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Abstract

Purpose: Biomarkers related to hemodynamics can be quantified using angiographic parametric
imaging (API), which is a quantitative imaging method that uses digital subtraction angiography
(DSA). We aimed to assess the accuracy of API in locating infarct core within large vessel
occlusion (LVO) acute ischemic stroke (AIS) patients.

Approach: Data were retrospectively collected for 25 LVO AIS patients who achieved success-
ful recanalization. DSA data from lateral and anteroposterior (AP) views were loaded into
API software to generate hemodynamic parameter maps. Relative differences in hemispherical
regions for each API parameter were calculated. Ground truth infarct core locations were
obtained using 24-h follow-up fluid-attenuation inversion recovery (FLAIR) MRI imaging.
FLAIR MRI infarct locations were registered with DSA images to determine infarct regions
in API parameter maps. Relative differences across hemispheres for each API parameter were
plotted against each other. A support vector machine was used to determine the optimal hyper-
plane for classifying regions as infarct or healthy tissue.

Results: For the lateral and AP views, respectively, the most accurate classification of
infarct regions came from plotting mean transit time (MTT) versus peak height (PH)
[accuracy = 0.8125 +0.0012 (95%)], the area under the receiver operator characteristic
curve (AUROC) = 0.8946 + 0.0000 (95%), and plotting MTT versus the area under the curve
(AUC) [accuracy = 0.7957 £ 0.0011 (95%), AUROC = 0.8759 + 0.0000 (95%)].

Conclusions: API provides accurate assessment of locating ischemic core in AIS LVO patients
and has the potential for clinical benefit by determining infarct core location and growth in real
time for intraoperative decision making.

© 2020 Society of Photo-Optical Instrumentation Engineers (SPIE) [DOI: 10.1117/1.JM1L.7.1.016001]
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1 Introduction

Stroke is the leading cause of long-term disabilities within the United States and affects one
person every 40 s.! There are two types of strokes, ischemic and hemorrhagic, accounting for
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87% and 13% of all strokes, respectively.” Ischemic strokes result from reduced or lack of blood
flow to the brain due to stenosis or arterial occlusion.** Depending on the viability of the brain
tissue, which is affected by the duration of occlusion and collateral flow, the tissue can be clas-
sified as infarct core, penumbra, or healthy tissue. Infarct core is tissue that is permanently dam-
aged from oxygenated blood deprivation and cannot be salvaged even in the event of reperfusion
procedures.™® The severity of an occlusion can be measured using a patient’s hypoperfusion
intensity ratio (HIR), which is the volume of severely hypoperfused tissue divided by the volume
of tissue with any degree of hypoperfusion. If a patient’s HIR is <0.5, infarct forms at a rate of
0.9 mL/h and if their HIR is >0.5, infarct forms at a rate of 10.1 mL/h.” These rates indicate that
time is valuable when salvaging tissue that is deficient in blood supply, penumbra, before it
converts to infarct core.

Currently, computed tomography perfusion (CTP) and fluid-attenuation inversion recovery
(FLAIR) MRI are the standard methods used to diagnose infarct tissue in stroke centers, espe-
cially at late time windows or when the exact time of stroke symptom onset is unknown.®’ CTP
involves the quantification of hemodynamic parameters through the injection of contrast media
into a patients neurovasculature. Infarct regions are subsequently quantified through contralat-
eral hemisphere comparisons of these hemodynamic parameters.'” FLAIR MRI is capable of
detecting infarct by isolating hyperintense brain lesions and is additionally known to be the gold
standard for quantifying infarct core.”!" CTP and FLAIR MRI, however, have drawbacks in that
they do not provide real-time guidance, and in the case of FLAIR MRI, can take up to 12 min to
acquire.'? In the event that the embolus causing the occlusion is removed through a mechanical
thrombectomy and the embolus breaks apart causing occlusions in distal vascular branches,
additional CTP, or FLAIR MRI imaging will be required to identify new forming regions of
infarct. In a study conducted, this thombectomy complication occurred in 1 out of every
144 patients.13 Due to this, a method that can detect infarct tissue in real time would be of great
clinical benefit. Using such information, physicians would be able to modify certain aspects of
the endovascular procedure or postoperative workflow and intensive care unit monitoring.

