebrovascular events 
on high-spatial-resolution MR images. Radiology. 2014;271:534–542. 
doi: 10.1148/radiol.13122812.

 11. Xu WH, Li ML, Gao S, Ni J, Yao M, Zhou LX, et al. Middle cerebral 
artery intraplaque hemorrhage: prevalence and clinical relevance. Ann 
Neurol. 2012;71:195–198. doi: 10.1002/ana.22626.

 12. Shi MC, Wang SC, Zhou HW, Xing YQ, Cheng YH, Feng JC, et al. 
Compensatory remodeling in symptomatic middle cerebral artery ath-
erosclerotic stenosis: a high-resolution MRI and microemboli monitor-
ing study. Neurol Res. 2012;34:153–158. doi: 10.1179/1743132811Y. 
0000000065.

 13. Kim JM, Jung KH, Sohn CH, Moon J, Han MH, Roh JK. Middle cere-
bral artery plaque and prediction of the infarction pattern. Arch Neurol. 
2012;69:1470–1475. doi: 10.1001/archneurol.2012.1018.

 14. Zhao DL, Deng G, Xie B, Gao B, Peng CY, Nie F, et al. Wall characteris-
tics and mechanisms of ischaemic stroke in patients with atherosclerotic 
middle cerebral artery stenosis: a high-resolution MRI study. Neurol Res. 
2016;38:606–613. doi: 10.1179/1743132815Y.0000000088.

 15. Dieleman N, van der Kolk AG, Zwanenburg JJ, Harteveld AA, Biessels 
GJ, Luijten PR, et al. Imaging intracranial vessel wall pathology with 
magnetic resonance imaging: current prospects and future directions. 
Circulation. 2014;130:192–201. doi: 10.1161/CIRCULATIONAHA. 
113.006919.

 16. Koops A, Ittrich H, Petri S, Priest A, Stork A, Lockemann U, et al. 
Multicontrast-weighted magnetic resonance imaging of athero-
sclerotic plaques at 3.0 and 1.5 Tesla: ex-vivo comparison with 
histopathologic correlation. Eur Radiol. 2007;17:279–286. doi: 
10.1007/s00330-006-0265-7.

 17. Qiao Y, Steinman DA, Qin Q, Etesami M, Schär M, Astor BC, et al. 
Intracranial arterial wall imaging using three-dimensional high isotro-
pic resolution black blood MRI at 3.0 Tesla. J Magn Reson Imaging. 
2011;34:22–30. doi: 10.1002/jmri.22592.

 18. Wang J, Helle M, Zhou Z, Börnert P, Hatsukami TS, Yuan C. Joint blood 
and cerebrospinal fluid suppression for intracranial vessel wall MRI. 
Magn Reson Med. 2016;75:831–838. doi: 10.1002/mrm.25667.

 19. Fan Z, Yang Q, Deng Z, Li Y, Bi X, Song S, et al. Whole-brain intracra-
nial vessel wall imaging at 3 Tesla using cerebrospinal fluid-attenuated 
T1-weighted 3D turbo spin echo. Magn Reson Med. 2017;77:1142–
1150. doi: 10.1002/mrm.26201.

 20. Yang Q, Deng Z, Bi X, Song SS, Schlick KH, Gonzalez NR, et al. Whole-
brain vessel wall MRI: a parameter tune-up solution to improve the scan 
efficiency of three-dimensional variable flip-angle turbo spin-echo.  
J Magn Reson Imaging. 2017;46:751–757. doi: 10.1002/jmri.25611.

 21. Ay H, Furie KL, Singhal A, Smith WS, Sorensen AG, Koroshetz WJ. An 
evidence-based causative classification system for acute ischemic stroke. 
Ann Neurol. 2005;58:688–697. doi: 10.1002/ana.20617.

 22. Lee DK, Kim JS, Kwon SU, Yoo SH, Kang DW. Lesion patterns and 
stroke mechanism in atherosclerotic middle cerebral artery disease: early 
diffusion-weighted imaging study. Stroke. 2005;36:2583–2588. doi: 
10.1161/01.STR.0000189999.19948.14.

 23. Noguchi T, Kawasaki T, Tanaka A, Yasuda S, Goto Y, Ishihara M, et al. 
High-intensity signals in coronary plaques on noncontrast T1-weighted 
magnetic resonance imaging as a novel determinant of coronary events. 
J Am Coll Cardiol. 2014;63:989–999. doi: 10.1016/j.jacc.2013.11.034.

 by guest on M
arch 15, 2018

http://stroke.ahajournals.org/
D

ow
nloaded from

 

http://stroke.ahajournals.org/


Wu et al  Whole-Brain Vessel Wall Imaging in A-to-A Embolism  7

 24. Virmani R, Kolodgie FD, Burke AP, Finn AV, Gold HK, Tulenko TN, et 
al. Atherosclerotic plaque progression and vulnerability to rupture: angio-
genesis as a source of intraplaque hemorrhage. Arterioscler Thromb Vasc 
Biol. 2005;25:2054–2061. doi: 10.1161/01.ATV.0000178991.71605.18.

