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ARTICLE INFO ABSTRACT
Keywords: Explainable Artificial Intelligence (XAI) encompasses the strategies and methodologies used in
Explainable Al constructing Al systems that enable end-users to comprehend and interpret the outputs and

Transparent Al
Interpretability
Healthcare

predictions made by AI models. The increasing deployment of opaque AI applications in high-
stakes fields, particularly healthcare, has amplified the need for clarity and explainability. This
stems from the potential high-impact consequences of erroneous Al predictions in such critical
sectors. The effective integration of AI models in healthcare hinges on the capacity of these
models to be both explainable and interpretable. Gaining the trust of healthcare professionals
necessitates Al applications to be transparent about their decision-making processes and under-
lying logic. Our paper conducts a systematic review of the various facets and challenges of XAI
within the healthcare realm. It aims to dissect a range of XAI methodologies and their applications
in healthcare, categorizing them into six distinct groups: feature-oriented methods, global
methods, concept models, surrogate models, local pixel-based methods, and human-centric ap-
proaches. Specifically, this study focuses on the significance of XAI in addressing healthcare-
related challenges, underscoring its vital role in safety-critical scenarios. Our objective is to
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provide an exhaustive exploration of XAI's applications in healthcare, alongside an analysis of
relevant experimental outcomes, thereby fostering a holistic understanding of XAI's role and
potential in this critical domain.

1. Introduction

In the ever-evolving landscape of artificial intelligence (AI), Explainable Artificial Intelligence (XAI) has emerged as a beacon of
trust, compliance, effectiveness, and robustness. XAl embodies methods and techniques that craft Al applications comprehensible not
just to domain experts or data scientists, but also to laypersons unfamiliar with Al intricacies. The remarkable strides in deep learning
(DL), coupled with its ubiquitous presence in real-world applications, have sparked an insatiable curiosity to unravel the reasoning
behind its decisions. Users typically gravitate towards Al models that boast transparency — models whose rationale can be interpreted
or elucidated with ease. Before delving deeper, let’s demystify two terms often conflated yet distinct in meaning. Interpretability is
about providing human-understandable rules that govern a system’s decision-making process. In contrast, explainability pertains to
crafting an interface that makes the inner workings of Al decision-making accessible and comprehensible to humans. The merit of Al
explainability can be viewed through various lenses.

Interpretability involves providing human-understandable rules governing a system’s decision-making process, whereas explain-
ability focuses on crafting an interface that makes Al decision-making accessible and comprehensible to humans. The merit of Al
explainability can be viewed from various perspectives. It involves creating a human-comprehensible interface to disentangle the
internal AI decision-making function [1]. The importance of Al explainability can be discussed from diverse viewpoints [1-4]. For
Al-driven healthcare solutions to promote trust, accountability, and transparency, interpretability of Al in healthcare is essential.
Interpretability enables clinical adoption, confirms better accuracy, and reduces risks related to errors or biases by empowering
physicians to comprehend and mitigate the process by which Al algorithms arrive at their decisions. In addition, interpretability
guarantees adherence to ethical and legal requirements, promotes informed consent and patient engagement, and encourages
continuous feedback. First, explaining machine learning (ML) models is vital for verifying sensitive models such as those related to the
human healthcare system. Medical experts need to ensure the models are trained correctly and the parameters on which they are
dependent are consistent with their knowledge. For instance, if the post-hoc analysis results of an ML model conclude that sneezing is a
sign of cancer, the medical doctor can immediately imply that the ML model is not trustworthy. Secondly, complex ML models such as
deep neural networks are usually trained on very high-dimensional data and encapsulate salient features [5]. Explaining these trained
models will provide insightful information for experts in various fields of study such as Physics, Mathematics, and Chemistry.

Al explainability solutions based on post-hoc modelling, and analysis for ML models deciphering can be divided into model agnostic
and model-specific methods. Model-agnostic approaches are general purpose and can be applied to almost all ML models regardless of
their structure and training mechanism. One of the robust agnostic approaches is sensitivity analysis (SA) which attempts to reveal the
contribution and impact of input factors on output prediction by changing input values and observing the amount of variation caused
in the output [6]. These methods indicate the sensitivity level of the output on each of the input variables based on different statistical
features such as variance derivative and density [7,8]. Sensitivity analysis can be applied globally or locally [9]. Local Sensitivity
Analysis (SA) methods focus on the specific impact of minor modifications in input values, assessing how these small changes influence
the output of the model. Essentially, they measure the output’s sensitivity to these localized input perturbations. On the other hand,
Global SA techniques adopt a broader approach. They evaluate the model’s response by altering the entire spectrum of potential input
values, providing a comprehensive view of how different input scenarios affect the output. This distinction between local and global
methods is critical for understanding the varying degrees of influence that input parameters can have on the model’s decision-making
process [10].

In contrast to model-agnostic approaches, model-specific methods can only be utilized for specific ML models. For example, many
explainability mechanisms are developed to analyze trained deep neural networks. These approaches are known as deep network
understanding and visualization [11]. Activation Maximization, DeConvNet, inversion, deepDream, feature visualization analysis, and
DeepLift are some of the popular methods from this category which attempt to find the contribution of neurons of convolutional neural
networks on their final decision through optimization and backpropagation [12-16]. Moreover, specific approaches have been pro-
posed for explaining Graph Neural Networks and Recurrent Neural Networks [17-19].

The causality approach focuses on uncovering cause-effect relationships between variables. Some researchers assert that a
comprehensive interpretation of a model necessitates revealing the rationale behind its decisions. In this regard, counterfactual is a
promising strategy to find the features contributing to a specific outcome [20]. Another factor used in some Al explainability tech-
niques is the model’s ability to engage with end-users. Recent studies have focused on developing hybrid approaches which result in
transparent models with representation power of existing black box architectures such as DL. Contextual Explanation Network (CEN),
Self-Explaining Neural Network (SENN), BagNet, and TabNet are typical examples of transparent models [21-24]. The end-users’
interest in understanding the reasons behind the decisions made by ML models demands further research. Model transparency is
especially important in safety-critical applications such as medical domain. Therefore, our focus is on XAl in the healthcare domain and
its challenges. The primary goals of our study are listed below:

e XAI methods identification and categorization
e XAl literature review with special focus on healthcare domain
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o Ascertainment of XAI challenges and problems in healthcare.

The papers reviewed in this survey are selected using the keywords “Explainable AI” and “Interpretable Machine Learning”, with a
focus on “healthcare.” The queries returned multitude of journal and conference articles. For the purpose of this survey, only peer-
reviewed articles are considered for a systematic review. The Prisma model in Fig. 1 demonstrates the overall papers reviewed in
the study while Table 1 describes the explored databases. To ensure thorough coverage and depth in our research, we adopted a
dynamic and iterative approach in our literature review process. We continuously expanded our search, beginning with initial key-
words like 'Explainable AI’ and "Interpretable Machine Learning.” Each relevant article we found led us to its references, which we
scrutinized for additional pertinent studies. This cycle of discovery and exploration was repeated meticulously. We pursued this
methodical expansion until it became evident that further searches were yielding no new articles, thereby affirming the compre-
hensiveness of our literature collection.

