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Simple Summary: Tyrosine kinase inhibitor (TKI) therapy is often taken indefinitely by chronic
myeloid leukemia (CML) patients. However, little is known about the long-term or under-reported
TKI side effects due to limited longitudinal clinical data on these relatively new drugs. We utilize
novel cross-domain text mining and machine learning to comprehensively assess relationships
between TKIs and possible adverse events (AEs) across 30+ million PubMed publications. The top
10% of predicted AEs were mapped to ten physiological function-based foci: hematology, glucose,
iron, cardiovascular, thyroid, inflammation, kidney, gastrointestinal, neuromuscular, and others.
Study results provided new insight into the breadth of adverse events with TKI usage. Results-based
recommendations were devised for proactive patient monitoring protocols as a function of perceived
AE risk. Additionally, AEs were mapped to specific TKI types to assist in personalized TKI selection.

Abstract: Tyrosine kinase inhibitors (TKIs) are prescribed for chronic myeloid leukemia (CML) and
some other cancers. The objective was to predict and rank TKI-related adverse events (AEs), including
under-reported or preclinical AEs, using novel text mining. First, k-means clustering of 2575 clinical
CML TKI abstracts separated TKIs by significant (p < 0.05) AE type: gastrointestinal (bosutinib);
edema (imatinib); pulmonary (dasatinib); diabetes (nilotinib); cardiovascular (ponatinib). Next, we
propose a novel cross-domain text mining method utilizing a knowledge graph, link prediction, and
hub node network analysis to predict new relationships. Cross-domain text mining of 30+ million
articles via SemNet predicted and ranked known and novel TKI AEs. Three physiology-based tiers
were formed using unsupervised rank aggregation feature importance. Tier 1 ranked in the top
1%: hematology (anemia, neutropenia, thrombocytopenia, hypocellular marrow); glucose (diabetes,
insulin resistance, metabolic syndrome); iron (deficiency, overload, metabolism), cardiovascular
(hypertension, heart failure, vascular dilation); thyroid (hypothyroidism, hyperthyroidism, parathy-
roid). Tier 2 ranked in the top 5%: inflammation (chronic inflammatory disorder, autoimmune,
periodontitis); kidney (glomerulonephritis, glomerulopathy, toxic nephropathy). Tier 3 ranked in
the top 10%: gastrointestinal (bowel regulation, hepatitis, pancreatitis); neuromuscular (autonomia,
neuropathy, muscle pain); others (secondary cancers, vitamin deficiency, edema). Results suggest
proactive TKI patient AE surveillance levels: regular surveillance for tier 1, infrequent surveillance
for tier 2, and symptom-based surveillance for tier 3.

Keywords: chronic myeloid leukemia; tyrosine kinase inhibitor; BCR ABL; adverse event; side effect;
toxicity; heterogeneous information network; machine learning; natural language processing

1. Introduction

Chronic myeloid leukemia (CML) is an uncommon type of cancer in the bone marrow
that targets early myeloid cells. It results in an increase in impartially mature cells that
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offsets normal myeloid cells. Comprising approximately 15% of all leukemias, the majority
of CML cases are cytogenetically characterized by the presence of the Philadelphia (Ph+)
chromosome [1]. Ph+ results from the fusion of the Abelson (ABL) tyrosine kinase gene of
chromosome 9 and the BCR gene at chromosome 22. CML is most frequently diagnosed
among adults of age 65-74 years. However, pediatric, adolescent or young adult CML
diagnoses are increasing [2]. In 2021, chronic myeloid leukemia had an estimated 9110 new
cases and 1220 new deaths [1].

The advent of BCR ABL targeting tyrosine kinase inhibitors (TKI) as a therapy for
CML has substantially improved patient outcomes [3,4]. Currently, five TKIs are widely
utilized for CML treatment: imatinib, dasatinib, nilotinib, bosutinib, and ponatinib. Nowa-
days, patients with CML boast a life expectancy similar to the general population. With
improved life expectancy, the goals of CML treatment have shifted from short-term disease
management towards the long-term quality of life [5]. Namely, treatments aim to achieve
deep molecular response, where blood levels of BCR ABL transcript measured via poly-
merase chain reaction (PCR) are less than or equal to 0.01% on the International Scale (IS),
which is equivalent to a 4-log reduction in BCR ABL transcript with <1:10,000 of measured
transcripts still possessing the mutation [6]. For many patients, obtaining and maintaining
a deep molecular response via ongoing TKI therapy makes CML more analogous to a
chronic condition. Nonetheless, these powerful TKIs are riddled with adverse effects.

More recently, the possibility of treatment-free remission (TFR) has been of great inter-
est. TFR is where patients with a deep molecular response cease to continue TKI therapy if
they meet specific criteria. In the United States, the most successful guidelines for TFR pa-
tient selection include those CML patients who meet all the following criteria: patients who
did not have a high Sokal score at initial diagnosis, never progressed past chronic phase,
did not possess TKI resistant mutations, have been on TKI therapy for 8 years, and have
had a deep molecular response for >2 years at the time of TFR trial initiation [7]. Several
trials have commenced to assess relapse rates in patients who undergo TFR, including but
not limited to the French STIM trial [8], the TWISTER study in Australia [9], the EURO-
SKI study [10], the ENESTfreedom study [11], ENESTop study [12], and the DASFREE
study [13]. Unfortunately, many patients who attempt TFR relapse are unsuccessful, with
the majority relapsing within 6 months. Between 40-60% of patients ultimately relapse
and must resume TKI therapy [14]. Based on current TKI therapies and corresponding
clinical evidence, the majority of CML patients require TKI therapy indefinitely (i.e., for the
remainder of their natural life).

While TKIs have been very effective, these powerful drugs are not benign. Due
to the ubiquitous nature of the drugs’ targets in the body, there is a litany of adverse
events (AEs) and side effects associated with TKI usage [15]. Studies have shown car-
diovascular, musculoskeletal, and gastrointestinal disorders to all be associated with TKI
therapy [13,16,17]. Moreover, TKIs are not considered safe to use during pregnancy [18].
Poor quality of life due to adverse events or side effects can result in decreased patient
TKI compliance, which may lead to drug resistance [19-21]. Thus, a comprehensive un-
derstanding of AEs or side effects is critical for patient management, including patient
monitoring, selection of the optimal TKI given the patient’s medical history, and for the
developing future, more targeted TKI therapies that may reduce undesired effects [16].

