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ABSTRACT The objective of this research is to design and implement a machine learning (ML) based
technique that can predict cases of septic shock and extreme sepsis and assess its effects on medical practice
and the patients. The study is a retrospective cohort type, which is used to algorithmic deduction and
validation, along with pre- and post-impact assessment. For non-ICU cases, the algorithm was deduced
and validated for specific periods. The classifiers used for the study have been deduced and validated by
employing electronic health records (EHR), which were silent initially but alerted the clinical personnel
concerning the sepsis prediction. For training the classification system, the chosen patients should have
had ICD and the latest codes concerning extreme sepsis or septic shock. Moreover, the patients should
have had positive blood culture during their interaction with the hospital, where there were indications of
either systolic blood pressure (SBP) or lactate levels. The classification algorithms demonstrated a 93.84%,
93.22%, 95.25% accuracy, sensitivity and specificity respectively. The pattern used for clinical detection,
in the context of the alerting system, led to a small but statistically significant increase in IV usage and lab
tests. The values used for the alerting system were found to have no statistically significant difference in the
context of different ICU wards since data from the laboratory tests serve as the primary early indicator of
septic shock by confirming the presence of toxins.

INDEX TERMS Sepsis estimation, machine learning, deep learning, features optimization, clinical detection
modeling.

I. INTRODUCTION
Considering medical syndromes, sepsis is among the most
widely occurring syndromes in the country. Sepsis was previ-
ously categorised using a three-tier progression, namely sep-
sis, severe sepsis, and septic shock. Recently, the definition
has been revised to a two-tier progression, namely sepsis
(which includes severe sepsis), and septic shock [1]. Sep-
sis may have a life-threatening outcome, and sepsis-related
mortality rate ranges between 25% to 40%, as understood
from the latest literature [1], [2]. Sepsis is responsible for an
economic burden of about $24 billion on the healthcare sys-
tem in the U.S. [3]. Prompt diagnosis and rapid intervention
may prevent sepsis from progressing to septic shock, thereby
leading to higher patient survival and decrease stay at the
hospital [4]. Sepsis comprises organ dysfunction arising from
an infection-triggered systemic immune response, thereby
causing inflammation. Nevertheless, the infection source and
patient response can be very different across individuals,
thereby creating challenges in the swift detection of sepsis.
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Hence, medical research has recently focused on automatic
inpatient surveillance to facilitate the swift detection of sep-
sis. Health information is widely digitised using electronic
health records (EHRs), thereby facilitating the development
of automated systems that help with clinical decision making
and prediction, which, in turn, lead to enhanced surveillance
and intervention for complex cases [5]. Such information sys-
tems may offer suggestions and alert healthcare personnel by
transforming electronic health records into a clinically acces-
sible form, thereby increasing the quality of healthcare [6].
In the context of sepsis diagnosis, rules-based systems
are presently the gold standard where alerts, suggestions,
and minimal predictive information is provided [7]. Even
for expert doctors, providing precise and timely sepsis
diagnosis is challenging since there may be sepsis-related
symptoms being caused by comorbidities [8], [9]. In a clin-
ical scenario, the Systemic Inflammatory Response Syn-
drome (SIRS) may be used as the basis for establishing the
rules for sepsis-specific scoring [10]. Additionally, the Mod-
ified Early Warning Score (MEWS) [11], [12] and the
Sequential Organ Failure Assessment (SOFA) score [13] are
other systems for rule-based criteria. Numerous studies have
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incorporated such scoring systems into EHR systems. Such
tools may have appropriate sensitivity; however, they usually
lack specificity, which indicates that they are not developed
for sepsis prediction and progression. Moreover, rule-based
scoring systems may not account for the differences in
infection source and patient diversity. Table 1 specifies the
SIRS criteria used for sepsis assessment. In the context of this
paper, Section 2 discusses the significant works pertaining to
Sepsis Estimation.

TABLE 1. Units for magnetic properties.