As seen in Fig. 1, the process of identifying relevant research papers involved a structured approach encompassing identification,
screening, eligibility, and inclusion of selected papers. This methodology is depicted in a step-by-step flow chart in Fig. 1. The search
was conducted across various academic databases such as Google Scholar, Elsevier, Springer, and others, as detailed in Table 1. In the
initial phase, a total of 324 articles were identified for potential review. However, 45 of these articles, not pertaining to the healthcare
sector, were immediately excluded. Further scrutiny of titles and abstracts led to the exclusion of 16 articles, mainly due to their lack of
relevance or focus on the core topic. Additionally, preprint versions and duplicates were identified and removed. A thorough eval-
uation of the quality of the remaining published works resulted in the selection of 200 articles. Out of these, 67 were further excluded
as they were not research articles or lacked substantive content, leading to the final selection of 113 comprehensive, relevant articles
for an in-depth review.

Table 1 presents the outcome of searches for pertinent articles across various scholarly database search engines. The column labeled
"Number of Search Results" reflects the total articles retrieved from each database using specified keywords. The "Number of Relevant
Articles" column shows the count of articles that successfully passed the preliminary screening phase, qualifying them for potential

Records identified through Additional records identified
database searching through other sources
(n=324) (n=31)

! !

Records after duplicates removed
(n=279)

l

Records screened
(n=279 titles and —>
n=210 abstracts)

!

Records excluded
(n=16 abstracts)

Full-text articles Full-text articles
accessed for eligibility = excluded, with reasons
(n=143) (n=67)

!

Studies included in
qualitative synthesis
(n=113)

l

Studies included in

quantitative synthesis
(meta-analysis) (n=113)

Fig. 1. PRISMA Model for the depiction of inclusion and exclusion of records.
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Table 1
Summary of search results and retrieved relevant articles.
Database Engines Source Address Number of search results Number of relevant articles
Elsevier https://www.elsevier.com 1500 25
Springer https://www.springer.com 1200 19
Taylor & Francis https://taylorandfrancis.com 800 13
Semantic Scholar https://www.sematicscholar.org 500 16
ACM Digital Library https://www.acm.org 1000 17
IEEE Xplore https://ieeexplore.ieee.org 2000 23

inclusion in an extensive review. Among the databases, IEEE Xplore yielded the greatest volume of search results (2000), while Taylor
& Francis produced the least (800). It is important to note that the quantity of relevant articles does not necessarily correlate directly
with the total number of search results. This is because some articles may be filtered out during the screening phase. For instance,
despite not having the highest search result count, Elsevier surfaced the most relevant articles for further review.

XAI sheds light on black box ML models to aid with understanding the logic behind their decision making. Black box models may
not even be explainable by their designers [25]. Explainability is an influential tool for justifying Al based decisions. It can assist in
validating predictions, enhancing models, and gaining new insights into the problem at hand which leads to more trustworthy Al
systems.

Research motivations for implementing XAI systems are graphically depicted in Fig. 2. As can be seen, there are several key drivers
for XAI development such as increasing model transparency, improving accountability, and enhancing trust in Al systems. Other
important drivers include the need for regulatory compliance, the desire for more effective decision-making, and the importance of
ethical considerations in Al development [26].

This paper introduces a novel framework that extends beyond traditional approaches in Explainable Artificial Intelligence (XAI).
While existing literature predominantly focuses on the technical aspects of explainability and interpretability, our work delves into the
integration of these concepts with user-centric design principles. We propose a unique interdisciplinary approach that combines in-
sights from cognitive psychology, user experience (UX) design, and machine learning. This fusion aims to not only make AI systems
transparent but also intuitively understandable and usable for a broad spectrum of users, ranging from Al experts to laypersons. Our
framework emphasizes the development of explainable Al tools that are not only technically sound but also empathetic to the cognitive
and emotional needs of users. By bridging this gap, we contribute to a more inclusive and accessible understanding of Al systems,
fostering trust and facilitating wider adoption in various domains, especially in critical sectors like healthcare and finance. This
perspective is particularly crucial as Al continues to permeate diverse aspects of our daily lives, making the need for comprehensible
and user-friendly Al explanations more pressing than ever.

The remainder of the document is structured as follows: Section I provides an overview of XAI methods. In Section II, we delve into
related works on XAI methods. Section III highlights the XAI related tools that could be used in healthcare applications. Section IV
focuses on the use of XAl as a perfect decision-making choice in healthcare domain. Section V narrates the implication of XAI in
healthcare applications. Section VI focuses on challenges of interpretability using XAI in healthcare. Finally, Section VII concludes the
article with the key summary.

2. Explainable artificial intelligence methods

Research in XAI can be categorized into six main groups: Feature-oriented methods, global methods, concept models, surrogate
models, local pixel-based methods, and human-centric methods.

Explainable Al

O O ® O

Explain to Explain to Explain to Explain to

Justify Control Discover Improve

Fig. 2. Motivations for XAl
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2.1. Feature-oriented methods

Shapley Additive exPlanation (SHAP) employs game theory to explain the outcomes of ML techniques. For each sample x = [xj,...,
Xp],contribution of each featurexjtothe prediction f(x) of an ML model is computed using Shapley values by assuming {x1,..., x,}as
players in a coalition game [27] expressed as (v, N={x3,..., X,}). The payoff function v: 2N R, v(@) = Omaps subset of features
(cooperative players) to the real numbers [28]. For a subset of features S, v(S) is equal to the expected sum of payoffs obtained via
cooperation of features in S. Once the payoff function is defined, the Shapley value of j-th feature (¢;(v)) can be computedas the
average marginal contribution of the j-th feature to the payout as shown in Eq. (1):

#v) = > wsw((SJ{i}) —v(9)) €Y
SCN\{j}

where the summation is computed over all possible coalitions S such that j-th player is excluded. Moreover, wgy is the weight factor
computed as shown in Eq. (2):

_ISIHNL = Is| = 1)t _ N
e TR CRE NN (2)

where |S| is the cardinality of subset S and wg yis equal to the inverse of multinomial coefficient representing the number of different
ways of forming coalition using subset S of N excluding j-th feature (i.e.SCN\{j}). Using Shapley values {¢;(v),j =1, ..., n}, the SHAP
explanation can be computed as shown in Eq. (3):

8(#) = ¢o + Z ¢jz}7 3)
=

where? = [2],...,2,] € {0,1}" is a vectors of zeroes and ones.For %; =0, j-th feature is not part of the coalition whereas z; = 1 means j-
th feature is present in the coalition. Moreover, ¢¢ = E[f(x)] is the average predicted value computed over all features.

It is not easy to optimize the SHAP method’s implementation for each model type, even if it may be used for several models. The
high-level ontology of explainable methods to artificial intelligence is given in Fig. 3. CNNs often produce class activation maps (CAMs)
[29]. Per-class weighted linear summation of distinct spatial patterns occurring in an image is indicated by CAMs. Before the output
layer, the final convolutional feature map is sent to global average pooling. The input features to a fully connected layer and the output
features of a loss function are then produced from this pooled feature map data. By re-projecting the output weights back to the
previous convolutional layer, a heatmap depiction of the input image highlights the regions that have a stronger effect on the CNNs’
choice. For fully convolutional neural networks, CAMs cannot be used with trained models or those that do not follow the defined
architectural guidelines. CAM and Grad-CAM [30,31] are based on the assumption that for each specific class c, the final score f° of the
network can be expressed as in Eq. (4):

Y= WD DA ©
k i

Where final score Y¢, wf is the weight corresponding to A¥ which is the k-th feature map of the last convolutional layer and A{; is
the value at row i and column j of A*_Given Eq. (1), for class c, the saliency map value at each location (i,j) is computed as shown in Eq.