Most TKI therapies are relatively new, and CML is a relatively uncommon leukemia.
Thus, there is a limited pool of clinical cohort studies on less common AEs or preclinical
AFEs that may otherwise go undetected. Here, we propose cross-domain text mining as
an innovative opportunity to circumvent the challenges associated with the lack of large-
scale longitudinal clinical cohort studies across under-explored physiology. The goal is to
utilize integrated text-mined relationships across seemingly disparate domains (oncology,
cardiology, neurology, etc.) to predict new or previously undetected/under-reported
AEs. Cross-domain literature mining leverages a heterogeneous information network or
“knowledge graph”. The graph connects multifactorial and multi-scalar relationships to
genes, proteins, processes, disease or syndromes, drugs, etc. A knowledge graph uses
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extracted text relationships to create a flowchart of connections. A scientist or clinician can
typically deduce relationships that are a couple of connections away from the target node
(e.g., disease or drug) interest. However, more distant cross-domain relationships further
from the target are difficult to manually deduce. Cross-domain text mining is performed
with knowledge graph-based text mining software, such as SemNet, to extract relationships
from millions of indexed abstracts in the PubMed database [22,23].

Here, we present a novel cross-domain text mining method with link prediction and
hub node network analysis to predict and rank lesser-known AEs relevant to tyrosine
kinase regulation. The idea for hub node network analysis was borrowed from bioinfor-
matics where network analysis is used to trace downstream gene relationships to “hub”
genes [24-26]. Analysis of knowledge graphs and prediction of novel links is usually lim-
ited by the path link to the target of interest. However, hub node network analysis extends
the ability to identify or predict more distant or less obvious links. Hub node network
analysis examines neighboring relationships around connected “hub nodes” and not simply
the target of interest. Therefore, links to TKI-related AEs can be efficiently predicted that
may otherwise be missed.

In summary, the objective of this study was to perform an in-depth assessment of TKI
AEs. Standard bag-of-words text clustering of the CML-specific literature was performed
to map the most common AEs to specific TKI drugs. However, novel cross-domain text
mining with link prediction and hub node network analysis identified and ranked less
obvious or under-reported AEs linked to physiological changes in tyrosine kinase. The
relevance of this study’s results is: (1) improved awareness of TKI AEs for surveillance,
detection, and management; (2) improved personalized TKI therapy selection based on
patient history and specific TKI AE profile; (3) aided design of future TKIs to attenuate or
eliminate AEs.

2. Materials and Methods

The overall goal was to identify and rank potential adverse events (AEs) or side effects
due to TKI therapy in CML patients using innovative text mining techniques. Methods
consisted of two major analyses: (1) Bag-of-words cluster analysis to connect AEs to specific
TKI drug types based on text mining of CML-specific literature; (2) novel cross-domain
text mining across all 30+ million biomedical articles in PubMed to identify and rank
lesser-known possible AEs linked to tyrosine kinase.

2.1. Cluster Analysis of TKI-Specific Adverse Events

First, peer-reviewed CML journal articles in PubMed were extracted to assess the statis-
tical associations between highly occurring AEs and specific TKI drugs (imatinib, nilotinib,
dasatinib, bosutinib, ponatinib) based on the presence of specific terms in a document (a
specific journal article) and the overall corpus (all included CML articles). After conducting
PubMed search queries, 2575 abstracts were retrieved through the year 2021. An example
query was “CML AND side effects OR adverse events”. All queries included synonyms
to look for any associated condition, comorbidity, or toxicity. The abstracts were parsed
and common stop words (“a”, “an”, “the”, “but”, etc.) and punctuation were removed.
Abstracts were then tokenized, lemmatized, and cleaned in Python using the Natural
Language Toolkit library. A bag-of-words technique [27] was used to vectorize abstracts
and transform them into a term frequency-inverse document frequency (TF-IDF) matrix.
TF-IDF calculates how relevant a word is in a corpus. The meaning of TF-IDF increases
proportionally to the number of times in the text a word appears but is compensated by the
word frequency in the corpus. The TF-IDF matrix for this study had dimensions of (2575 x
1621). Thus, 1621 terms occurring in between 1% and 85% of the abstracts were included
for analysis. For this portion of the analysis, only abstracts were processed to reduce bias
from repetitive or less relevant text.

K-means clustering [28] was used to showcase the distinct adverse event and side
effect profiles associated with specific TKIs used to treat CML. The TF-IDF matrix was used
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as the input for k-means clustering, which was implemented using Scikit-learn in Python.
The data was reduced to 50 components using TruncatedSVD [29]. Finally, t-Distributed
Stochastic Neighbor Embedding (t-SNE) was used to further reduce the dimensionality for
2D visualization [29].

After examining the top 200 terms with the highest term frequency inverse document
frequency (TF-IDF) scores in each cluster, clusters 4, 7, 8, 10, and 16 were identified to
be relevant to specific TKIs and their associated undesired effects. A list of the top terms
related to AEs and toxicity was identified from inspecting the aforementioned terms in
each of the five clusters. The highest frequency of occurrence for each term in the clusters
was noted to identify specific AE profiles associated with each of the TKIs. For each of these
clusters, fold differences were calculated for each term to compare its frequency within
the cluster to its frequency within the corpus of abstracts. Pairwise Chi-Square tests were
used to determine whether each of the five clusters identified was significantly different
from each other. A family-wise alpha of 0.05 was utilized with a Bonferroni correction for
multiple comparisons to minimize Type I error.

2.2. Overview of Cross-Domain Text Mining of Conditions Linked to Tyrosine Kinase

The TKI-specific clusters from the bag-of-word analysis of peer-reviewed CML journal
article abstracts are helpful for assessing known drug-specific TKI AEs. However, a
different approach is needed to assess potential AEs not yet measured or mentioned
in CML literature. One way to assess distant, interconnected relationships across domains
is to utilize a knowledge graph. Machine learning algorithms and software, such as SemNet,
can be used to rank relationships within a large knowledge graph to one or more targets of
interest. This study used the original SemNet [23] software for this purpose given work
was completed before the final release of SemNet 2.0 [22]. Note the primary difference
between the versions is that SemNet 2.0 has a much faster compute time.