Digital subtraction angiography (DSA) imaging is a clinical imaging method that provides
real-time evaluation of patients through two-dimensional visualization of contrast media pro-
gressing through vasculature but to date has mainly been used for structural imaging (Fig. 1).'*
Angiographic parametric imaging (API) is based on DSA imaging and it quantifies hemo-
dynamic parameters within patient vasculature based on the flow of injected contrast. To date,
most studies conducted using API derived from DSA have had different clinical applications,
such as determination of coronary flow reserve and renal transplant evaluation.'>'® The five
standard API parameters used for quantitative hemodynamic analysis are: bolus arrival time
(BAT), time to peak (TTP), mean transit time (MTT), the area under the curve (AUC), and peak
height (PH). In the presence of infarct core, time-related parameters such as BAT, TTP, and MTT
should increase due to delay in flow in permanently damaged tissue. Conversely, the AUC and
PH parameters should decrease in regions of damaged tissue due to delay and prevention of
contrast media flow.

Within this study, we aim to determine whether API can be utilized to detect regions of infarct
core within large vessel occlusion (LVO) acute ischemic stroke (AIS) patients through compari-
son of API parameter relative differences between cerebral hemispheres. Additionally, we com-
pared predicted infarct regions using API with FLAIR MRI to assess the accuracy of APL If
deemed successful in locating infarct core, API could be used for patients who are candidates for
thrombectomy by aiding in the prediction of infarct location and growth during the endovascular
procedure to potentially influence intraoperative decision-making. Particularly, this method
could be of great assistance in the event of new vessel occlusions during reperfusion procedures.

2 Methods

2.1 Image and Data Collection

For this retrospective study, institutional review board approval was obtained and informed
consent was waived. Inclusion criteria for this study were patients with LVO AIS who had
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Fig. 1 Demonstration of an AP DSA sequence showing progression of contrast through
vasculature for an AIS patient who received successful reperfusion of TICI 2b. (a) Prior to contrast
injection (time = 0.67 s) and (b) while contrast is located within the carotid artery (time = 2.67 s);
(c) (time = 3.33 s) and (d) (time = 4.00 s) show contrast progressing into distal vessels.

undergone successful recanalization of thrombolysis in cerebral infarction (TICI) 2b (reperfu-
sion with >50% of distal branch filling) or 3 (complete reperfusion of all distal branches).'’
Additionally, patients who did not receive 24-h follow-up FLAIR MRI imaging were excluded
from the study. The TICI scores were determined by the treating attending physicians at the
completion of reperfusion mechanical thrombectomy procedures and were further adjudicated
by an additional operator not involved in the interventional procedure. The additional operator
was an endovascular fellow and a consensus was reached between the two operators in deter-
mining the final TICI score. The following clinical data were collected: baseline National
Institute of Health Stroke Scale (NIHSS) scores, time of onset of stroke symptoms, and time
of achieved reperfusion. Finally, postinterventional standard anteroposterior (AP) and lateral
DSA images demonstrating successful reperfusion from each patient were downloaded from
the hospital’s picture archiving communications system (PACS). Original acquisition of the
DSA images for all patients was conducted using two Canon (formerly Toshiba) Infinix biplane
system. Scan acquisition parameters varied from patient to patient but summary statistics
(mean =+ standard deviation [median] {interquartile range}) for continuous parameters are
as follows: a tube voltage of 82 4 6.1 [80] {75 to 85} peak kilo-voltages, a tube current of 160 £
16 [160] {150 to 165} milliamps, and resolution of 0.15 mm. Additionally, a field of view of 199
and 248 mm for the AP and lateral views, respectively, and a temporal sampling rate of 3 frames
per s was utilized. DSA images were acquired for both hemispheres of the brain (stroke positive
and stroke negative) from both the lateral and AP views. Cases with images with significant
motion artifact precluding accurate analysis were excluded. The FLAIR MRI images were also
downloaded from the hospital’s PACS. In total, data from 25 patients was collected for usage in
this study.

2.2 API Software

DSA images for the right and left hemispheres of the brain were registered with each other for
the lateral and AP views, respectively, using a MATLAB R2018a 9.4.0 (MathWorks, Natick,
Massachusetts) built in geometric-based image registration function (Image Processing Toolkit
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Fig.2 (a), (b) AP DSA images for the same patient for the left and right hemispheres, respectively.
Note the tilt in the patients head within (b). (c) An overlay of the two images following registration
to allow for the exact same placement of ROIs between hemispheres. Note the significant overlap
of skull region in the registered images.