(5):

Ensemble Method S Decision Tree 7]
Support Vector Machine K-Nearest Neighbor
Multi-layer Neural Network Bayesian Models N
CNNs Linear Regression
Recurrent Neural Network Rule-based Models
! l
Model Specific Model Agnostic

alh GED &b =h

Fig. 3. High-level ontology of XAI approaches.
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wherelL; reflects the importance of location (i,j) for class c. Therefore, Lf acts as a visual explanation corresponding to class ¢ that has
been predicted by the network. In CAM method, weight values w{ are estimated by training multiple linear classifiers (one per each
class). Moreover, CAM assumes that the penultimate layer of the CNN in question is global average pooling which is not always the
case.Grad-CAM was proposed to address the shortcomings of CAM. It has been shown that for each feature A¥, weight values wj can be
computed as shown in Eq. (6):

Wi = ZZW ®)

where Z is number of pixels in AX. Despite addressing issues of CAM method, Grad-CAM yet suffers from drawbacks such as failing to
properly localize objects in case input image contains multiple instances with identical class labels. Moreover, the averaging in Eq. (2)
is unweighted which leads to localizing only parts of objects instead of their entirety. To overcome these issues, Grad-CAM++ was
proposed in which the global averaging in Eq. (2) is reformulated as shown in Eq. (7):

wi = ZZ(I relu(aAk> @

wherea is the weight corresponding to pixel (i,j) of k-th feature map Ak, Using Eq. (6), wi specifically captures the importance of
feature mapAk by using weighted average of partial derivatives. This is in contrast to Eq. (5) in which unweighted averaging is per-
formed. Plugging Eq. (5) into Eq. (3), taking derivatives twice with respect to A on both sides and performing some manipulation
yields Eq. (8):

2
os°
<0A’5>
ke Y
ay = 3 3 (8)
<§,§2> 2 vA <§,§Z>

Fig. 3 illustrates a critical distinction in the domain of Explainable AI: while feature-oriented approaches are adept at pinpointing
the specific input features that influence a decision, they fall short in offering a human-level, comprehensive explanation of the model’s
underlying reasoning process. These approaches, effective in mapping decision-making to certain features, do not elucidate the "how’
and "why’ behind a model’s conclusions. This gap becomes particularly pronounced in sectors like healthcare and finance, where
understanding the rationale behind an AI's decision is as important as the decision itself.

2.2. Global methods

Global Attribution Mappings (GAMSs) are instrumental in elucidating neural network predictions across diverse populations, of-
fering significant advantages, particularly in identifying and analyzing distinct subpopulations at varied levels of granularity. These
mappings effectively create a pairwise rank distance matrix, capturing the intricate relationships between different features. This
process involves grouping similar local features using K-medoids clustering, a method that enhances the mapping’s precision. Each
cluster identified by GAMs is represented by a 'medoid, * which essentially acts as a reference point. This medoid helps in constructing
a global attribution for the cluster by analyzing and synthesizing the patterns observed within it. Consequently, GAMs enable the
detailed examination of characteristics unique to various sample groups, thereby enhancing the comprehensiveness of neural network
interpretations. In the context of the class most commonly predicted by the network, GAMs employ a specialized technique. They
generate a normalized heatmap based on a gradient-based saliency map, which reveals the absolute values of gradients in relation to
the input attributes. This heatmap highlights pixels indicating high activation levels, signifying their dominant impact (or high sa-
liency) on the model’s decision-making process. Gradient-based saliency maps, like feature-oriented techniques, cannot articulate
judgments beyond model diagnosis [32]. Deep attribute maps are explored to increase the explainability of gradient-based algorithms
[33]. The model prediction is displayed as a heatmap utilizing the output gradient’s important feature, multiplied by relevant input
data to compare alternative saliency-based explanation models.

2.3. Concept models

As pointed out by [34], the complex feature spaces of deep neural networks are not necessarily an obstacle; quite the opposite, deep
features can be used to our advantage for model interpretability. The researchers have also proposed Concept Activation Vectors
(CAVs) to represent neural network internal state in human-understandable format. To this end, directional derivatives are used to
measure the sensitivity level of neural network output to user-defined concepts. As an example, suppose a neural network is trained to
distinguish pictures of horses from zebras. Using CAT, it is possible to measure the contribution level of the animal having body stripes
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to being classified as zebra. The hyperplane separating activation values corresponding to concept and random examples is deter-
mined. The normal vector of the aforementioned hyperplane is considered as the CAV. Concept Activation Vectors (CAVs) offer a
human-friendly conceptual description of the internal state of a neural network which can be for the practical issue of using retinal
fundus images to forecast diabetic retinopathy (DR), a condition that is curable but can cause blindness [35].

2.4. Surrogate models

Local interpretable model-agnostic explanation (LIME) constructs locally optimal explanations of ML models using an interpretable
surrogate model. While explaining the working mechanism of complex black box models is challenging, it is possible to explain their
behavior for a specific input sample. LIME method starts by modifying parts of the given input sample to generate a dataset of per-
turbed instances similar to the original input but not exactly the same. The perturbation depends on the nature of the input sample. For
example, for input of type image, some parts of it can be replaced with gray color to obtain its perturbed counterparts. Figure depicted
this process in which the boundaries between image parts (called super-pixels) are shown with yellow color. Fig. 4 shows the five high-
level steps of the LIME method for generating explanations for individual predictions made by a black-box classifier. As can be seen, the
LIME method allows users to generate explanations for individual predictions made by the black-box classifier by creating an inter-
pretable model that approximates the black-box classifier in the vicinity of the chosen data sample. Determining Alzheimer’s disease
(AD) was one usage of the LIME approach [36].

2.5. Local, pixel-based methods

Layer-wise relevance propagation (LRP) employs specified propagation rules to explain a multi-layered neural network’s output
related to the input. The approach produces a heatmap, offering insight into which pixels contributed to the model’s prediction and to
what extent. Consequently, LRP emphasizes those variables that positively affect a network’s choice. LRP may be applied on an
already-trained network to simplify the features’ decision-making process if the network employs backpropagation rather than for-
wards propagation. DeconvNet employs a semantic segmentation approach that constructs a deconvolution network and contributes
pixels during the classification process [37]. LRP may be very useful in helping physicians explain neural network diagnoses of
Alzheimer’s Disease (and possibly other disorders) that are made using structural MRI data. In multilayered neural networks,
Layer-wise Relevance Propagation (LRP) is a technique that may be used to visualize the contribution of individual pixels to the
predictions of kernel-based classifiers over Bag of Words information. To compute the gradient locally, it can be difficult to identify an
appropriate reference point. A difficulty that may be taken into consideration in subsequent steps is defining new methods for locating
a reference point for calculating the gradient in a predetermined neighborhood [38].

2.6. Human-centric methods
The previous techniques have failed to offer humans logical explanations despite their benefits. They try to "damage limit" the

"black box" by "only touching the surface" by using post-hoc indications about features (attribute allocation) or places within an image.
This is in contrast to how people think, develop connections, assess similarities, and draw a comparison. Model structure and

Locally Weighted
Regression

%@%_

Original Input Partitioned Input

Explanation

Perturbed Instances P(Car)

Fig. 4. High level steps of LIME method.
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parameters, which are critical to the problem’s nature, are utterly ignored by the methods described above so is the logic.

Recently, a fundamentally new approach to explainability was proposed which is based on human-centric (anthropomorphic)

understanding rather than pure statistics [39]. Humans assess commodities (e.g., photographs, music, and movies) in their totality, not
by feature or pixel. People utilize similarity to relate new data to previously learned and aggregated prototypes [40], whereas statistics
employ averages as their foundation.

3.