II. BACKGROUND (LITERATURE REVIEW)
There is literature supporting the use of machine learn-
ing (ML) models for early sepsis detection. These sys-
tems could be trained using individual Electronic Health
Records (EHRs) [14]–[17]. It has been found the ML-based
sepsis prediction models have significantly higher predic-
tive capabilities compared to the score-based early warning
systems like the National Early Warning System (NEWS)
[18]–[20]. Shimabukuro et al., illustrated numerous advan-
tages of using an ML-based classification system for sep-
sis detection. The authors used a randomised clinical trial
(RCT), and the results indicated that in-hospital mortality
reduced to 13.5% (p=0.018), while the average stay at the
hospital reduced from 13 days to 10 days (p=0.042). These
factors were employed for sepsis prediction and complication
analyses [21]. Nevertheless, present studies using ML have
their drawbacks. Most of the studies have the ML models
designed for a limited number of clinical indicators like
vitals, which must necessarily be collected before ML-based
predictions could be employed in clinical settings. While
Intensive Care Units (ICU) or emergency departments often
record vitals, it may not necessarily be the case for other
medical departments [22]. Recently, convolutional neural
networks (CNN), which facilitate deep learning (DL), have
received a lot of attention in the context of pattern recogni-
tion and computer vision and as a methodology for artificial
intelligence (AI). Machine learning is widely implemented
using the neural network framework. In the context of deep
learning, several layers form the neural network. Convolu-
tional layers are those where the data passes through numer-
ous filters, which facilitates effective pattern recognition.
Traditional machine learning algorithms first extract the fea-
tures and then use them for learning. In contrast, a convo-
lutional neural network permits the use of the image during
learning [23].

The classification process gets restricted because of the
commonalities between the differences in perspective in the

context of other classes and their own. There is a vast body
of research that assessed the performance of typical land-
mark CNN classifiers. When used for classifying massive
or fine-grained medical datasets, these classifiers produced
excellent scores as compared to the present best fine-grained
classifiers [24].

Behavioural activities like these may also be classified
using Local Field Potential (LFP) output from the subthala-
mic nucleus (STN) [34]. Nevertheless, in the context of inten-
sive care units (ICUs), predicting interventions in real-time is
a challenge. A research team compared convolutional neural
networks (CNN) and long short-term memory (LSTM) net-
works in the context of predicting five intervention activities,
namely non-invasive ventilation, invasive ventilation, colloid
boluses, crystalloid boluses, and vasopressors, which are the
most commonly used medical interventions inside an inten-
sive care ward to handle septic shock [25], [26].

There are extensive data registration protocols applicable
to the units where prediction models are deployed; hence,
the knowledge of the deployment and application potential of
such models remains limited. Additionally, model evaluation
typically compromises the reporting of only the receiver oper-
ating characteristic (ROC) plot and the area under the ROC
curve (AUROC). There have been claims suggesting that
AUROC only measures the predictive ability of the system,
where prevalence is not considered and, therefore, it does not
measure expected clinical effectiveness [26]. If the AUROC
is used with data sets having a significant positive-negative
sample imbalance, which is commonly observed in health sci-
ences, misleading results could be generated. Moreover, most
of the studies are assessed using ROC curves at a specified
time from the onset of sepsis. In practical application, patient
arrival at the hospital should be the ideal trigger point for
beginning evaluation, while the algorithmic inference should
be used several times after that [27].

This paper presents a sepsis estimation framework based
on deep learning. The data set employed in the framework
comprises several variables, which are applicable to both
inside- and outside-ICU scenarios. Clinical utility is empha-
sised and is assessed in the context of straightforward con-
cepts concerning accuracy. The suggested scheme provides a
way to handle various data types as well as recording periods
for the evaluation and estimation process. The validation pro-
cesses are achieved with additional machine learning inter-
pretations. Figure 1 depicts the proposed scheme. The core
deep learning network used is CNN architecture [28], [29]
of Long short-term memory (LSTM) composed of 34 input
layers, 100 hidden layers with maximum number of batches
of 18 and with two types of classes. The rectified linear
unit (ReLU) applied for folding process of data sequence.

III. MATERIALS AND METHODS
A. GENERAL DESCRIPTION
The general scheme block diagram is described in figure 2.
The gathered data are fed first to pre-processing stage, where
it is an important issue to prepare data for using in next
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FIGURE 1. The proposed formulation parameters of clinical procedures, vital signals and objective findings for
sepsis detection.