10.2) as shown in Fig. 2. Previous scientific studies have been conducted and were successful
utilizing this built in registration tool on medical imaging data.'® This registration method
focused on the geometric shape and intensity values of the skull motion artifact to register the
DSA images for contralateral hemispheres for each image in the DSA sequence. For this study,
registration parameters utilized were a similarity transformation, a linear interpolation method,
and a similarity metric that minimized mean square error. Additionally, a one-plus-one evolu-
tionary optimizer was used with the following parameters: an initial search radius of 9 x 1074,
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a minimum search radius of 1.5 x 1072, a search radius growth factor of 1.01, and a maximum
number of iterations of 1000 for the optimizer. These parameters control the step size used in the
parameter space to refine the registration and converge on the local optimum. The registered
DSA images were then loaded into an analysis software developed in LabVIEW 18.0.0 (National
Instruments, Austin, Texas), which generated API parameter maps. The software records the
pixel intensity in each frame to generate a time density curve (TDC). Gamma variate curve fitting
was then utilized to calculate the API parameter values at each pixel location. Equation (1) indi-
cates the gamma variate curve fitting equation, where K indicates the maximum value of the
TDC, BAT is the bolus arrival time for the pixel being sampled, ¢ is the time points of the DSA
sequence, and « and S are the curve fitting parameters.”' Calculated API parameter values for
each pixel location allow for the generation of BAT, TTP, MTT, AUC, and PH API parameter
maps for both the right and left hemispheres for the lateral and AP views for each patient.
Figure 3 shows the lateral and AP maps generated for the AUC and PH API parameters.
Since the rate of injection is dependent on the neurosurgeon’s technique, normalization of each
API map needs to be conducted to prevent skewed values due to one hemisphere containing a
quicker injection rate than the contralateral hemisphere. This normalization was carried out by
dividing the entire API map by the average arterial inlet value for each respective API map. For
intensity parameters such as PH and AUC, all intensities in each API map were scaled down by
the average inlet artery intensity for each respective parameter. For time related parameters, such
as BAT, TTP, and MTT, each respective API map is scaled down by the corresponding API
parameter’s average inlet time. This arterial inlet value is determined by generating a TDC
at the intel of the main feeding artery and quantifying each hemodynamic parameter at the inlet
location:

(1-BAT)
{K-(t—BAT)“e__ﬂ , t>BAT

gamma fit contrast intensity .
0, t <BAT

€]

Following generation of the API parameter maps, 20 regions of interest (ROI) were placed
within the right hemisphere in both the lateral and AP views for each patient. A predefined shape

Fig. 3 (a), (b) Lateral and AP normalized API maps, respectively, for the AUC parameter.
(c), (d) Normalized API maps for the PH parameter from the lateral and AP views, respectively.
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Fig. 4 Overlay of the ROlIs for extracting API parameters values are indicated. ROl placement in

(a) is influenced by ROI placement in (b) by flipping the placed ROIs over the y axis. (c), (d) The
placement of ROlIs in the right and left hemispheres, respectively, for the lateral view.

and position was set for each ROI to be place within the right hemisphere after which the user
could manipulate the shape and size of the ROI to prevent it from extending into the extracranial
space. The use of 20 ROIs was selected to efficiently segment vasculature into multiple sections
but still overcome any erroneous API values introduced during averaging in future techniques.
ROIs were placed to avoid the main inlet vessel to prevent skewing of the API parameter values.
The previously mentioned image registration of the hemispheres allowed for 20 additional ROIs
to be placed within the exact same region in the contralateral hemisphere for both the lateral and
AP views. Figure 4 shows the placement of the ROIs within each hemisphere and within each
view. Once ROIs were placed, average values were extracted from each ROI within the BAT,
TTP, MTT, AUC, and PH API maps. Relative difference values were determined between cor-
responding hemispherical ROIs for each API parameter. Contralateral hemisphere comparisons
were conducted due to the high accuracy of this method in detecting infarct core for CTP.
Furthermore, CTP utilizes similar parameters to API such as MTT, BAT, and TTP.'%2%2 Relative
differences were calculated by dividing the absolute value of the difference between the hemi-
spherical API values by the average of those two API values. Equation (2) indicates the relative
difference formula used with R indicating the ROI API value from the right hemisphere and
L representing the corresponding ROI API value from the left hemisphere:

o _IR-L]
relative difference = I (2)