Explainable Artificial Intelligence tools

To facilitate the behavior analysis of Al models, various tools have been developed. Some of these tools are briefly introduced

below:

ELI5 library developed by MIT is a Python library for visualizing and debugging ML models. ELI5 supports various ML frameworks
such as Scikit-learn, Keras, LightGBM, etc. The prepared explanations are offered in different data formats such as text, HTML, web
dashboard, or JSON. A recent genome sequencing effort has revealed the presence of more than 4300 potential genes responsible
for encoding proteins. Using the pool described in [41], create a protein microarray consisting of 673 potential proteins. The
protein microarray analysis revealed the identification of 30 antigens that showed differential reactivity. These antigens were then
included in the two expression library vaccines. The paper by [42] presents a technique for immunizing alpacas and utilizing
molecular biology methods to generate single domain antibodies that target specific antigens. B-cells are utilized to create an
immunized library, which is then employed in the process of selecting specific single domain antibodies through panning. The
researchers [43] have discovered a new member of the family in the species Hermetia illucens. By employing real-time PCR, the
presence of Hl-astacin was scarcely observed prior to immunization but became predominantly apparent in the fat body following
immunization. [44] conducted simulations using five scRNA-seq library protocols and nine realistic differential expression (DE)
setups. They systematically evaluated three mapping, four imputation, seven normalization, and four differential expression testing
approaches. This resulted in approximately 3000 pipelines, which allowed them to assess interactions among pipeline steps. The
study conducted by [45] reveals that the library preparation method plays a crucial role in detecting symmetric expression dif-
ferences. The bacterial expression of multiple clones from the library exhibited a significant yield of soluble recombinant proteins.
Essential Highlights Initial TBE vaccination elicits a varied degree of CD4+ T cell response. [46] aimed to analyze and describe the
immune response of human CD4+ T cells during the initial stages of TBE immunization. The recommended primary immunization
regimen for European TBE vaccines involves administering three vaccine doses over the course of one year. The study conducted by
[47] aimed to describe the human CD4 T cell response during primary TBE immunization. This bispecific antibody (bsAb) was
obtained through an Omniflic immunization using the antigens CEACAM5 and CEACAMSG6, which are both significant markers for
colorectal cancer. Furthermore, the objective is to specifically introduce the pH-responsive binding for CEACAMS, as stated by
[48]. [49] have identified the histone methyltransferase mixed lineage leukaemia 1 (MII1) as a facilitator of TFH differentiation.
Reduced expression of Mll1 hindered the development of TFH cells after acute viral infection or protein immunization.

Al Fairness 360 from IBM is an open-source library developed to ease the process of detection and alleviation of bias in ML models
as well as datasets. This library is available in python and R. Multiple studies have investigated the implementation of the H20
platform in the healthcare sector. [50] created an Internet of Things (I0T) system specifically designed for elderly healthcare. The
system’s main focus is on monitoring activities in real-time and providing immediate emergency assistance. In 2010, [51] put
forward a healthcare information integration and shared platform that is built on Service-Oriented Architecture. This platform
facilitates the consolidation of data and enables interoperability between different systems. [52] presented the Healthcare Inte-
gration Platform, which employs IHE profiles and EHR standards to guarantee interoperability. In his 2020 publication, [53]
conducted a thorough examination of the Human Healthcare Internet of Things, exploring its capacity to enhance the quality of
healthcare and its cost-effectiveness. These studies collectively demonstrate the potential of the H20 platform to improve
healthcare services. Automated ML, also known as AutoML, seeks to create Machine Learning (ML) models with minimal input from
data scientists. AutoML platforms streamline the pre-processing of data by automating tasks such as handling missing values,
scaling, and dropping duplicates. Some AutoML platforms, like H20 and Data Robot, also provide feature engineering capabilities
[54]. Nevertheless, none of these AutoML platforms possess the capability to incorporate domain knowledge into the machine
learning models, a skill that is unique to humans. [55] compares the output of AutoML models with that of a manually created
model. Interpretability packages from Microsoft [56] offer several model-agnostic/specific explainers (e.g. SHAP tree explainer and
SHAP deep explainer) for ML models based on SHAP framework. These packages are available as part of Responsible Al dashboard
of Microsoft Azure Machine Learning. These explainers facilitate the understanding of complex machine learning models by
providing insights into feature importance and model predictions, aiding in model transparency and trustworthiness.

“What If Tool” (WIT) offered by Google [57] provides visual probing for trained ML models behaviors while reducing required
coding as much as possible. WIT can be integrated with several platforms such as Jupyter/Colaboratory/Could Al notebooks,
TensorBoard, etc. Moreover, analysis tools for various ML problem categories such as binary/multi-classification and regression are
available for wide range of data types such as tabular, image, and text. This versatility makes WIT a comprehensive solution for
exploring and understanding model behavior across different data modalities and problem types, enhancing interpretability and
decision-making in machine learning workflows.

H20 platform offered by H20.ai [58] aims to accelerate development and deployment of AI models in various business problems.
H20 hides the technical details of Al models from users to enable development of Al applications without writing any codes. This
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abstraction allows domain experts and business stakeholders to leverage the power of Al without needing extensive programming
knowledge, streamlining the development process and fostering collaboration between data scientists and subject matter experts.
Distill [59] was research conducted to combine different interpretability techniques to enhance analysis of neural networks de-
cision making process. To this end, distill exploits the complementary roles of interpretability methods such as feature visuali-
zation, attribution, and dimensionality reduction by treating them as building blocks of a unified interface. Distill offers a holistic
view of neural network behavior, facilitating deeper insights into model decisions and enhancing trust in AI systems for diverse
applications.

Skater developed by Oracle [60] is a python library for analyzing behavior of trained models both globally and locally. In global
scenario, the analysis is done based on inference over a complete dataset. In local scenario, the analysis is performed based on
prediction for a single sample. Skater’s versatility in offering both global and local interpretability allows users to gain insights into
model behavior at various levels of granularity, empowering them to understand model decisions comprehensively across different
contexts and datasets.

4. Explainable Al for decision makers

XAI examines if ML models can be more understandable to humans and aims to enhance their effectiveness as well as making them
feasible for non-experts to apply in diverse settings. Despite several attempts made by researchers, yet the exact definitions of concepts
such as interpretability and explainability are not readily available. Transparency and XAI popularity have increasing trend in response
to resolving the AI "black box" dilemma. An ML model’s output may be better understood using XAI methods. Additionally,
explainability is related to the explanation as a means of communication between humans and decision-makers in a reliable and
comprehensible manner. Moreover, the increasing demand for high-quality medical services can be addressed by Al-based healthcare
systems. Yet, the majority of these Al-based models remain prototypes and never make it to market. The models were unsuccessful to
live up to performance expectations, crucial risky judgments, and depended on differentiating traits to anticipate outcomes. Numerous
programs such as Google Health have all failed in some way when placed into test or production [61]. This has led to outpouring
criticism about Al-based outcomes due to the potentially dire ramifications for humans making high-stakes medical choices. High
complexity of the underlying models, large quantity of the datasets, and the huge processing power required to boost the performance
of ML models are typical features behind Al models [62]. However, as these models get more complex, it becomes more challenging to
grasp their operation, data processing, and decision making which is why they are referred to as opaque or black-box models [63].

There has been an attempt to investigate various explainability methods [53]. First, approaches were grouped into four categories
with the following objectives in mind: 1. describing black-box models, 2. assessing black box models, 3.explaining their outcomes, and
4. building transparent black-box models. Moreover, a taxonomy was proposed to express the underlying explanator, input data type,
the issue discovered by the approach, and the "opened" black box model. It has been shown that most explanation methods are unable
to decipher models [64]. This involves making judgments based on unknown or latent traits. Finally, an explanation is provided for the
lack of interpretability techniques in the suggested systems. In addition, an approach was proposed for learning models directly from
explanations after recognizing a lack of formality and performance evaluation of interpretability methods. Interpretability framework
has also been proposed for developing predictive accuracy, descriptive accuracy, and relevancy [65].