Two types of knowledge graph text mining were performed: the standard unsu-
pervised rank aggregation algorithm of SemNet to assess published relationships in the
knowledge graph [23] and a link prediction module to assess predicted unpublished re-
lationships [30]. Link prediction has been used by other studies as well to predict novel
links of importance from biomedical knowledge graphs [31-33]. Hub node network anal-
ysis was developed and implemented to extend the coverage of link prediction for this
study. Collectively, relationships predicted as important suggest possible conditions that
should be monitored during TKI therapy. Figure 1 illustrates the knowledge graph pipeline
utilized in this work.
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Figure 1. Overview of cross-domain text mining relationships extracted from peer-reviewed articles
in PubMed and connected into a knowledge graph. Subject-object-predicate triples are extracted
from the text of journal articles, which relate two or more nodes or “concepts” of interest. The
knowledge graph ontology is specified by the Unified Medical Language System (UMLS). Example
node types include pharmacological substance, gene or genome, neoplastic process, organic chemical,
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of”, “treats”, “inhibits”, “stimulates”, “causes”, and “is a”. The open-source Python-based biomedical
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literature-based discovery software, SemNet [23], was used to identify rank relationships between
possible adverse events or side effects due to tyrosine kinase inhibition. A standard SemNet simula-
tion was used to rank published relationships connecting undesired conditions to tyrosine kinase.
A natural language processing (NLP) link prediction algorithm [30] was used in combination with
SemNet to identify relationships that are not explicitly in the knowledge graph. Link prediction uses
existing published relationships in the knowledge graph to predict novel relationships, which are
either unpublished or, minimally, do not exist in the graph. Results are then synthesized and ranked
to suggest adverse events or side effects that should be monitored as part of TKI therapy.

Unlike a clinical meta-analysis, text mining does not select traditional “patient cases”.
Rather, text mining traverses a large knowledge graph of interconnected relationships
derived from biomedical text to find and rank relationships to a target of interest. An
example of an extracted biomedical text relationship is Philadelphia chromosome CAUSES
chronic myeloid leukemia. Thus, one of the limitations of cross-domain text mining is that
it does not presently allow for the inclusion of specifics such as dose size, disease stage, or
time since treatment started. Searching and analyzing the knowledge graph is limited by its
organizing ontology. In this study, the biomedical knowledge graph ontology is the Unified
Medical Language System (UMLS). On the other hand, the strength of cross-domain text
mining is its breadth to integrate massive amounts of relationships across multiple domains.
Thus, cross-domain text mining can pinpoint important or novel relationships that might
otherwise go undetected in a standard quantitative clinical meta-analysis due to sample
size, study inclusion or exclusion criteria, or unintentional human bias.

2.3. Examination of Existing Published Nodes to CML and Tyrosine Kinase with SemNet

Examination of existing published nodes relating CML and tyrosine kinase was per-
formed in SemNet. SemNet is a semantic inference network and biomedical concept
knowledge graph that uses unsupervised ranking algorithms to reveal hidden connections
from PubMed’s nearly 30 million indexed abstracts [22,23]. A user can run a simulation
for a particular node of interest, which is specified as the “target node”, for which SemNet
will search the knowledge graph and return a list of “source nodes” that are connected
to the target node(s). Each connection has both a predication type that represents the
association between the two nodes, as well as a magnitude that represents the prevalence
of the connection within the PubMed literature. A highly pruned subgraph of the larger
knowledge graph utilized is shown as an example in Figure 2. Each node has a particular
node type to help the user methodically filter for desired source nodes. For instance, if
a user wanted to examine all the published genetic factors involved in chronic myeloid
leukemia, they could run a simulation with a target node of “chronic myeloid leukemia”
and filter the resulting source nodes for the “gene or genome” (GNGM) node type. Node
names and node types follow the Unified Medical Language System (UMLS) ontology.

SemNet simulations were utilized to examine diseases and therapeutic substances
that might be associated with TKI therapy for CML. The simulation parameters were set
to filter for two particular node types in the knowledge graph: Diseases or Syndromes
(DSYN) and Therapeutic or Preventive Procedure (TOPP). These parameters were specified
to focus on any immediate diseases or therapeutic substances within one connection of
the specified target node: CML. After the simulation was run, a comprehensive list of
308 treatments and diseases related to CML were retrieved. The list was subsequently
analyzed to look for existing trends or novel relationships derived from the current CML
literature. HeteSim scores were utilized to rank conditions that were of most importance to
CML and tyrosine kinase.
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Figure 2. How to read a knowledge graph derived from text-mined biomedical relationships. Text
is mined from 30+ million PubMed articles to make a heterogeneous information network, or
knowledge graph, of relationships. This example is a highly pruned (>99.9% pruned) subgraph of
the larger knowledge graph. The actual knowledge graph is so large and intertwined that it would
be completely intractable to the human eye. The shapes are called nodes and represent concepts
from biomedical literature. The type of shape represents the ontology of the node, called a node
type. Example node types shown include pharmacological substance (PHSU), gene or genome
(GNGM), neoplasm (NEOP), organic chemical (ORCH), cell component (CELC) and amino acid,
peptide, or protein (AAPP). The ontology for node types and predication types is dictated by the
Unified Medical Language System (UMLS). The lines represent predication types, or relationships,
between the nodes. The different colors represent a different predication type. The line thickness
represents the degree weighted frequency of the relationship in the corpus. Relationships are read in
head-PREDICATION-tail format. Examples: imatinib-IS A-protein TKI and imatinib-INHIBITS-BCR.

2.4. Link Prediction with Hub Node Network Analysis to Predict Cross-Domain Relationships

We utilize our previously published link prediction algorithm [30] in conjunction with
the newly described hub node network analysis method to predict novel AEs related to
tyrosine kinase. These “novel” AEs include conditions that may not be directly connected
to the CML node in the knowledge graph.

2.4.1. Motivation for Hub Node Network Analysis Adapted to Knowledge Graphs

Traditional knowledge graph analysis and link prediction identify links directly con-
nected to a target of interest. For example, SemNet used a standard path link of 2 to
compute features for relevance rankings. This means that potentially relevant nodes further
from the target may be missed. Expanding the path link, alone, is computationally very
expensive and exponentially increases unwanted noise in the resultant rankings.

A similar problem has been cited in large bioinformatics gene-gene networks. Bioin-
formatics network analysis of hub genes effectively enable scientists to tie changes in
downstream genes to highly connected gene hubs [24-26]. The same idea is applied here to
knowledge graphs. Thus, hub node network analysis effectively increases the path link of
the knowledge graph analysis in a “smart” manner. The method prioritizes examination
of adjacent, highly connected hub node neighborhoods, which are most likely to contain
relevant physiological relationships to the target.