FIGURE 2. The proposed Sepsis estimation scheme.

stages. The second stage is the data clustering. In this stage,
the required data are clustered and annotated according to
their original orientation. This action will help to improve the
diagnosis quality and reduce the unnecessary further process
as well. Then the intelligent classification section is the next

step. The outcome from intelligent section will guide the
physician to estimate the patient’s condition through groups
of certain criteria named her ‘‘Index’’. By identifying each
index, we can recognise the early sepsis cases then reduce
the mortality.
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B. THE DATA SOURCE
Three hospitals were chosen for data collection pertaining to
ICU patients. In this context, data obtained from two hospitals
shall be made available to the public, while the remaining
data set would be restricted and employed for scoring. Patient
data will be stored in the single pipe-delimited text format.
The rows indicate hourly data, while it is decided to allot
the same header to every file. Moreover, as specified in
tables 2, 3, and 4, patient covariates comprise laboratory
values, vitals, and demographic data. Note that the data which
listed in table 4 has been excluded where it provides a general
and uncorrelated interpretation data that may mislead the
artificial learners [30].

TABLE 2. The vital signs and signals used in sepsis prediction as part of
electronic health record for patients inside ICU wards.

TABLE 3. The biochemistry laboratory Values.

TABLE 4. The anthropomorphics and demographics data for embedded
in the EHR (EMR).

C. DEFINITION OF EARLY SEPSIS DETECTION IN THE
STUDY TARGET
After including clinical data obtained from hospital admis-
sion records, every admission was subjected to binary clas-
sification, where a sepsis positive or negative class was
assigned. An individual is considered to have sepsis based
on a doctor’s evaluation. If an internal medicine physician
has reasonable cause to suspect systemic infection regardless
of bacteraemia, and the patient’s EHR is updated with a
sepsis event using the SIRS criteria, the dataset concerning
the patient is updated with a definite sepsis diagnosis. The
classification provides information on whether the patients
meets the gold standard in the context of sepsis, as defined,
with consensus, in 2001. Which means suspected infection
and the indication of two or more SIRS criteria. With for-
mulated parameters involved in the sepsis detection using
ML methods, this primarily formulation shaped in a form of
two intervals (prediction time of sepsis events) and (labelling
time of sepsis events). Labelling interval in this context
lasting for about one third of the clinical time intervention,
as this time the classification system finalising annotation
procedure for the end-results of medical assessment and
transfer final knowledge base to the user for display and
human interpretation. These tabulated numbers will be used
as the basis for the detectability of sepsis onset and the early
detection paradigm. A widely known sepsis identification
model is being reused from existing literature. This model has
demonstrated promising results in a randomised study and,
therefore, may be used as the basis for the ML classification
technique used in clinical scenarios.

D. DATA PRE-PROCESSING
The sample used in this study comprised 40,336 individu-
als. For each subject, the data included demographics, vital
signs, laboratory values, onset time of sepsis, and sepsis
label. We evaluated several approaches to pre-process the
data. In particular, the prevalence of missing values and a
tailed sequence-length distribution were the primary issues
that affected the design of our pre-processing pipeline. The
philosophy behind the PREP processing pipeline is to operate
the pre-processing steps needed to normalize data intake
hooked on a form that is effective for wide application range,
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FIGURE 3. illustrates the pre-processing steps used in this study.

while maintaining as much of the signal content as possible.
Unfortunately, in the context of development, there might be
some incompatibility between standardisation and speciali-
sation. Moreover, there could be complicated effects of the
precise pre-processing requirements like up/down sampling,
filtering on the downstream components [31]. In contrast,
collections having unprocessed and nonstandard clinical data
may be challenging for the same reason. Development on
a massive scale fulfills the crucial objectives of testing the
classification algorithm’s robustness and contrasting neuro-
logical observations across tests and individuals. Base data
sets must be well documented and ready for analysis for such
comparisons to begin. A necessary stage in the context of
automated data processing atmassive scales is the recognition
and elimination of poor channels because algorithms may
face several challenges processing poor signals.