Misztal-Radecka and Indurkhya [66] proposed a taxonomy to classify explainability of DL which includes explaining deep network
processing, explaining deep network representation, and explaining how systems are built. Last but not least, establishing transparent
or explicable models, fostering cross-disciplinary cooperation between healthcare practitioners is crucial for information sharing [67].

Many scientists believe that XAI make Al deployment easier in the medical industry since XAI helps with creating trust and un-
derstanding among stakeholders about Al system [68]. According to research on the information required when a difficult model is put
into a decision-making environment, the information given by XAI frameworks is of primary importance. For instance, it has been
observed that physicians are interested in the local, case-specific logic behind a model choice and the model’s global properties [69]. A
fundamental challenge in the adoption of Al in critical domains like healthcare is the difficulty in trusting the model output, largely due
to a lack of understanding of how the model functions in [70]. This trust could be significantly bolstered by gaining deeper insights into
the algorithm’s development process, thereby enhancing confidence in the outcomes generated by Al applications. Despite the critical
need, there has been scant research focused on identifying the specific types of information necessary for effectively integrating Al into
decision-making processes, especially in the medical field.

The authors of [71] proposed a taxonomy for neural network interpretability methods with three separate groups. However, the
primary focus was on DL. The first category covers methods that mimic data processing to give insights into the links between the
model’s inputs and outputs. Using a variety of specialized scientific journals, the authors of [72] conducted a comprehensive review of
the literature. They underlined the necessity to integrate more formalism into the field of XAI and the interaction between humans and
robots. After recognizing the community’s predisposition toward examining explainability exclusively through the lens of modelling,
they proposed adding explainability into other elements of ML. Finally, they provided a viable research direction which is synthesizing
existing explainability methods. The authors of [73] have begun to address the call for additional knowledge about the structure of
explanations through conceptual papers that have discussed the origins of explanations, how we are biased in our interpretations of
explanations, and how explanations are phenomena that occur in the context of human interaction.

Transparent Al methodologies implemented in medicine are crucial, ensuring the capacity to explain and interpret Al-generated
decisions alongside accurate diagnoses and predictions. The development of transparent Al within healthcare marks a significant
stride towards accuracy, interpretability, and ethical Al utilization in the medical domain. In radiology and pathology, Transparent Al
is being utilized to enhance diagnostic accuracy [74]. Transparent Al is pivotal in CDSS, offering clinicians clear justifications for
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Al-generated recommendations. Models embedded with explainable features instill trust among healthcare providers, empowering
them to validate suggestions and make more informed, precise decisions [75]. Transparent Al methodologies predict patient outcomes
and disease progression, providing understandable insights into prediction factors. This aids healthcare professionals in compre-
hending Al-based prognoses, enhancing patient care strategies [76]. These techniques also empower researchers to validate pre-
dictions, aiding in drug and therapy discoveries. Machine learning models are utilized for prognostication of patient outcomes and
disease progression. Transparent Al plays a crucial role in upholding ethical standards within healthcare Al applications. Initiatives
focus on crafting Al systems transparent in their handling of patient data, ensuring privacy and ethical compliance.

5. Applications of explainable Al in healthcare

Nowadays, Artificial Intelligence (AI) plays an essential role in pursuing critical systems such as education, healthcare, renewable
energy, transportation, and traffic that directly impact our daily lives. In the healthcare domain, the applications of Al techniques are
in constant progress [77]. However, Al applications and models in healthcare practice require transparency and explainability since
inaccurate predictions may have severe consequences [78]. Clinicians demand to understand Al systems reasoning as a prerequisite for
building trust in the predictions and adoption of Al applications [79]. Reliability, accuracy, and transparency are critical requirements,
especially for healthcare decision-makers. Therefore, Al researchers and practitioners have focused on explaining the decisions made
by Al applications such as ML or Deep Learning (DL). Al algorithms should provide clinicians with understandable explanations about
their outputs [80]. For example, in disease diagnosis, XAl can reveal the features that contribute to AI model output on patient’s
condition.

To understand the relationship between microbial communities and phenotypes, SHapley Additive explanation (SHAP) algorithm
was used. The motivation is that SHAP technique can explain the prediction of specific prototype values depending on the outputs of
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each impactful parameter. The features positively impact predicting the target value if the SHAP values are positive. Dopaminergic
imagery techniques like SPECT DaTscan were analyzed for early diagnosis of Parkinson’s Disease [81]. The LIME technique was used
to accurately classify the Parkinson’s disease from the given DaTscan with the appropriate reasoning of the same. Acute critical illness
detection is another important use case of XAI approach in medical research. For example, an early warning score system has been
proposed [82]. The system was able to explain its prediction with the Electronic Health Record data information using SHAP tech-
nique. XAlI for the diagnosis of Glioblastoma based on topological and textual features has been investigated as well [83]. The Al model
on the fluid-attenuation inversion recovery for the Glioblastoma multiform classification was validated. The local feature relevance to
the sample in the test set was computed using LIME method. The Fig. 5 outlines the various XAI techniques commonly employed in
medical contexts and hints at their potential explanatory capabilities, particularly in using SHAP and LIME in the field of medical
applications.

A computer-aided system with the capability of explainable sentences has been proposed for lung cancer diagnosis [84]. The LIME
method was used to develop the local post hoc model, which transforms the critical, relevant feature into natural language. An
ensemble clustering based XAI model was proposed for diagnostic analysis of traumatic brain injury [85]. In this model, the expert
medical knowledge was combined with the automated data analysis to develop the explainable framework. A model for the COVID-19
detection using the chest X-ray images named COVID-NET has been proposed [86]. This model showed 93.3 % accuracy and a 91.1 %
sensitivity on the Covid dataset. The XAI technique Inquire was used to examine the COVID-NET model’s output. To predict the
post-stroke hospital discharge disposition, an interpretable ML method has been proposed [87]. Linear regression was selected as the
baseline model and was compared with the black-box model. The LIME method was used to identify the essential features of the model.
For selecting the laser surgery option at an expert level, a multicast XGBoost model has been proposed [88]. The model was validated
on the subject who has undergone refractive surgery. An accuracy of 78.9 % was achieved on the external validation dataset. The SHAP
method was used to provide a clinical understanding of the ML method.

Ye et al. proposed [89] classification models for COVID-19 equipped with XAl strategies to deliver reliable classification associated
with credible explanations for COVID-19. To this end, 380 positive (having COVID-19) and 424 negative CT volumes were obtained.
Their model can assist radiologists in determining exact location of lesions in CT scans by providing more diagnostic information. They
compared their proposed XAI modules with other models like CAM, SHAP, etc.

Another work [90] has presented a B5G architecture for detecting COVID-19 utilizing CT scan images. The inspection system was
developed based on different functionalities of 5 G networks. XAl model was utilized to monitor mask-wearing, social distancing, and
body temperature. The suggested healthcare framework utilizes three layers which are edge layer, stakeholder layer, and cloud layer.
In the middle edge layer, the Local Interpretable Model-Agnostic (LIMA) model is used by the XAl module Knowledge mapping. Images
from X-rays, CT scans, and ultrasounds, along with learnable parameters from different layers of the DL model form the input. Their
methodology aids with the reduction of hospital overcrowding, the verification of non-COVID-19 patients, and the processing of
sensitive personal data at the edge to protect anonymity.