2.4.2. Implementation of Hub Node Network Analysis with Link Prediction

Six nodes were specified as “hub nodes” for making the hub node networks: aplastic
anemia, anemia, neutropenia, pancytopenia, thrombocytopenia and the more general node,
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myelosuppression. These nodes were selected as hubs based on their maximal connectivity
and their shared overlap between the CML and tyrosine kinase nodes in the initial SemNet
simulations described in Section 2.3. A pictorial diagram to illustrate the hub node network
analysis concept adapted to natural language processing knowledge graphs is shown in
Figure 3.

neutropenla> pancytopenia
4 | thrombo-
| cytopenia

anemia

myelo-
suppression,

tyrosine
kinase

Figure 3. Conceptual overview of hub node network analysis to construct neighborhoods that
find more distant or less represented connections to tyrosine kinase in the knowledge graph. The
six leaves shown represent the hub nodes (aplastic anemia, anemia, neutropenia, pancytopenia,
thrombocytopenia, and myelosuppression) used to generate hub neighborhoods for link prediction.
Link prediction and SemNet simulation predicted disease or syndrome (DSYN) nodes related to
tyrosine kinase that could be relevant adverse events (AEs) for CML patients on TKI therapy.

Once hubs were selected, link prediction was performed using our previously pub-
lished algorithm [30]. Specifically, entity prediction generated a list of nodes with a specified
relationship type to the six node hubs: CAUSES, PRECEDES, AUGMENTS, DISRUPTS,
STIMULATES, and AFFECTS. Included UMLS node types were: Amino Acid Peptide
or Protein (AAPP), Biologically Active Substance (BACS), Disease or Syndrome (DSYN),
Gene or Genome (GNGM), and Pharmacologic Substance (PHSU). The unsupervised graph
algorithm, TransE [30] generated lists of nodes predicted to have a relationship with each
hub node. A degree normalized weight value represented the predicted strength of the
relationship between the head and tail node. The weight values were used to standardize
and prune the number of nodes included in the hub node neighborhoods.

The resultant nodes that comprised the hub neighborhoods became SemNet targets for
DSYN conditions associated with tyrosine kinase. Pairwise comparisons were performed
in SemNet between mutually highly ranked nodes related to tyrosine kinase and the hub
neighborhood. To reduce noise, generic nodes such as “protein” were removed. To enable
aggregation across separate hub node simulations, the HeteSim scores were recorded and
normalized to fall between 0 and 1.

2.4.3. Selection and Validation of Most Relevant Nodes and Aggregation into Tiers
and Foci

Approximately the top 10% of normalized, highly ranked nodes aggregated from
the hub node simulations were isolated for human-in-the-loop validation. The top 10%
were chosen on the basis of the most novelty (using the SemNet novelty score) and overall
predicted relevance (using the SemNet HeteSim score). Three tiers were used to classify foci
of conditions or AEs predicted to be relevant to TKI therapy for CML. Tier 1 included the
top 1% of predicted node aggregates, tier 2 the top 5% of predicted node aggregates, and
tier 3 the top 10% of predicted node aggregates. The foci were defined using physiology-
based UMLS ontology to codify highly ranked node aggregates representing a similar
physiological or pathophysiological process or condition.

We implemented our previous human-in-the-loop protocol [30] to validate predicted
cross-domain links. For example, a predicted relationship such as tyrosine kinase-AFFECTS-
glucose may have sufficient physiological evidence in diabetes literature but not explicitly
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in the CML literature. Full-text literature context for predicted relationships was manually
reviewed by a team of trained curators. Each predicted relationship was classified as
“agrees”, “disagrees”, or “missing”. All AEs included in the tiers and foci passed human-in-
the-loop validation with real-world evidence that the relationship was reasonably plausible.
Example evidence of the predicted link between tyrosine kinase and the resultant AE
conditions are presented in Section 4.

3. Results

The primary goal was to identify lesser-known adverse events (AEs) or side effects
associated with TKI therapy. A secondary goal was to provide an evidence-based frame-
work to assist clinicians monitoring for AEs and selecting the optimal TKI based on patient
history and TKI AE profile.

3.1. K-Means Clustering of Adverse Events in the CML TKI Literature

The intent of k-means clustering of the CML TKI literature was to identify the most
common AEs or side effects among specific TKI drugs. Of the thirty clusters generated in
Figure 4, five clusters were mapped to a specific TKI based on TKI term frequency within the
cluster. Cluster 4 (blue) pertains to bosutinib, cluster 7 (gold) to imatinib, cluster 8 (green)
to ponatinib, cluster 10 (red) to dasatinib, and cluster 16 (pink) to nilotinib. Appendix A
provides the calculated frequencies used to assign the cluster label for each TKI in Table Al.
To statistically analyze the difference between each cluster, pairwise Chi-squared tests
were conducted. All five clusters were significantly (p < 0.05) different from each other, as
depicted in Figure 5.

A = All Clusters B 2 Relevant Clusters Only
‘ ¥
L]
o .
2 8
.y .
[ L ]
0 . *.
.
.
4 .
20 20
-a0
40
-4 =20 0 20 © &0 =40 =20 o 2 L

Figure 4. K-means topic clustering of text from downloaded published chronic myeloid leukemia
(CML) tyrosine kinase inhibitor (TKI) abstracts. (A) Visual representation of the full k-means clus-
tering output. Gray dots represent abstracts unrelated to specific TKIs. The colored dots represent
abstracts in the clusters pertaining to five TKIs: bosutinib (blue), imatinib (gold), ponatinib (green),
dasatinib (red), and nilotinib (pink). (B) Output of the k-means clustering algorithm showing the
most relevant abstracts and clusters.

The frequency of side effects or adverse events within each of the clusters are shown in
Table 1. Terms pertaining to gastrointestinal AEs, such as “diarrhea”, “nausea”, and “vom-
iting” occurred most frequently in cluster 4 (bosutinib). Terms pertaining to hematological
and dermatological AEs, such as “edema”, “rash”, “myelosuppression”, “hematological”,
and “lesion” occurred most frequently in cluster 7 (imatinib). Additionally, the terms
“hepatitis” and “liver” also occurred most frequently in cluster 7 (imatinib). Terms such as
“cardiovascular” and “vascular” occurred most frequently in cluster 8 (ponatinib); “platelet”
and “arterial” also occurred at high frequencies in cluster 8. Terms such as “pulmonary”,
“pleural”, “platelet”, “hypertension”, and “arterial” occurred at the highest frequency in
cluster 10 (dasatinib). The only term to occur at the highest frequency in cluster 16 (nilo-

7o

tinib) was “diabetes”; however, terms including “cardiovascular”, “vascular”, and “arterial”
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also occurred at relatively high frequencies. Finally, terms pertaining to hematological
conditions appeared frequently within all five clusters and thus were associated with all
TKIs. “Myelosuppression” appeared in all clusters except cluster 16 (nilotinib). The term
“hematological” and “platelet” appeared within all clusters except cluster 4 (bosutinib).
“Thrombocytopenia” appeared in all clusters.