 25. Turan TN, Bonilha L, Morgan PS, Adams RJ, Chimowitz MI. 
Intraplaque hemorrhage in symptomatic intracranial atherosclerotic 
disease. J Neuroimaging. 2011;21:e159–e161. doi: 10.1111/j.1552- 
6569.2009.00442.x.

 26. Hatsukami TS, Ferguson MS, Beach KW, Gordon D, Detmer P, 
Burns D, et al. Carotid plaque morphology and clinical events. Stroke. 
1997;28:95–100.

 27. Montauban van Swijndregt AD, Elbers HR, Moll FL, de Letter J, 
Ackerstaff RG. Cerebral ischemic disease and morphometric analyses of 
carotid plaques. Ann Vasc Surg. 1999;13:468–474.

 28. Kampschulte A, Ferguson MS, Kerwin WS, Polissar NL, Chu B, Saam 
T, et al. Differentiation of intraplaque versus juxtaluminal hemorrhage/
thrombus in advanced human carotid atherosclerotic lesions by in vivo 

magnetic resonance imaging. Circulation. 2004;110:3239–3244. doi: 
10.1161/01.CIR.0000147287.23741.9A.

 29. Troyer A, Saloner D, Pan XM, Velez P, Rapp JH; Assessment of Carotid 
Stenosis by Comparison with Endarterectomy Plaque Trial Investigators. 
Major carotid plaque surface irregularities correlate with neurologic 
symptoms. J Vasc Surg. 2002;35:741–747.

 30. Xu WH, Li ML, Gao S, Ni J, Zhou LX, Yao M, et al. In vivo high-reso-
lution MR imaging of symptomatic and asymptomatic middle cerebral 
artery atherosclerotic stenosis. Atherosclerosis. 2010;212:507–511. doi: 
10.1016/j.atherosclerosis.2010.06.035.

 31. Chung GH, Kwak HS, Hwang SB, Jin GY. High resolution MR imag-
ing in patients with symptomatic middle cerebral artery stenosis. Eur J 
Radiol. 2012;81:4069–4074. doi: 10.1016/j.ejrad.2012.07.001.

 32. Vergouwen MD, Silver FL, Mandell DM, Mikulis DJ, Swartz RH. 
Eccentric narrowing and enhancement of symptomatic middle cerebral 
artery stenoses in patients with recent ischemic stroke. Arch Neurol. 
2011;68:338–342. doi: 10.1001/archneurol.2011.20.

 by guest on M
arch 15, 2018

http://stroke.ahajournals.org/
D

ow
nloaded from

 

http://stroke.ahajournals.org/


Investigators
Xiuhai Guo, Debiao Li, Qi Yang, Xunming Ji, Zhaoyang Fan and on behalf of the WISP 

Fang Wu, Haiqing Song, Qingfeng Ma, Jiayu Xiao, Tao Jiang, Xiaoqin Huang, Xiaoming Bi,
Predictor of Artery-to-Artery Embolic Infarction

Hyperintense Plaque on Intracranial Vessel Wall Magnetic Resonance Imaging as a

Print ISSN: 0039-2499. Online ISSN: 1524-4628 
Copyright © 2018 American Heart Association, Inc. All rights reserved.

is published by the American Heart Association, 7272 Greenville Avenue, Dallas, TX 75231Stroke 
 published online March 14, 2018;Stroke. 

 http://stroke.ahajournals.org/content/early/2018/03/13/STROKEAHA.117.020046
World Wide Web at: 

The online version of this article, along with updated information and services, is located on the

  
 http://stroke.ahajournals.org//subscriptions/

is online at: Stroke  Information about subscribing to Subscriptions:
  

 http://www.lww.com/reprints
 Information about reprints can be found online at: Reprints:

  
document. Permissions and Rights Question and Answer process is available in the

Request Permissions in the middle column of the Web page under Services. Further information about this
Once the online version of the published article for which permission is being requested is located, click 

 can be obtained via RightsLink, a service of the Copyright Clearance Center, not the Editorial Office.Strokein
 Requests for permissions to reproduce figures, tables, or portions of articles originally publishedPermissions:

 by guest on M
arch 15, 2018

http://stroke.ahajournals.org/
D

ow
nloaded from

 

http://stroke.ahajournals.org/content/early/2018/03/13/STROKEAHA.117.020046
http://www.ahajournals.org/site/rights/
http://www.lww.com/reprints
http://stroke.ahajournals.org//subscriptions/
http://stroke.ahajournals.org/