Figure 3 illustrates the pre-processing steps used in this
study.

Data normalisation, also referred to as standardisation,
is the process of scaling and adjusting data without making
any changes to the nature or fundamentals of the data points.
In the context of machine learning, pre-processing of data is a
commonly used step. The primary objective of data normali-
sation is to transform the values of the data set to fit a standard
scale without disturbing the differences between data points.
Commonly, new boundary definitions are used (most com-
mon being (0, 1), and (−1, 1)), and the data is transformed
as required. Pre-processing using this technique is helpful for
distance- (e.g., K-means, or KNN) or neural network-based
algorithms. The primary attribute is normalised on the Z-scale
using the values of the mean and standard deviation. The
normalised value Ui for an initial value Vi for attribute A is
specified as:

Ui =
Vi − Avg(A)
std(A)

. (1)

where Avg(A) and Std(A) respectively denote the average and
standard deviation for attribute A.

IV. MODELLING OF CLINICAL DETECTION
All learning performed in this study was done using
RNN-LSTM, SVM and adaptive CNN platform as a clas-
sifier [32], [33]. These ML classifiers isolated the output
from several ‘‘vulnerable’’ ML learners, which would them-
selves have been insufficient to address the required learning
objectives and building a reliable learning system. The weak
learners comprise decision trees that are formed by dividing
the feature space iteratively. Thresholds are determinedwhere

the feature classification leads to the maximum decrease in
entropy, thereby enhancing information classification within
the created groups. The final classifier is employed to conduct
the necessary branching checks, wherein the tree is traversed
until a leaf node (and the associated risk score) is reached.
Risk scores from the trees are combined to generate the
overall risk score [34], [35]. The training mechanisms used to
train the classifiers comprise every feature set, which includes
the vital signs along with the physiological indicators (heart
rate (HR), systolic and diastolic blood pressure (SBP/DBP),
respiratory rate (RR), peripheral oxygen saturation (SpO2),
and temperature) (refer to Table 2), the biochemistry lab
values (refer to Table 3), the demographic and anthropo-
morphic aspects (refer to Table 4). As specified previously,
measurements of all these parameters should be obtained at a
point in time so that these are appropriate for consideration in
statistical analyses [36]–[38]. Moreover, the values for white
blood cell count (WBC), platelet count (plt), and the Glasgow
Coma Score (GCS) was also considered, if available. The
gold standard indicators and the associated feature indicators
were fed into arrays that would serve as inputs for training
and testing processes [39]. The constructed features having
well-defined aggregate information and protected ordering
information is retained. Five different features represent every
set of seven vital sign indicators to constitute the average
for the current hour, the two preceding hours, and the drift
(transition detection phase) among two consecutive hours.

V. CLINICAL PROCEDURE FOR DETECTION INDEX
The running scores provided by the systemic inflammatory
response syndrome (SIRS) and the logistic organ dysfunction
syndrome (LODS) were used to benchmark the sepsis predic-
tion algorithms and their effectiveness obtained by employing
the high-profile intelligent ML classifier. In the context of
these experiments, the patients were in the age bracket of 2 to
17 years, and these patients were treated as one population
set. Four ‘‘folds’’ of similar size were created by splitting
this set to facilitate four-fold cross-validation (CV) [40], [41].
The cross-validation technique can handle performance gen-
eralisation and associated variability, along with the ability
to handle hourly SIRS and LODS scores. In the context of
the original clinical data set, the lab had specified the results
as normal or abnormal. LODS sub-scores used an encoding
of 0 points for a normal result and 1 point for an abnor-
mal result. Several metrics measuring classifier performance
(LODS and SIRS) were computed for the test folds [42]. Sin-
gle tail paired T-tests were performed to assesses statistical
significance, where every pair comprised the performance of
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FIGURE 4. The 1-17 features of non-sepsis cases.

FIGURE 5. The 18-34 non-sepsis features.

two different classifiers used on a specific test fold. There
were six samples for the paired T-test set since there is a
comparison between six AUC/ROC scores. The test set on
which the tests were performed had the significance threshold
set at p=0.05 for all assessments [43], [44].