TKI Cluster Frequency

nilotinib (C16) [ ] 0.346 *%*

dasatinib (C10) 0.367 *¥k*
ponatinib (C8) 0.453 “kuk

imatinib (C7) [[] 0.255 ~#xx*

bosutinib (C4) — 0.493

0 0.2 04 0.6 0.8 1

Figure 5. Mapping specific TKIs to AEs. The color of each bar corresponds to the color of the cluster
in the previous scatter plot (Figure 4). The frequency of occurrence of each TKI in its related cluster is
printed next to each bar. A chi-squared test with Bonferroni correction found a significant difference
in fold change. Fold change refers to the difference in frequency of a term within a cluster when
compared to its frequency within the corpus as a whole. Color of the asterisk(s) illustrates a significant
difference between the cluster depicted in the bar and the cluster depicted by the color of the asterisk.
Significance is denoted by family-wise alpha of 0.05.

Table 1. Color coding corresponds to colors of clusters in the cluster plot (Figure 4). The terms and
clustering frequency illustrate the frequency of different adverse events across each cluster. Maximum
frequency across all clusters is indicated with boldfaced text.

C4 Cc7 (&} C10 C16

Event Bosutinib Imatinib Ponatinib Dasatinib Nilotinib
diarrhea 0.045 0.005 0.000 0.010 0.001
gastrointestinal 0.017 0.034 0.000 0.020 0.006
nausea 0.016 0.007 0.000 0.002 0.001
vomiting 0.014 0.002 0.000 0.000 0.001
cardiovascular 0.014 0.000 0.051 0.004 0.031
pleural 0.011 0.003 0.000 0.029 0.002
effusion 0.011 0.005 0.000 0.032 0.002
pulmonary 0.009 0.001 0.000 0.066 0.002
edema 0.004 0.020 0.000 0.001 0.006
rash 0.003 0.028 0.002 0.011 0.009
liver 0.008 0.022 0.006 0.000 0.013
platelet 0.000 0.019 0.021 0.028 0.005
myelosuppression  0.003 0.012 0.002 0.007 0.000
hepatitis 0.000 0.012 0.000 0.003 0.000
hematological 0.000 0.011 0.002 0.004 0.006
hypertension 0.000 0.000 0.019 0.037 0.003
thrombocytopenia  0.005 0.007 0.004 0.004 0.001
pneumonia 0.000 0.000 0.000 0.012 0.005
inflammation 0.000 0.007 0.000 0.012 0.002
vascular 0.004 0.002 0.035 0.022 0.025
arterial 0.000 0.000 0.021 0.029 0.024
diabetes 0.000 0.000 0.000 0.000 0.013

lesion 0.000 0.020 0.002 0.000 0.013
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3.2. Initial Cross-Domain Text Mining of Published Relationships to CML

Initial SemNet simulations were conducted to assess which conditions were most as-
sociated with CML and TKI therapy in a knowledge graph composed of nearly 30+ million
PubMed abstracts. With CML as the target node, and DSYN and TOPP as the UMLS source
node types, a list of 308 treatments and diseases related to CML was generated. The two
SemNet features that were examined were HeteSim score and novelty score. HeteSim score
represents the strength of the relationship to the target. Here, a low HeteSim score indicates
a stronger relationship between source and target node. The novelty score indicates how
potentially novel a connection may be. The resultant TOPP (Therapeutic or Preventive
Procedure) source nodes yielded a list of broad procedures without specific processes or
drug names and thus were not of interest. The resultant DSYN (Disease or Syndrome)
nodes were sorted by their HeteSim scores and novelty scores and compared. The top
20 nodes by HeteSim score and the top 20 nodes by novelty score are shown in Figure 6.
Seven out of the top 10 resulting nodes were hematological conditions when ranked by
HeteSim. These nodes were aplastic anemia, pancytopenia, thrombocythemia, thrombocy-
tosis, hematological disease, neutropenia, and myelosuppression. Similarly, 6 out of the
top 10 resulting nodes were hematological conditions when ranked by relevant novelty
(nodes deemed relevant irrespective of the number of reference publications mapped to
the relationship). These nodes were thrombocythemia, myelosuppression, thrombocyto-
sis, aplastic anemia, and pancytopenia. The hematological conditions that were found to
overlap in both HeteSim-ranked results and novelty-ranked results were aplastic anemia,
pancytopenia, thrombocytopenia, neutropenia, and myelosuppression.
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Figure 6. Top twenty Unified Medical Language System (UMLS) nodes related to TKIs and CML.
SemNet queried a knowledge graph containing 30+ million journal articles. All nodes shown are of
UMLS node type “disease or syndrome” (DSYN). CML and tyrosine kinase were set as SemNet target
nodes. Aqua bars correspond to conditions observed in patients on TKIs; purple bars correspond
to conditions observed in CML patients on no treatment or on a non-TKI treatment; light blue bars
correspond to conditions where no established relationship to CML was found; gray bars correspond
to disregarded conditions that were too broad to be informative. (A) The top 20 most relevant UMLS
node relationships to CML or TKIs based on HeteSim feature relevance. Here, a lower HeteSim score
(y-axis) correlates to a stronger relationship to the target; thus, from left to right, the strengths of
the relationships to the target(s) decrease. (B) The top 20 relevant UMLS node relationship to CML
or TKIs based on novelty score feature relevance. A higher novelty score correlates to a potentially
stronger novel connection (meaning fewer studies have published the relationship, although the
algorithm still considers the relationship to be relevant to the target nodes). Novelty decreases from
left to right.
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The k-means clustering examined only abstracts that specifically included CML and a
TKI drug, whereas SemNet examined the entire knowledge graph of cross-domain relation-
ships from all of PubMed. The advantage of cross-domain text mining was that it identified
physiological relationships to tyrosine kinase or tyrosine kinase inhibitors that otherwise
go undetected if only the CML literature was examined. This extensive heterogeneous in-
formation network enables distant or novel relationships to be identified by leveraging the
comprehensive biomedical literature. Yet, hematological conditions remained frequent and
highly ranked in relevance in both CML text mining and cross-domain text mining. Some
of these conditions shown in Figure 6 are related to the presentation of CML, itself (shown
in the purple bar); some are specific to CML patients taking TKIs (aqua); and for some
conditions, it is not clear to what/where the relationship can be explicitly attributed (light
blue). The gray bars in Figure 6 represent known artifacts in SemNet due to the frequency
of highly occurring general nodes in the UMLS, such as “complication, infection”. These
general nodes were disregarded because they did not add value to the present analysis.