The researchers of [91] proposed a model for identification and progress prediction of Alzheimer’s disease (AD). The approach
consists of two layers. The first layer utilizes random forest (RF) to classify patients who have AD in its early stage. The second layer of
binary classification is carried out to predict likelihood of mild cognitive impairment (MCI) progression toward AD within three years
from the initial diagnosis. In each layer, SHAP is used for providing explanation on the model reasoning. The evaluation of the pro-
posed approach was done on ADNI dataset achieving high reliability of 93.95 % and 87.08 % per layer.

Sepsis must be diagnosed as soon as possible since delayed treatment leads to patient’s irreversible organ damage increasing the
mortality rate. The authors of [92] tackled early diagnosis of Sepsis based on health records obtained from Cardiology Challenge 2019.
Using 168 features collected on hourly basis, an explainable AI model was developed for sepsis diagnosis. Gradient-boosting-trees
model called XGBoots was used in K-fold cross-validation setup to forecast sepsis and provide interpretable sepsis risk in the ICU.

The authors of [93] have used XAl to investigate the relationship between tumor immune cell composition and breast cancer
survival rates. Using EPIC, TIMER, CIBERSORT and xCell computational approaches, from TIMER2.0 and TCGA breast invasive cancer
data, first, they extracted immune cell from a RNA bulk sequencing data. According to the proposed XAI techniques, the most sig-
nificant cells responsible for breast cancer are the MO macrophages, B cells, CD8+, and NK T cells. Their model demonstrated that by
increasing the fraction of B cell with CD8+ T and NK T cell, their points of inflection might increase survival rate of breast cancer
patients up to 18 %. The authors of [94] have studied and exploited different XAI methods in the healthcare sector. LIME and SHAP
feature-based techniques have been applied to a heart disease dataset with 70+ features taken from UCI ML Repository.

The authors of [95] have adopted Magnetic Resonance Imaging (MRI) scan of brain with 1901 different subjects obtained from IXI,
ADNI and AIBL repositories. To categorize patients suffering from AD, they trained an analytical model constructed on chronological
and brain age data. They have argued that this model offers superior performance compared to other ML methods for females and
males with 88 % and 92 % accuracy. The authors developed a methodology for performing regression and classification tasks while
retaining the input space’s of morphological semantics and giving a feature score to quantify each morphological region’s detailed
contribution to the final outcome.

Apart from importance of interpretability, the authors of [96] have recognized the necessity of ethics of Al by presenting a survey
on ethical solutions for deployment of Al in different application domains. The survey points out some concerns regarding Al taking
over our lives. For example, while automation using Al is beneficial in terms of lowering the production cost, it may lead to unem-
ployment in human workforce. Moreover, companies that utilize AI will receive much higher profits faster compared to companies
running on human workforce. This is unfair for companies that cannot afford Al automation. The authors also discuss the details of
preparing high quality data which is necessary for training robust and reliable Al models.

The authors present a system in [97] for content-based image retrieval (CBIR) of Video frames related to minimally invasive surgery
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Table 2
Summary of various XAI methods in digital healthcare and medicine, including their ML and XAI Methods.

Disease/ Type of ML Methods XAI Methods Refs Year Accuracy Challenges/ Observations

Images or documents

Epilepsy Bagged tree-based SHAP [99] 2024  Mean Accuracy Patient-independent multimodel data

classifier (BTBC), DT, RF, 99.50 % using the proposed framework
XGB, LR, NB

Heart arrhythmia CNN-LSTM SHAP [100] 2024  Mean diagnostic Accurate detection of cardiac

accuracy of 98.24 %  arrhythmias

Parkinson’s disease GBT, NN, SVM-RBF, Linear =~ SHAP [101] 2024  Best Accuracy 85 % Highlights the challenge posed by

SVM, Logistic regression, missing data in EHR system
and RF

Lung Cancer CNN and XGBoost SHAP [102] 2024  Accuracy of 97.43%  Minimize the risk of error or bias in the

results

Glaucoma VGG19, ResNet50, Saliency maps [103] 2024  Accuracy of 96.62 %  No specific collection of spatially well-

InceptionV3, Xception defined and consistently located
features

Retinal fundus ResNet50 SIDU, GRAD-CAM [104] 2021 AUC 0.6605 Eye-tracker in the medical domain
images particularly for the screening of retinal

diseases, DR and quality assessment for
retinal images

Autism Spectrum SVM feature [105] 2021  Accuracy of toddler The feature importance score is critical
Disorder (ASD) importance score, ASD dataset has an for explainability

Visual 98.27 + 1.12 (for
Log FT method)
Hepatitis LR, DT, kNN, SHAP, LIME, [106] 2021 Highest accuracy The proposed framework combining
SVM, RF PDP (91.9 %) the global and local interpretable
methods improve the transparency of
complex models

Traumatic k-means, spectral Quality [107] 2020  f-measure 64.11 % A new consensus function in clustering
brain clustering, assessment of ensemble has been introduce
injury (TBI) Gaussian mixture clustering
identification features.

Colorectal CNN Visual [108] 2020  Accuracy 92.74 % Although many ML methods showed
cancer explanation exceptional performances, the majority
diagnosis of them are not able to rationalize their

decisions

Automatic CNN Activation Maps [109] 2019 Maximum precision Automatic identification of instruments
recognition of of 99 % on the in laparoscopy videos carriages many
instruments in validation dataset challenges that need to be addressed,
laparoscopy like detecting multiple instruments
videos appearing in various representations

and in different lighting conditions.

Decision Support Gradient-boosting SHAP [110] 2020 AUC 0.869 To validate a risk calculator for prostate
System for algorithm cancer (PCa) and clinically significant
Prostate Cancer PCa (csPCa) using XAI

ECG Based PCA Grad-Cam [111] 2020  Average accuracy Due to strong inter-subject
Hypoglycaemia 89.3 +4.5 heterogeneity, previous studies based

on a cohort of subjects failed to deploy
electrocardiogram (ECG)-based
hypoglycemic detection systems
reliably

Inflammatory bowel Linear SVM, RF, Nearest Feature [112] 2017  Accuracy of RF - 99 microbiota data is challenging as It is
disease Shrunken Centroids (NSC), = Marginalization % and 81 %, for SVG  high-dimensional, sparse and
diagnostic and Logistic Regression and IBD datasets, comprises of high inter-personal

with L2 regularization respectively variation
(LR).

Macromolecular CNN ML-CAM [113] 2018 Mean accuracy 8% A computer-aided diagnostic approach
Complexes for CLE imaging of human glioma with

feature localization function

Allergy diagnosis Decision Tree, SVM and Post-hoc XAI and [114] 2021  Accuracy of RF Computer-aided framework for allergy

Random Forest CDSS 83.07 % diagnosis which is capable of handling
comorbidities

Glaucoma Diagnosis CNN ML-CAM [115] 2022  Accuracy: 93.5 % Both histogram equalization (HE) and

contrast-limited adaptive HE (CLAHE)
were used to enhance colored fundus
image data

Pneumonia VGG16 Grad-CAM [116] 2022  Highest accuracy of Traditional deep learning methods for
identification VGG16 reaches 95.6 ~ pneumonia identification take less

12

%

account of the influence of the lung X-

(continued on next page)
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Table 2 (continued)

Disease/ Type of ML Methods XAI Methods Refs Year Accuracy Challenges/ Observations
Images or documents

ray image background on the model’s
testing effect

Alzheimer’s disease VGG-16 and CNN Feature [117] 2022  10-fold cross- Identify the stages of Alzheimer using
importance score, validation accuracy Layer wise relevance propagation
Visual of 98.81 % method in XAI