2

2.3 FLAIR MRI Image Registration

FLAIR MRI data were obtained using a Vantage Titan 1.5T MRI unit (Canon Medical Systems
Corporation, Otawara, Japan) using the axial FLAIR protocol. This protocol involves an
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inversion time of 2500 ms, a repetition time of 10,000 ms, and an echo time of 120 ms.
Additionally, a slice thickness of 5 mm, pixel spacing of 0.3947 mm, and in-plane resolution
of 0.9462 mm was utilized. To determine ground truth infarct locations, FLAIR MRI images for
each patient were loaded into the Slicer Community’s open source 3-D Slicer software. Pixel
spacing and slice thickness values for each MRI were input into the software to generate the
original MRI volume. Infarct core was segmented using a standard thresholding technique. The
specific threshold set was to identify regions within the brain as infarct if their FLAIR protocol
gray scale pixel values were >80 based on a previous study conducted.”* Two-dimensional
views were subsequently generated from the lateral and AP views showing the entire diameter
of the infarct core. Figure 5 shows the original FLAIR MRI image with segmented infarct from
the lateral and AP views. At the generated lateral and AP views, the skull was segmented using
thresholding and the resulting lateral and AP images were exported indicating both infarct core
and skull.

Exported images showing infarct core and skull were registered to the DSA images used to
generate the API maps. MATLAB’s build in geometric registration tool was used for this and the
registration was driven by the skull formation within the DSA and segmented infarct FLAIR
MRI images. For this portion of the study, registration parameters utilized were an affine trans-
formation, linear interpolation, and a multimodal Mattes method similarity metric. This metric is
specifically designed for registration across different imaging modalities by calculating the joint
probability distribution of pixels sampled in each image to determine where pixels map to across
images.?> This particular multimodal method has been tested in a previous study between CT and
MRI images.”® Additionally, a one-plus-one evolutionary optimizer was used with an initial
search radius of 9 X 10~*, a minimum search radius of 1.5 X 1078, a search radius growth factor
of 1.65, and a maximum number of 2000 optimizer iterations. Registration of these images and
removal of the skull region from the FLAIR MRI image is demonstrated in Fig. 6. Following
registration, ground truth infarct and healthy tissue labels were created for each ROI within the
DSA images based on the overlap of infarct in the FLAIR MRI images. In the event that a single
ROI contained a combination of infarct and healthy tissue, it was labeled as infarct positive only
if more that 10% of the region was filled with infarct. This cutoff was set to impose strict iden-
tification of any infarct tissue present but also account for small breaches in the ROI caused by
infarct and healthy tissue interfaces.

2.4 Support Vector Machine Infarct Core Classification

Relative difference values between contralateral hemisphere ROIs for each API parameter were
plotted against each other, two parameters at a time. In order to determine the optimal separation
plane for labeling infarct core and healthy tissue, MATLAB’s built in unsupervised machine
learning support vector machine (SVM) was used. SVMs generate a hyperplane at the region
that best separates data into two binary classes and in this case that is infarct core and healthy
tissue. The SVM utilizes support vectors to generate this hyperplane between the relative differ-
ence values for each API parameter plotted. The support vectors are chosen as the data points
closest to the separation plane that creates the largest margin between the two classes. For this
study, the hyperplane was generated for each grouping of API parameters using 289 healthy data
points and 211 infarct data points for the AP view and 327 healthy and 173 infarct data points for
the lateral view. Following the generation of the hyperplane for each grouping of API param-
eters, calculations of how accurate the SVM was in predicting infarct and healthy tissue were
performed for each API parameter pairing. This accuracy determination was conducted using a
10-fold cross-validation method where the sample set is partitioned into 10 equal sized subsam-
ples with 9 subsamples being used for training the model and 1 subsample being used for testing.
The validation process is repeated 10 times, alternating which subsamples are used for training
and testing. Additionally, receiver operator characteristic (ROC) curves were generated for each
grouping of API parameters to indicate that two API parameters are optimal in classifying infarct
core through the area under the receiver operator characteristic curve (AUROC) calculations. The
SVM was run 20 total times since it is possible different support vectors could be chosen for each
run when generating the optimal classification hyperplane. Accuracy results from each of these
20 runs were averaged together to account for any variability in the support vectors used to
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Fig. 5 (a) A single slice from an FLAIR MRI image. Infarct core is the highly intensified signal in
the right hemisphere. (b), (c) AP and lateral view segmented infarct outputs from the 3-D Slicer
software, respectively.

generate the classification hyperplane. 95% confidence intervals were determined for the accu-
racies and AUROC for each grouping of API parameters that were plotted against each other.