3.3. Prediction of Distant or Novel Predicted Connections to Tyrosine Kinase

Initial SemNet simulations examined relationships tied to the target node, CML.
However, the inclusion of CML as a target constrained the identification of conditions
related to tyrosine kinase pathophysiology that may not have yet been published in the CML
literature or where frequency counts are under-represented. In order to examine deeper
relationships of potential importance, link prediction [30] and hub node network analysis
were utilized. Node neighborhoods were created using six hub nodes identified from
the initial CML simulation results: aplastic anemia, anemia, neutropenia, pancytopenia,
thrombocytopenia, and myelosuppression. These hub nodes essentially extend the search
area to allow for the examination of more distant connections in the knowledge that might
be missed when only using “CML” as a target node. Analysis of mutually highly ranked
nodes across the hub node neighborhoods predicted relevant relationships to tyrosine
kinase that are not necessarily directly connected to CML in the knowledge graph. As such,
these results represent new predictions of relevant pathophysiology that may be impacted
by tyrosine kinase.

The SemNet feature scores for link prediction with hub node network analysis Het-
eSim scores were normalized to fall between 0 and 1 to enable uniform comparison and
aggregation. As such, the mean occurrence rate and normalized HeteSim scores were
aggregated to predict which conditions were most likely to be relevant to TKI therapy. Foci
were determined based on three tiers of aggregated cross-domain text mining rankings
of conditions predicted as most relevant to tyrosine kinase: tier 1 approximated the top
1% of predicted conditions, tier 2 approximated the top 5% of predicted conditions, and
tier 3 approximated the top 10% of predicted conditions. Foci names were UMLS-inspired
functional classifications that best represented the associative physiology of the nodes
within the foci.

Tier 1 included the top 1% of conditions predicted as most relevant to the tyrosine
kinase node: hematology condition (1), glucose regulation (2), iron homeostasis (3), cardio-
vascular conditions (4), and thyroid conditions (5). Tier 2 included the top 5% of conditions
predicted as most relevant to the tyrosine kinase node: inflammation (6) and kidney dis-
orders (7). Tier 3 included the top 10% of conditions predicted as most relevant to the
tyrosine kinase node: gastrointestinal disorders (8) neuromuscular disorders (9), and other
(10). “Other” denoted conditions could not be reasonably described by a single, cohesive
physiological category (or foci). Figure 7 illustrates the cross-domain text mining results for
the top predicted conditions linked to tyrosine kinase. For each focus, the three highest
ranked conditions are listed.
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Figure 7. Summary of conditions predicted to be most relevant to tyrosine kinase. Ranked pre-
dictions are based on cross-domain literature-based discovery with link prediction and hub node
network analysis. Rankings are based on normalized and aggregated HeteSim feature importance
scores generated from SemNet. Tier 1 comprised approximately the top 1% of aggregated nodes:
hematological conditions (1), glucose (2), iron homeostasis (3), cardiovascular disorders (4), and
thyroid disorders (5). The second tier comprised approximately the top 5% of aggregated nodes:
inflammation (6) and kidney disorders (7). The third tier comprised approximately the top 10%
of aggregated nodes: gastrointestinal symptoms or disorders (8), neuromuscular disorders (9) and
other (10). “Other” was used to denote conditions that ranked within the top 10% of aggregated
and normalized related nodes but could not be described by a single cohesive functional category.
The suggested surveillance categories were based on feature importance by tier: tier 1 suggests
regularly scheduled surveillance, tier 2 suggests less frequent (periodic) surveillance, and tier 3
suggests surveillance only when symptoms are present.

Hematology, cardiovascular, and gastrointestinal conditions were expected to be
present based on the results of k-means clustering of frequent terms in the CML-specific
literature. However, some of the other conditions identified as relevant to tyrosine kinase
in the cross-domain text mining were less obvious. For example, diabetes and kidney
disorders only appeared in a single k-means CML literature cluster (cluster 16, nilotinib).
Thyroid disorders, iron homeostasis, and inflammation were not among the most frequent
terms in the k-means clustering of CML-specific literature.

The three tiers reflect both the prevalence of conditions in the text mined foci, as well
as their predicted HeteSim feature relevance to tyrosine kinase. As such, the assigned tier
was used to suggest the level of clinical surveillance for CML patients undergoing TKI
therapy. Surveillance entails testing for the presence and degree of clinical or subclinical
conditions associated with or possibly worsened by TKI therapy. Tier 1 foci are predicted
in the present analysis to be prevalent and relevant enough that regularly scheduled
surveillance is warranted regardless of patient history. Tier 2 foci are predicted to need
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periodic surveillance; periodicity is expected to be infrequent, unless a patient has relevant
antecedent disease or comorbidities that increase susceptibility to tier 2 conditions. Tier 3
suggests surveillance only when overt or persistent symptoms are present. As such, tier 3
surveillance would be similar to the age-matched general population of non-CML patients.

4. Discussion

Specific literature evidence is presented below to provide context and support for
CML-specific TKI relationships and cross-domain text mining link predictions between
tyrosine kinase and other diseases or syndromes (DSYN). Recall that conditions ranked
by cross-domain text mining as “most important” to tyrosine kinase were determined
using the normalized HeteSim relevance feature scores to the tyrosine kinase node and
connected node neighborhoods. The highly ranked conditions are discussed in the context
of possible adverse events or conditions due to tyrosine kinase inhibitor (TKI) therapy.
However, as with all relationship-based statistical models, the predictions of cross-domain
text mining are associative and not causal. As such, highly ranked conditions related to
tyrosine kinase cannot explicitly be interpreted as adverse events caused by tyrosine kinase
therapy. Nonetheless, the predictions of associated conditions with tyrosine kinase provide
insight for current TKI patient management and future research.

4.1. Predicted Tier 1 Adverse Events Likely Tied to TKI Therapy

As noted in Figure 7, the tier one foci comprised the top 1% of predicted nodes relevant
to tyrosine kinase. The tier one foci included: 1. hematological conditions; 2. glucose;
3. iron homeostasis; 4. cardiovascular conditions; 5. thyroid disorders. Of these conditions,
hematological and cardiovascular disorders were expected based on their term frequency
in the k-means clustering in the CML TKI literature (Table 1). However, glucose, iron
homeostasis, and thyroid disorders are less discussed in CML literature. Thus, in particular,
more awareness of these conditions as possible clinical or subclinical AEs is necessary for
optimal TKI therapy patient care.