(MIS) videos. In the proposed method, descriptors were extracted that were semantic in nature from mentioned video frames. In
Case-Based Reasoning (CBR), a pool of labelled samples is available and labelling a new query sample is done based on the labels of its
similar counterparts fetched from the pool. Contrary to DL, CBR reasoning is clear since it is primarily based on some type of similarity
measure between labelled samples and the query sample. Therefore, the authors of [98] proposed a CBR method for breast cancer
diagnosis equipped with a user interface for providing visual explanations. Prostate cancer is very common among men worldwide and
its early diagnosis is vital to patient’s survival chance. To make the results interpretable, LIME approach was utilized. It is beneficial to
close this section by summarizing XAI research papers related to medicine and healthcare in Table 2. The applied ML and XAI ap-
proaches as well as studied diseases are listed for each paper. For instance, in epilepsy detection, Bagged Tree-Based Classifier (BTBC),
Decision Trees (DT), Random Forests (RF), and others are employed, with SHAP providing interpretability. The mean accuracy
achieved is 99.50 %, focusing on patient-independent multimodal data [99]. Heart arrhythmia diagnosis utilizes a CNN-LSTM model
with SHAP, achieving a mean diagnostic accuracy of 98.24 %, aiming for accurate arrhythmia detection [100]. Parkinson’s disease
detection involves Gradient Boosted Trees (GBT), Neural Networks, among others, with SHAP, achieving an 85 % accuracy, addressing
challenges posed by missing data in EHR systems [101]. The rest of table continues with similar disease-specific ML methods and XAI
techniques, each targeting high accuracy while addressing specific challenges unique to the disease or dataset, emphasizing the
importance of explainability and robustness in medical Al systems.

6. The challenge of interpretability in healthcare

In this section, we investigate the challenge of XAI in healthcare. We discuss the barriers that prevents the widespread application
of XAI in healthcare and medicine.

6.1. User-Centric explanations

Understanding internal process of ML methods and outcomes in healthcare systems is essential to make such critical systems more
trustworthy for end-users. The challenges that emerge in making ML models explainable are listed below.

e Analysis of complex ML models requires background in advanced mathematics and statistics.

e So far, healthcare systems have failed to fulfill the design and functional requirements for successful deployment of ML models in
medical domain.

The end-users’ desire towards interpretability widens the gap between development of complex black box models and human-
readable explanations.

Making ML models more transparent is likely to make them less efficient in achieving their objectives. This is because high-
performance models consist of many layers with complex interconnections. Therefore, tracing the training process on millions
of samples is almost impossible.

XAI methods only highlight the regions relevant to the ML model outputs without determining the features that have caused the
relevancy of those regions.

While considerable effort has been put into making models transparent, the appropriate evaluation of provided explanations is still
an open issue. Moreover, some researchers have doubts about reliability of XAI methods considering them to be misleading.

As a result, end-users must be involved in developing ML models to bridge the gap between user needs and expectations and design
support of the products. In applications such as detecting objects (e.g. vehicles, animals), recognizing actions, controlling robots, etc.
lack of user participation may not be much of an issue. This is because experts can analyze XAI methods outputs to debug models and
determine training data gaps on their own. However, in medical domain, the situation is different. Even if XAI methods provide
plausible explanations, only clinicians can analyze XAI outputs and understand the cause of fail cases for ML models. Therefore, ML
experts always have to rely on clinicians for debugging and improving their models. Considering that clinicians are usually busy with
their own tasks, collaborating with them would be challenging.

Another challenge encountered in applying XAI in the medical domain is the fact that ML experts are usually comfortable with
mathematical explanation outputs. On the contrary, clinicians prefer to receive explanations in visual form [118]. Such requirement
puts limitations on the output format of XAI methods. However, it’s imperative to note that advancements in explainable AI have the
potential to contribute significantly to achieving Sustainable Development Goals (SDGs) in healthcare. By aligning XAI methodologies
with SDG 3, which aims to ensure healthy lives and promote well-being for all at all ages, we can leverage these technologies to
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enhance diagnostic accuracy, treatment effectiveness, and overall healthcare delivery. The goals set forth in SDG 3, particularly
pertaining to the attainment of universal health coverage and the facilitation of access to vital medications and immunizations, are
intricately linked to the utilization of XAI within healthcare. Through the implementation of XAI methodologies, healthcare systems
stand to enrich comprehension and transparency in medical decision-making, thereby ensuring fair access to high-quality care and
bolstering patient outcomes. Moreover, XAl holds the capacity to offer intelligible insights into vaccine safety and effectiveness,
assuaging concerns and fostering community trust. By shedding light on the decision-making mechanisms of these models, XAI
augments their transparency and dependability, ultimately playing a pivotal role in advancing SDG 3's objectives for immunization and
curbing preventable fatalities. Thus, while the preference for visual explanations poses a challenge, integrating XAI solutions within
the framework of SDGs underscores the importance of overcoming such barriers for the greater benefit of global health initiatives.

6.2. Performance vs. transparency tradeoff

XAl in healthcare systems impacts how end-users comprehend ML model decisions. Therefore, it is essential to balance the trade-off
between the model’s complexity and accuracy. Explainability is inversely related to performance of Al systems. Increasing the model
transparency improves the ability to analyze its decisions [119]. Consequently, the XAl models divide into black-box Al, grey box Al,
and white box Al DL and ensembles approaches are included in the black box, statistical models are included in the grey box, and
graphical models, linear models, rule-based models, and decision trees are included in the white box [120]. The black box of Al in
healthcare systems is not transparent, making it difficult to provide acceptable reasoning for fair decisions and end-user trustwor-
thiness [121]. The gray-box Al maintains average balance between transparency and explainability, while the white-box AI has high
explainability with low-performance models. In an ideal healthcare system, models that combine high explainability with acceptable
performance are preferred. However, this introduces a trade-off between the model’s ability to identify understandable patterns and its
flexibility in accurately fitting data. This trade-off is crucial and should be discussed with end-users to fully understand the clinical and
human implications of any potential misclassifications. Balancing these aspects is key to developing Al systems that are both effective
and trusted in healthcare contexts [122].

6.3. Balancing requirements of interpretability

Considering that interpretability is a complicated and nuanced term with no single definition, several requirements for an ideal
interpretable ML system should be stated specially for healthcare applications. In general, the ML explanation is related to model’s
soundness (or optimality) and ability to be comprehended by the user [123]. In addition to soundness and comprehension, it is crucial
to cover the explanation scope of models from a local (or instance-based) or global level. The global level reduces model performance,
while the local level increases the time complexity to provide a comprehensive explanation [124-126]. The challenge is to ensure
soundness, comprehension, and scope of the model and satisfy trustworthiness about the black and grey box AI model working
mechanisms. The soundness and comprehension requirements are balanced based on the sensitivity of the application domain and the
amount of which the end-user is anticipated to identify the ML model’s interpretability.

6.4. Assistive intelligence

The ultimate objective of ML algorithms is removal of humans from decision making in various application domains [127].
However, in safety-critical applications such as healthcare, the decision making cannot be left to ML systems entirely. Supervision of
human experts is necessary to avoid catastrophe in case wrong decisions are made by the ML system. While ML methods cannot be fully
trusted with patients’ lives, they can act as medical assistants for human experts accelerating medical data analysis and useful
knowledge extraction [128]. Healthcare systems require precise data to make robust decisions so human-in-the-loop framework as
well as XAI mechanisms are needed. For instance, such assistive intelligence is supported for classification of diabetic retinal fundus
images [129], medical writing for the scientific medical community [130], and digital tourism [131], which could be tailored for
healthcare professionals.