Following pooling of all patient data for training and testing, data from individual patients
were grouped and tested on. This method involved training the SVM model on the previously
mentioned API groupings from 24 patients and testing the model on the remaining patient to
determine the accuracy of identifying infarct regions in that particular patient. Training and test-
ing of the model for the same patient was conducted 20 times to take into account any variability
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Fig. 6 Overlay of infarct core onto DSA images following exported FLAIR MRI infarct image
registration with DSA images. (a), (b) Overlays from the AP and lateral views, respectively.

in selection of the support vectors use in generating the classification hyperplane and classifi-
cation accuracies were averaged together. This method of training on 24 patients and testing on
the remaining patient was repeated so infarct classification accuracies could be determined for
each patient individually. This method was conducted for both the AP and lateral views.

3 Results

Basic demographics and clinical results for the 25 patients in this study are represented in
Table 1. For the entirety of the dataset, the mean age for all patients was 67.2 4+ 10.2 and

Table 1 Characteristics of all 25 LVO AIS patients included within the study. Continuous
variables, such as age, are displayed with the summary statistics mean, standard deviation,
median, and interquartile range. Discrete variables, such as recanalization TICI scoring, are
displayed as the fraction and percentage of patients with that particular score.

Standard Interquartile
Characteristic Mean deviation Median range
Age (years) 67.2 10.2 65 60 to 72
NIHSS score 14.0 8.0 14 810 20
Time from onset of symptoms to initial stroke imaging (min)  156.9 86.2 132 120 to 153
Time from onset of symptoms to recanalization (min) 273.3 152.8 221 172 to 326
Time from initial stroke imaging to recanalization (min) 116.4 138.0 77 43 to 114

Percentage Fraction

Sex (male and female) 48.0, 52.0 12/25, 13/25
Middle cerebral artery occlusion 60.0 15/25
Posterior cerebral artery occlusion 12.0 3/25
Anterior cerebral artery occlusion 8.0 2/25
Internal carotid artery occlusion 20.0 5/25
TICI 2b 40.0 10/25
TICI 3 60.0 15/25

Journal of Medical Imaging 016001-9 Jan/Feb 2020 « Vol. 7(1)



Rava et al.: Performance of angiographic parametric imaging in locating infarct core. ..

48% (12/25) of patients were male. The median NIHSS score was 14. The majority of all occlu-
sions that occurred (60%) were within the middle cerebral artery. The median time from onset of
stroke symptoms until initial stroke protocol imaging was 157 min. Median time (interquartile
range) from initial stroke protocol imaging to recanalization was 77 (43 to 114) min.
Recanalization procedures resulted in TICI scores of 2b and 3 in 40% and 60% of the cases,
respectively.

The relative differences for each pair of API parameters were plotted against each other for
the lateral view and the four most accurate pairings are displayed in Fig. 7. Additionally, the solid
black line in each subplot of Fig. 7 demonstrates the SVM determined hyperplane that best
separates the data points into infarct core and healthy tissue. Similarly, relative differences
between each paring of API parameters were plotted for the AP view and the four most accurate
pairings are represented in Fig. 8. 95% confidence intervals for the accuracy of the SVM deter-
mined hyperplane in classifying infarct core and healthy tissue regions are shown in Table 2 for
all parings of API parameters.
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Fig. 7 (a) AUC relative hemisphere differences plotted against MTT relative differences, (b) PH
relative differences plotted against MTT relative differences, (c) AUC relative differences plotted
against BAT relative differences, and (d) PH relative differences plotted against AUC relative
differences for the lateral view. Note the solid black line in each figure, which is the hyperplane
created by the SVM to best classify data as infarct core or healthy tissue.
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Fig. 8 (a) AUC relative hemisphere differences plotted against TTP relative differences, (b) AUC
relative differences plotted against MTT relative differences, (c) AUC relative differences plotted
against BAT relative differences, and (d) PH relative differences plotted against AUC relative
differences for the AP view. Note the solid black line in each figure, which is the hyperplane
created by the SVM to best classify data as infarct core or healthy tissue.

ROC curves were subsequently generated for the lateral and AP view’s four most accurate
pairings of API parameters in classifying infarct core and healthy tissue. Figures 9 and 10 re-
present the ROC curves for these optimal API parameter pairings for the lateral and AP views,
respectively. 95% confidence intervals for the AUROC for each respective parameter pairing for
both the lateral and AP view are represented in Table 3.

The results for training on 24 patients and testing on the remaining patient to determine
classification accuracies for each patient are indicated within Figs. 11 and 12 for the lateral and
AP views, respectively. These box and whisker plots indicate the distribution of accuracies in
classifying infarct tissue for all patients using each grouping of API parameters. The average
classification accuracy for all patients is indicated by the black diamond in each box.