4.1.1. Hematological Conditions as Adverse Events from TKI Therapy

K-means clustering of CML-specific TKI literature and cross-domain text mining with
tyrosine kinase (Figures 4 and 7) found myelosuppressive hematological conditions were
among those most frequently cited in CML. Hematological adverse events (namely anemia,
neutropenia, thrombocytopenia) were found within each TKI-specific cluster (imatinib,
dasatinib, bosutinib, nilotinib, ponatinib). This is not unexpected given the mechanism of
action of TKIs, which stop proliferation of Philadelphia chromosome-positive white blood
cells. Anemia can be worsened or complicated by iron deficiency, which is the number
two predicted adverse event. The persistence of a hematological AE or the deficiency of
more than one blood cell type could suggest hypocellular bone marrow, which may occur
with myelosuppression. Hypocellular bone marrow was one of the nodes that was highly
ranked in the hematological conditions foci.

In summary, the mechanism by which TKIs work means that myelosuppression is
an expected possibility. Thus, the goal is to adjust the dose of TKI to minimize myelo-
suppression that causes anemia, neutropenia, or thrombocytopenia. For patients who are
more susceptible to myelosuppression due to other comorbidities or antecedent disease,
physicians should select a TKI where myelosuppressive AEs are not as pervasive. In this
study, nilotinib was predicted to have the fewest hematological AEs. A regularly performed
peripheral complete blood count test can identify signs of myelosuppression. Such a CBC
every 4-6 months is currently a common CML standard of care practice. When overt symp-
toms are present, more specific testing may be warranted to determine if hematological
events are being worsened by other conditions, comorbidities, or TKI-related AEs.
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4.1.2. Glucose-Related Adverse Events from TKI Therapy

Glucose-related conditions were predicted by cross-domain text mining to be the
second most relevant AE with TKI therapy. In the case of glucose, the impact appears
to depend on habituation to the drug. Early on, patients on TKIs tend to have lower
blood sugar levels or Alc. In fact, imatinib was recently examined in a study as a possible
therapeutic for Type I diabetes [34]. While the drug lowered blood sugar initially in the
first 12 months, the effect did not last when measured through 24 months [34]. Another
published review also discussed the use of TKIs for type 2 diabetes treatment [35]. The
results of the present study predicted insulin resistance and metabolic syndromes as
highly ranked possibilities with TKI therapy. It is possible that patients initially experience
lowering of glucose levels and less insulin resistance. However, with long-term TKI therapy,
the innate physiology may habituate and overcompensate, resulting in insulin resistance,
pre-diabetes, or metabolic disorder. Nilotinib was most associated with diabetes in the
presented k-means clustering text mining in Table 1. Many studies have tied nilotinib
to diabetes or minimally impaired glucose metabolism [36,37]. In fact, one clinical panel
has recommended for nilotinib to not be the primary therapy for CML patients who also
have diabetes [38]. Higher glucose is also associated with iron deficiency anemia; as such
these two conditions are intertwined. Insulin resistance can also compound cardiovascular
co-morbidities or TKI-related AEs. As such, monitoring of peripheral fasting blood glucose
and annual hemoglobin Alc [39] testing could be helpful.

4.1.3. Iron Homeostasis Adverse Events with TKI Therapy

The iron foci ranked number 3 in the cross-domain text mining analysis in its relation-
ship importance to tyrosine kinase. Once again, opposing conditions are identified: iron
deficiency (too little iron) and iron overload (too much iron). It is possible both are relevant
to TKI therapy. However, it is plausible that iron overload is simply a noisy artifact in this
analysis due to its strong relationship with blood transfusions. “Blood transfusion” is a
UMLS TOPP node that was strongly connected with the hub nodes used to generate the
neighborhood rankings for determining the foci.

Iron deficiency can impact the thyroid [40], which is the fifth-ranked foci. A recent
study showed that iron chelator, deferasirox, improved imatinib resistance and increased
the clearance of BCR ABL cells [41]. Most of the iron connections in the knowledge graph
were related to iron deficiency anemia. As noted in Section 4.1.1, anemia is a relatively
common hematological AE with TKI therapy and frequently appeared in the CML-specific
literature (Table 1). Iron is important for red blood cell function, anemia prevention, main-
taining proper thyroid function, and other important physiological regulatory activities.
Thus, regular annual monitoring with an iron panel (peripheral blood levels of iron, iron
saturation, and ferritin) is reasonable. Minimally, patients with overt anemia should be
checked for iron deficiency as per the usual standard of care.

4.1.4. Cardiovascular Adverse Events with TKI Therapy

The cardiovascular foci ranked fourth in the cross-domain text mining analysis. How-
ever, cardiovascular event terms were even more frequent in the k-means clustering of
CML-specific literature. Hypertension AE prevalence is approximately 10% for those
treated with imatinib, dasatinib, bosutinib, nilotinib [42] but is as high as 30% for patients
treated with ponatinib [43]. Heart failure, hypertension, Q-T prolongation, and vascular
events are the most commonly monitored cardiovascular AEs among CML patients treated
with TKIs. Heart failure ranges from <1% for imatinib or dasatinib to as high as 4% for
patients on bosutinib or ponatinib [42]. Q-T prolongation and the associated sudden car-
diac death in 0.3% of patients on nilotinib prompted the blackbox warning by the United
States Food and Drug Administration (FDA); approximately 1% of dasatinib or imatinib
patients had clinically significant Q-T prolongation but much less associated sudden cardiac
death [42]. Arterial vascular events occur in approximately 2% of patients for imatinib,
5% for dasatinib, and 11% for nilotinib, although the number for nilotinib was based on a
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relatively smaller study [42]. Notably, ponatinib was most associated with “cardiovascular”
and “arterial” in the k-means clustering of CML literature, followed by nilotinib. Many
clinicians agree that cardiovascular risk is one of the most important factors for selecting
a TKI [44]. Echocardiogram and electrocardiogram testing is currently recommended to
monitor for cardiovascular AEs with TKI therapy [42,44]. The results of the present study
concur, given cardiovascular events were predicted as a Tier 1 foci. The frequency of this
monitoring should be determined based on patient risk and TKI type. For low-risk patients,
monitoring every 2 years would likely be sufficient.