VI. RESULTS AND DISCUSSION
The requirement of data set standardisation commonly
restricts machine learning estimator (MLE) implementation.
The estimators may have poor performance if the features are
not approximately normally distributed, which is Gaussian
distribution with the mean and standard deviations being
zero and one, respectively. For example, several elements of
the objective function in the context of a learning technique
are assumed to have the features having their centre at zero
and similar variance. If variance for one feature is more

substantial than its peers by several orders of magnitude,
such a feature may have undue influence on the objective
function and create problems for the estimator to learn appro-
priately using the other features. Figures 4 and 5 depict
the non-sepsis Z-score normalisation (Standardised) gained
features, while figures 6 and 7 depict the sepsis normalised
features. Because of using many features, it divided into
two figures for more clear vision, where first division holds
features 1 to 17, while the second division holds the remain-
ing features 18 to 34

The ML implementation comprises 34 features of which,
seven values were selected from the six data quantification
channels. The physiochemical prediction model is designed
using decision-tree-based SVM classifiers. As specified in
similar research [10], the gradient boosting model has every
tree split for a maximum of six times, while tree aggregation
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FIGURE 6. The 1-17 Sepsis features.

FIGURE 7. The 18-34 Sepsis features.

is limited to a thousand trees for predicting the risk values.
As clear insight to the results obtained via several running
(17-34) level of training we found that the sepsis features can
be detected easily from the clinical datasets provided in the
context of standardised feature values which can be tuned
to be in the range of (0-300 iteration) for 17 feature in the
range of (0-2000 iteration) for 34 feature regime as shown in
figures 8 and 9 respectively. These results comewith different
projection on the main feature set classification, as part of
recursive training paradigm used in the pre-processing stage.
These classified features incorporated in sequence unfolding
scheme to validate the result of classification. Using such type
of validation will contain different classification uncertainties
during learning process.

For specific classification of sepsis feature, we discrim-
inate four different classes used in the prediction process

of sepsis onset and related complication, these feature
can be formulated as (θ1, for highly classified fea-
ture, and θ2 for low classified one) which had been
attained from 2000 iteration training epoch) as shown in
figures 4 and 5 respectively. By contrast, we achieve to
formulate two other feature set (θ3, low classified feature
and θ4, for high classified one) based on 300 training iter-
ation. These augmented features can be used in succes-
sive steps for retraining the ML estimator and associated
ACNN networks.

Features are the main summary of the four indexes used
in this study (predisposition, infection, response, and organ
failure index). Four of them will be intermingled to form
the final ‘‘Clinical detection’’ which signals for the sepsis
alerting system implemented in central monitoring platform
inside ICU wards.
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FIGURE 8. Classification of sepsis features, by using 2000 iterations detected form the HER clinical data annotated
and processed using ACNN classifier algorithm proposed in this study, the theta class for features with (high
features classified (θ1)) and with (low features classified (θ2).

FIGURE 9. Classification of sepsis features, by using 300 iterations detected form the HER clinical data annotated
and processed using ACNN classifier algorithm proposed in this study, the theta class for features with (low
features classified (θ3)) and with (high features classified (θ4)).

The risk-score derived from the clinical detection paradigm
or as we introduced before as (algorithmic sepsis predictor)
can be further processed to be compatible with SIRS and
LODS criteria as part of the septic shock classification and
segmentation.

The predictive capability of the RNN, ACNN, and SVM
models was evaluated using hourly training and testing slots
that began at the onset of sepsis and continued through the six
hours before sepsis symptoms were apparent.

In addition, the ACNN classifier, twomore intelligent clas-
sifiers are used to validate the proposed scheme for validation
process LSTM-RNN and SVM classifiers.

TABLE 5. The scheme obtained results for training phase.