Figure 13 indicates the classification of ROIs within a particular patient as infarct or healthy
tissue. The AUC and MTT API parameter hyperplane for the AP view, generated using data from
the other 24 patients, was utilized to classify these ROIs. Within this figure, regions outlined in
red and green represent infarct and healthy tissue, respectively.
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Table 2 Accuracies of all pairings of APl parameters in classification of infarct and healthy tissue
using an SVM. The average accuracies are calculated from 20 separate testing batches using
the SVM. All average accuracies are represented as 95% confidence intervals.

Plotted API parameters Lateral view accuracy AP view accuracy

TTP versus MTT

TTP versus BAT

TTP versus AUC

TTP versus PH

MTT versus BAT

MTT versus AUC

MTT versus PH

BAT versus AUC

BAT versus PH

AUC versus PH

0.7711 +0.0012

0.6540 + 0.0000

0.7984 + 0.0005

0.7745 4+ 0.0008

0.7540 4+ 0.0015

0.8120 + 0.0014

0.8125 1+ 0.0012

0.8098 + 0.0005

0.7700 + 0.0008

0.8059 4+ 0.0014

0.7205 + 0.0019

0.6420 + 0.0008

0.7790 £ 0.0020

0.7182 £ 0.0011

0.7335+0.0013

0.7957 £ 0.0011

0.7387 £ 0.0029

0.7932 £+ 0.0011

0.7486 + 0.0017

0.7953 + 0.0010

4 Discussion

This study provides an understanding regarding the ability of API to accurately locate regions of
infarct core within LVO ALIS patients through comparisons with FLAIR MRI ground truth infarct
labels. This study demonstrates that API can be used to monitor blood flow changes and predict
infarct core with very high sensitivity (AUROC values mostly above 0.75). During diagnosis and
intervention, it is very important to know precisely the extent of infarct core and penumbra due to
perfusion deficits. Other studies have indicated that accurate location of infarct core within
sufficient time periods following an occlusion can directly predict the clinical outcome of a
patient.”® Misidentification of the location and extent of infarct core could additionally lead
to the mislabeling of penumbra tissue as healthy tissue. This could affect the therapeutic decision
to not perform the required mechanical thrombectomy and prevent salvageable tissue from con-
verting to infarct core.”” Additionally, accurate real-time assessment of infarct core could prevent
the occurrence of a reperfusion injury, which occurs when permanently injured tissue and
vasculature is reintroduced to oxygenated blood.”®

Through utilization of an SVM in classifying regions as infarct core or healthy tissue
using the lateral view, the optimal pairing of API parameters was found to be PH and MTT.
This combination of parameters was found to have the highest mean accuracy of 0.8125.
Additionally, groupings of MTT with PH, AUC with BAT, and AUC with PH where found
to all have accuracies above 0.8000. The parameters of AUC and PH are commonly seen with
the highest accuracy in this study. This is mostly likely due to intensity changes of the TDC that
occur in the regions of infarct core. Within these infarct regions, there will be little to no flow of
contrast media into the microvessels feeding tissue, potentially due to vessel damage.”” This
indicates the peak, or PH, of the TDC will decrease in intensity. Additionally, due to a decrease
in the height of the curve and little to no contrast entering the region, the area underneath the
TDC should decrease as well. MTT is frequently seen as an identifier of infarct core as well since
any contrast media that enters regions of dead tissue will slowly progress through the region
due to the little amounts of blood flow present.”’ This further indicates the full-width half-max
of the TDC extending in width, which corresponds to an increased MTT parameter. Similar to
the accuracy values calculated, the same API parameter pairings were found to have the highest
AUROC values. This further indicates that the previously mentioned pairings are optimal in
acting as classifiers in differentiating infarct core from healthy tissue.

When analyzing the results from the AP view, it was found that the AUC against MTT was
the optimal grouping in classifying infarct core and healthy tissue. Similarly, AUC against PH
and AUC against BAT where again within the top four classification pairings, each with
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Fig. 9 ROC curves for the predicted lateral view classification of infarct core and healthy tissue
based on the indicated APl parameters. Mean AUROC for each respective subfigure are:
(a) 0.9038, (b) 0.8946, (c) 0.8725, and (d) 0.8815.

accuracies of about 0.7900. The AUROC values further indicate these pairings of parameters to
be the most successful classifiers. This is represented through the AUROC values >0.8500 for
each of the three pairing of API parameters previously mentioned.