The article in [132] systematically analyzes XAI models in healthcare, focusing on trends and future directions. It explores XAI
methodologies and proposes strategies for deriving trustworthy Al in healthcare, addressing concerns such as security, performance,
and communication issues. Loh et al. [133] review highlights the importance of XAl in healthcare to enhance trust in Al models, and it
identifies areas such as abnormality detection in biosignals and key text identification in clinical notes that warrant further attention
from the XAI research community, aiming to foster the development of a comprehensive smart city cloud system. The work in [134]
critically reviews previous studies on interpretability methods like LRP, UMAP, LIME, SHAP, and Grad-CAM, discussing their usability
and reliability, and explores how AI and ML technologies can revolutionize healthcare services, offering insights for researchers and
decision-makers.

Gupta et al. [135] review the utilization of techniques such as LIME, SHAP, PDP, and decision trees, and identify opportunities for
further research in less explored medical data areas. Jung et al. [136] summarized the findings of comprehensive framework and
standardized approaches to evaluate XAI's explanation effectiveness across diverse Al stakeholders. The work in [137] presents a
survey of recent XAl techniques in healthcare and medical imaging applications, aiming to mimic human judgment and interpretation
skills while providing insights into the black-box model of deep learning decision-making for clinical tasks. The article [138] highlights
the increasing precision in using XAI and describing ML pipelines alongside the growing demand for experts bridging informatics and
medical domains.
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The work [139] provides a comprehensive overview of XAI frameworks tailored for IoT applications in healthcare, addressing the
need for trustworthiness in the growing Internet of Medical Things (IoMT). It systematically explores XAl services for healthcare IoT,
including security enhancement and edge XAl structures, while highlighting the potential of sixth generation (6 G) communication
services, aiming to enhance transparency and reliability in future healthcare IoT implementations. The review in [140] explores the
current state and potential of XAl in revolutionizing drug discovery, addressing the need for transparency and interpretability in
increasingly complex Al and ML models. The systematic review [141] explores the trustworthiness and explainability of AI applica-
tions in healthcare, employing data fusion techniques to bridge gaps in current research, offering guidelines for policymakers and
addressing methodological aspects to enhance trustworthiness. Band et al. [134] discussed the transformative potential of Al and ML
technologies in healthcare, and provided insights into the usability and reliability of these methods alongside XAL

The article in [142] systematically analyzes XAI models in healthcare, focusing on trends and future directions. It explores XAI
methodologies and proposes strategies for deriving trustworthy Al in healthcare, addressing concerns such as security, performance,
and communication issues. Loh et al. [143] review highlights the importance of XAl in healthcare to enhance trust in Al models, and it
identifies areas such as abnormality detection in biosignals and key text identification in clinical notes that warrant further attention
from the XAI research community, aiming to foster the development of a comprehensive smart city cloud system. The work in [144]
critically reviews previous studies on interpretability methods like LRP, UMAP, LIME, SHAP, and Grad-CAM, discussing their usability
and reliability, and explores how AI and ML technologies can revolutionize healthcare services, offering insights for researchers and
decision-makers.

Our article on using XAI for personalized healthcare stands apart by addressing the gaps identified in the referenced articles.
Specifically, while [142] systematically analyzes XAI models in healthcare and proposes strategies for trustworthy Al, our article
focuses on the application of XAI for personalized healthcare, offering practical insights into its implementation. Additionally, while
[143] highlights the importance of XAl in healthcare to enhance trust in Al models, our article delves deeper into the specific areas of
abnormality detection in biosignals and key text identification in clinical notes, providing detailed guidance on leveraging XAI
techniques for these tasks. Furthermore, while [144] reviews interpretability methods and explores the potential of Al and ML
technologies in revolutionizing healthcare services, our article goes beyond by offering a comprehensive framework for integrating
XAI into personalized healthcare, catering to both researchers and decision-makers in the healthcare domain. In [142], the authors
review the potential of explainable XAI methods in diagnostic imaging, particularly for MRI, CT, and PET imaging, highlighting the
need for systematic quality assessment and suggesting future directions. The study in [143,144] provides a systematic meta-survey of
challenges and future research directions in XAI, organized into two themes, aiming to guide future exploration in the XAI field and
advance its adoption in critical medical domains.

The systematic review by Fontes et al. [145] explores the potential of example-based XAI techniques in medical imaging, analyzing
recent studies to enhance accuracy, transparency, and usability in clinical practice. The discussion in [146] highlights the contentious
issue of XAI in healthcare applications, emphasizing the need for comprehensible and transparent patient-centric approaches. In [147]
the need for standardized metrics for evaluating XAI systems, especially in the healthcare domain, to ensure transparency and
domain-specific relevance is summarized. The survey in [148] explores XAl methods beyond saliency-based approaches, aiming to
provide a diverse understanding of XAI techniques applicable to healthcare professionals and facilitate cross-disciplinary exchange,
categorized into case-based, textual, and auxiliary explanations. In addition to this, the authors in [149] introduce modified deep
learning models, MobileNetV2 and DenseNet201, augmented with additional convolutional layers, to enhance skin cancer detection
efficiency in detecting both benign and malignant cases. The Inception-ResNetV2 model enhanced with local binary patterns [150] is
used for precise lung and colon cancer diagnosis, achieving 99.98\% accuracy. Here, employing XAI through SHAP enhances trans-
parency in deep learning model decision-making, promising a transformative impact on cancer diagnosis accuracy.

7. Conclusion

Al makes an impact in every sphere of life by inducing a significant paradigm shift in the healthcare sector and education [151,152]
and has revolutionized data access and analytical methods. With the emergence of deep learning, there have been notable ad-
vancements in decision-making and prediction algorithms, particularly in their ability to achieve high performance. However, a
critical issue with these advancements is the often-opaque nature of the algorithms, posing challenges in understanding their
decision-making processes. This opacity has spurred the growth of Explainable AI (XAI), a field dedicated to making AI decisions
transparent and comprehensible.

XAI has not only gained prominence for its ability to clarify the mechanisms of Al learning but has also been instrumental in
refining the performance of deep networks. Developers are increasingly leveraging XAI techniques to decode the learning strategies of
advanced methods like graph neural networks, generative adversarial networks, self-supervised learning, and reinforcement learning.
This paper has undertaken an exhaustive literature review focused on XAl, particularly in healthcare applications. We have system-
atically categorized XAI methodologies, surveying 26 papers related to medical diagnosis and surgery that utilize XAL The paper also
highlights the challenges of implementing XAI in healthcare and emphasizes the importance of model explainability in this sector. It
underscores the need for a human-centered approach in designing and developing XAl methods, facilitating the interpretation of Al
models by both patients and medical professionals. While XAI has made significant inroads in healthcare, particularly in diagnosis and
surgery, the integration of comprehensive explainability tools with ML and DL methods remains a challenge, especially in critical areas
like surgery.

The future of Al in healthcare should prioritize the development of self-explanatory techniques that obviate the need for post-hoc
explanations. Such approaches could lead to AI solutions in healthcare that are transparent and easily understandable by both
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professionals and patients. These transparent Al solutions promise further advancements in the health sector, paving the way for new
treatments and approaches in medicine. Moreover, the reliability and consistency of Al-assisted medical applications will be enhanced
if users can comprehend the rationale behind treatment plans. Thus, a collaborative effort between data scientists and medical experts
is essential for creating more effective XAI applications, which will significantly influence medical procedures and treatments,
increasing patient satisfaction by providing insights into disease causation and the impact of various medications.
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