The Receiver Operating Characteristics (ROC) values for
the SVM are depicted in Figures 10(a) and (b), which high-
light the sensitivity-specificity trade-off. Specificity is the
fraction of sepsis-negative individuals classified as having
severe sepsis, while sensitivity denotes the fraction of indi-
viduals having severe sepsis and were classified the same.
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FIGURE 10. (A) ROC curve depicting the average across the four folds for LODS and SIRS algorithm at sepsis onset, having an AUC of 0.68.
(B) ROC curve depicting the average across the four folds for LODS and SIRS with 4 hrs sepsis symptoms (pre-onset) having an AUC of 0.78.

TABLE 6. The scheme obtained results for testing phase.

TABLE 7. Accuracy comparison between several state-of-the-art
classification techniques in sepsis detection and computer aided
diagnosis.

Compared to the characteristics of the LODS and SIRS
curves, the ROC curve for the ML-based predictor is superior
with a higher area under the curve, thereby highlighting
enhanced accuracy in (B) as compared to (A). It is clear
from Table 5 and Table 6 that, the better classifier that
works under the condition of this scheme is ACNN. For the
ACNN classifier, the gained sensitivity and specificity
are 93.22%, and 95.25% respectively. The sensitivity and

specificity results refer to the low false negative and false pos-
itive rate which reflect the quality of the intelligent classifier.

Table 7 depicts the benchmarkingwith other related studies
that achieved regarding sepsis detection. It is noted that the
proposed scheme shows an outstanding accuracy, sensitivity,
and specificity rate that leads to consider it and use it in
hospitals and medical clinics as well.

The study is limited in the aspect that the proposed tech-
nique cannot be used on the MIMIC-III database because
the two cohorts comprise completely varying patient data.
The MIMIC-III database comprises critical care ward data at
tertiary health care centres, as compared to other databases,
which have a mix of data specific to urban and rural individ-
uals from several centres.

VII. CONCLUSION AND FUTURE WORK
In the context of this study, the ML framework that was
formulated and tested is capable of prediction and estimation.
It is highly specific but lacks sensitivity, which indicates the
model’s ability to predict severe sepsis correctly, the onset
of shock, and complications. The clinical measures were not
impacted to a great extent by the predictive warnings issued
by the algorithms. Further augmentation may be done by
optimising the design, refining the algorithm, and expressing
a clinical perspective about the implementation.

Whereas the other studies comprise the development and
implementation of small-scale predictive alerting systems
using ML-based estimation algorithms, this study is the first
that reports clinicians’ perspective of these tools for early
detection of sepsis. The results of the study highlight the prob-
able roadblocks to the positive reception of ACNN, which
include 1) patient clinical stability when alerted, 2) lack of
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algorithmic transparency in the context of clinical aspects,
3) confidence in doctors’ decision, and 4) ambiguity in gener-
ating alerts specific for high-risk individuals for whom health
deterioration has not begun. These aspects could be used
generally for ML-based alerting systems.

The clinical relevance and accuracy of the system could be
viewed as inferior, given the clinical stability of the patients
when the alerts were issued. ACNN is an intelligent predictor
that had a median trigger alert time of 4 hours, while, for
some cases, the alerts were sent many days in advance of the
onset of severe sepsis or associated shock. It is possible that
clinical personnel understood the ACNN as a traditional tool
and may have disregarded the alerts as being erroneous or
not helpful when there were no symptoms of clinical deteri-
oration. Potentially, the need for instant bedside assessment
could have created this incorrect perspective that the alerts
were issued for rapid response in cases of decompensation.
While implementation-based promotions could address such
incorrect perceptions to some extent, an appropriate lead time
in the context of predictive alerting is not yet clear.

Doctors and healthcare personnel could find it challenging
to rely on alerts and predictions produced by algorithmic
systems. ML algorithms are also referred to as ‘‘black-box
models’’ since the variables affecting prediction may not
necessarily be explicitly at the user’s disposal. Given that
ML algorithms can comfortably accommodate several hun-
dred variables, the aspects contributing to a forecast could
be unwieldy to the point where they may not be significant
for clinicians. Moreover, since the ML techniques consider
essential parameters that may not have previously associated
outcomes, predictions provided using such parameters could
be clinically less inherent. Clarity in the design of ML-based
algorithms is challenging, but, if achieved, any alerts
issued by such systems could prompt risk assessment by a
clinician.
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