Through used of an SVM to determine the accuracies of infarct classification for each patient,
it can be determined that the MTT against PH parameter is again the most accurate for the lateral
view infarct classification. Additionally, the AUC against MTT parameter is the most accurate in
determining infarct core for the AP view. This is indicated within Figs. 11 and 12 by average
patient classification accuracies >80% when utilizing the previously mentioned groupings of
parameters. Furthermore, the interquartile ranges for the aforementioned groupings of API
parameters, for their respective views, are more narrow compared to the remainder of groupings.
This narrow interquartile range indicates that these metrics are just as effective across the major-
ity of patients and only in a few patients is this method less effective. In addition, for the MTT
and PH grouping for the lateral view and AUC and MTT grouping for the AP view, 75% of the
individual patient accuracies lie above 75% further enforcing this method is effective in most
patients with a few outliers where the method is ineffective.
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(a) ROC for infarct classification using AP AUC and (b) ROC for infarct classification using AP AUC and MTT
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Fig. 10 ROC curves for the predicted AP view classification of infarct core and healthy tissue
based on the indicated APl parameters. Mean AUROC for each respective subfigure are:
(a) 0.8354, (b) 0.8759, (c) 0.8725, and (d) 0.8517.

When viewing the results of the lateral and AP views together, it can be seen that the unison
of TTP and BAT is the least accurate identifier and these two parameters are typically involved in
the lower accuracy classifications. These parameters together most likely have the lowest clas-
sification accuracy due to the direct influence of TTP on BAT. Overall, the TTP parameter tends
to have lower accuracies and since the BAT parameter is determined from the time, in which the
TDC reaches 10% its maximum height, it is intuitive that the BAT parameter would have lower
accuracies as well.”! Additionally, when comparing the results from the AP and lateral views,
it can be seen the lateral view typically has higher accuracies and AUROC:s. This discrepancy in
accuracies across views is likely due to the increased amount of overlapping vasculature in the
AP view compared to the lateral view. From the AP view perspective, anterior and posterior
vasculature is overlapped meaning regions of the anterior cerebral artery and posterior cerebral
artery cannot be differentiated at times. From the lateral view, however, the three main arterial
branches appear in a more spacious manner allowing for differentiation between each of the
branches and further allowing for less overlapping vasculature in general. Additionally, it is
worth noting that all API parameter groupings will always differ between the AP and lateral
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Table 3 AUROC values of all pairings of API parameters in classification of infarct and healthy
tissue using an SVM. The average AUROC values are calculated from 20 separate testing
batches using the SVM. All average AUROC values are represented as 95% confidence intervals.
Note that the 95% confidence levels of O are due to little to no variation across the generation of
each curve.

Plotted API parameters Lateral view AUROC AP view AUROC
TTP versus MTT 0.8153 + 0.0000 0.7668 + 0.0000
TTP versus BAT 0.4576 + 0.0092 0.6585 + 0.0000
TTP versus AUC 0.8713 + 0.0000 0.8354 + 0.0000
TTP versus PH 0.8278 + 0.0000 0.7597 + 0.0000
MTT versus BAT 0.8033 + 0.0000 0.7857 + 0.0000
MTT versus AUC 0.9038 + 0.0000 0.8759 + 0.0000
MTT versus PH 0.8946 + 0.0000 0.8263 + 0.0000
BAT versus AUC 0.8725 + 0.0000 0.8507 + 0.0000
BAT versus PH 0.8224 + 0.0000 0.7843 + 0.0000
AUC versus PH 0.8815 + 0.0000 0.8517 + 0.0000

Lateral view infarct classification accuracy for all patients
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Fig. 11 Box and whisker plot indicating the distribution of infarct core classification accuracies for
individual patients utilizing all 10 API parameter groupings from the lateral view. Average infarct
classification accuracy for individual patients is indicated by the black diamond. Outliers are indi-
cated by red crosses. Note that narrow interquartile ranges indicate parameter groupings are
successful to similar degrees across all patients.

views in regards to the threshold classification hyperplane determined by the SVM. This is due to
the different views having different amounts of overlapping vasculature, meaning calculated API
values and subsequent relative differences between hemispheres will differ between views.
Additionally, the normalization technique used in this study increased the accuracies of the
results. Within previously conducted studies, it was found that the rate of contrast injection could
significantly influence the API parameters that were calculated.”' Since clinicians inject contrast
by hand, this would result in different rates of contrast flow within each hemisphere of the brain.
By dividing the entirety of the API maps by the arterial inlet values for each specific patient,
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Fig. 12 Box and whisker plot indicating the distribution of infarct core classification accuracies for
individual patients utilizing all 10 API parameter groupings from the AP view. Average infarct clas-
sification accuracy for individual patients is indicated by the black diamond. Outliers are indicated
by red crosses. Note that narrow interquartile ranges indicate parameter groupings are successful
to similar degrees across all patients.

Fig. 13 Overlay of infarct core onto an AP view DSA image following ROI classification as infarct
or healthy tissue. This classification utilized the API parameters AUC and MTT to label infarct and
healthy tissue. The red and green ROls represent regions labeled as infarct and healthy tissue,
respectively. Note the regions with very minute amounts of infarct (< 10%) were labeled as healthy
tissue.

normalization of the maps was achieved to a degree that allowed for hemispherical comparisons.
Had normalization not been conducted, there would have been no standardized thresholds in
classification of infarct core due to not only different rates of injection but also due to different
rates of blood flow in contralateral hemispheres.

Limitations of this study include the frame rate in which the DSA sequences were acquired
prior to loading them into the API software. The rate in which these sequences were taken was
3 frames per s. This frame rate indicates that fewer points are being used to generate the TDC
using the gamma variate fit function meaning the function is less accurate than it would be if
images were taken at a rate of 19 frames per s. In addition, the API software used is for two-
dimensional images, which leads to an overlap of vasculature when generating the API maps.
This limits the accuracy of the API values calculated within both infarct and healthy tissue
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regions in the event of a main artery being present in front of, or behind the infarct core. Infarct
core will typically have higher time related parameters, but in a two-dimensional image, if the
main artery is in front of the infarct core the values will be significantly decreased since the
contrast flowing through the artery will significantly outweigh the contrast flow measurements
in the surrounding microvessels. Another limitation to this study is the utilized normalization
method may not be the most optimal normalization than can be utilized. This is because injec-
tions conducted at a later time within the DSA scan would lead to an additive variability in the
API maps as opposed to a scaling factor.

Furthermore, within this study, only groupings of two API parameters were utilized in infarct
core classification. This was done for the purpose of easy visualization for clinical implemen-
tation. However, it is possible that groupings of more than two API parameters could lead to
more accurate results in infarct core classification. Additionally, a further limitation of this study
is that there is an uneven sample size of infarct and healthy tissue data points when training and
testing the SVM. Particularly for the lateral view, there are only 173 infarct data points compared
to the 327 healthy data points, which could lead to classification errors due to fewer infarct
training data. Another limitation to this study is that contralateral hemisphere comparisons
of data points may not always yield correct results. In the event a patient has bilateral infarctions,
tissue is diseased in both hemispheres, or there are anatomical variances across hemispheres and
the comparison of API data points might not be different to a significant degree to correctly
identify infarct tissue. This can additionally be seen as a drawback to CTP since bilateral infarc-
tions in contralateral hemispheres are not always identified correctly.*

An additional limitation to the study is the FLAIR MRI images used for the ground truth
infarct labels had a slice thickness of 5 mm. This means that interpolation had to be performed
when regenerating the MRI images further lowering the accuracy of the true location of infarct
tissue. To increase the accuracy of these ground truth labels, FLAIR MRI images need to be
acquired with a thinner slice thickness or CT perfusion infarct predictions could be used in its
place. Another limitation was that the accuracy of image registration between the DSA and
FLAIR MRI images was not calculated since there is no ground truth to relate. In the event
there is any error in the registration between these images, ground truth classification errors of
infarct tissue could be introduced to the study. A further limitation to this study is that API
analysis was not conducted on prethrombectomy DSA images since the occlusion obstructed
direct contrast injection. A comparison of the calculated infarct tissue between pre- and post-
thrombectomy images could allow for determination of any potential infarct growth that occurs.
One final limitation was the amount of motion that occurs during DSA acquisition. This patient
motion introduces noise into the image, which causes fluctuations in image intensity values
between sequential images in a sequence. Since the density curves are generated via intensity
values in subsequence images, any noise introduced into the image will impact the accuracy of
the generated TDC.

5 Conclusion

API has shown the ability to accurately classify regions of infarct core and healthy tissue based
on contralateral hemisphere comparisons of hemodynamic parameter values. This method has
the potential to be of great clinical benefit by determining infarct core location and growth in real
time, which could influence intraoperative decision making. Further validation of this method is
warranted.
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