4.1.5. Thyroid Disorders as Adverse Events with TKI Therapy

The thyroid focus was ranked number five in the cross-domain text mining analysis.
Again, opposing conditions are identified as hypothyroidism (too little thyroid hormone)
and hyperthyroidism (too much thyroid hormone) were the top two conditions in the
thyroid foci. In the general [non-CML] population, hyperthyroidism is typically attributed
to Grave’s disease, an autoimmune disorder. However, neutropenia is also associated with
hyperthyroidism. Certain types of TKIs can cause hyperthyroidism due to their mechanism
of action in the down-regulation of tyrosine kinase. Hyperthyroidism was initially thought
to be the more common AE during early TKI therapy [45]. However, a recent 2020 study
found that hypothyroidism is more prominent than hyperthyroidism in CML patients
treated with TKIs [46]. Of 326 patients who were on TKI therapy and had a thyroid
disorder as an adverse event, 74% had hypothyroidism and 20% had hyperthyroidism [46].
Of the 326 CML TKI therapy patients with a thyroid AE, hypothyroidism accounted for 73%
of cases with imatinib, 75% with dasatinib, 48% with nilotinib, and 87% with bosutinib [46].
It is possible that long-term TKI therapy results in physiological habituation that increases
the probability of hypothyroidism over hyperthyroidism.

Cross-doming text mining also predicted parathyroid function as relatively important
to the tyrosine kinase node. However, according to normalized HeteSim feature impor-
tance scores, the predicted tie between tyrosine kinase and the parathyroid was not as
strong as the thyroid, itself. Secondary hyperparathyroidism has been associated with bone
marrow fibrosis (hypocelluar bone marrow), which can cause pancytopenia, anemia, throm-
bocytopenia, or neutropenia. Patients with hyperparathyroidism may not exhibit overt
symptoms early in the disease course, making monitoring all the more important. Changes
in blood calcium (namely hypercalcemia) or phosphatase (namely hypophosphatemia) due
to hyperparathyroidism can impact cardiovascular AEs [47]. In one study, up to 30% of
patients taking nilotinib have reported hypophosphatemia [48].

Finally, there are key relationships between anemia, iron homeostasis, and thyroid
function which complicates this triad of tier 1 foci of TKI-related AEs. Anemia caused
by iron deficiency (iron-deficiency anemia, or IDA) impairs thyroid metabolism function.
Both overt and subclinical hypothyroidism are associated with anemia. Previous studies
have shown improvement in both conditions with the addition of iron to thyroxine ther-
apy [40]. In conclusion, annual peripheral blood testing with a thyroid panel or minimally
TSH (thyroid stimulating hormone), T4 (thyroxine), and T3 levels may be warranted. If
peripheral blood chemistry testing reveals abnormalities in calcium or phosphatase, or if
a follow-up bone marrow biopsy reveals hypocellular bone marrow, parathyroid testing
should be considered.

4.2. Predicted Tier 2 Adverse Events Likely Tied to TKI Therapy

As noted in Figure 7, the tier 2 foci comprised approximately the top 5% of predicted
nodes relevant to tyrosine kinase. The tier 2 foci were: 6. Inflammation; 7. Kidney function.
Inflammation was one of the AEs that occurred frequently in the k-means clustering of
CML literature and was especially tied to dasatinib. “Kidney” occurred at the highest
frequency in the nilotinib cluster.
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4.2.1. Kidney Adverse Events with TKI Therapy

Cluster 16 from the clustering methods, which was dominated by nilotinib, had the
term “kidney” occur at a high frequency within the cluster. All text mining analyses re-
vealed a connection between kidney conditions and hematological conditions, namely ane-
mia. SemNet simulations predicted glomerulonephritis, glomerulopathy, toxic nephropa-
thy, and chronic kidney disease as kidney conditions relevant to tyrosine kinase.

Chronic kidney disease (CKD) is characterized by excessive fibroblast activation, and
it is hypothesized that tyrosine kinase can increase fibroblast activation and contribute
to CKD development. Therefore, it may be valuable to consider the impact of TKIs on
fibroblast activation by reversing the effect of tyrosine kinases, and in turn evaluate the
impact of TKI treatment on the kidney health of patients. However, most TKIs inhibit more
than one kinase, making their exact effect unclear and their individual impact on kidney
health difficult to determine [49]. Some studies show imatinib, which inhibits BCR-ABL,
c-Kit, and PDGEF receptors, to improve the chronic kidney disease of animal models [50].
Nilotinib, which inhibits BCR-ABL and PDGEF receptors, improved the thioacetamide-
based conditions of animal models [50]. However, other studies showed CML patients
with pre-existing renal dysfunctions who took dasatinib and nilotinib experienced an
increased risk for acute kidney injury [51]. Another study showed imatinib to decrease renal
function in patients with pre-existing renal dysfunction [52]. There are also case reports of
dasatinib-induced nephrotic syndrome [53]. Kidney conditions, including chronic kidney
insufficiency and general kidney disease, frequently contribute to the development of
anemia even in non-CML populations.

Five nodes were identified as relevant to kidney function via analysis of the hub neigh-
borhoods: iron deficiency, PTH, urea, uric acid, and C-reactive protein. While these nodes
have clear and heavily weighted ties to the hematological hub nodes, it is unclear whether
they are truly important to CML patients on TKI therapy who do not have a history of
pre-existing kidney disease. It is possible that the hub node network methodology resulted
in the overweighting of the relevance of kidney disease due to its strong connections in
each hub’s neighborhood. However, the well-known impact of fluid retention [54] and
fluid-related pleural effusion [55] (discussed in Section 4.3.3) amplifies the importance of
healthy kidney function for patients with TKIs.

In summary, the results of the present study suggest TKI patients undergo periodic
kidney testing, with the periodicity based on the presence of relevant antecedent disease
or other risk factors that impact susceptibility. Standard metrics such as serum creatinine,
glomerular filtration rate, and blood urea nitrogen are suitable candidates to test for proper
kidney function in patients taking TKIs.

4.2.2. Inflammation Adverse Events with TKI Therapy

Inflammation was most represented in cluster 10 (dasatinib) but was also represented
in cluster 7 (imatinib) and cluster 16 (nilotinib). “Inflammation” could represent many dif-
ferent types of symptoms. The three highest ranked types of inflammatory disorders in the
cross-domain text mining analysis were chronic inflammatory disorder (CID), autoimmune
diseases, and periodontitis. Autoimmune disease has been associated with and identified
as a predisposing risk factor for getting CML; one study found the odds ratio of getting
CML was 1.55 (compared to 1) for patients that had an autoimmune disease prior to being
diagnosed with CML [56]. There have also been associations to neurological autoimmune
diseases, which are discussed in Section 4.3.2. It was hypothesized that inflammation is an
indicator of long-term success in CML. Yet, a more recent study found that biomarkers for
inflammation could not predict whether CML patients were more likely to be successful
or if they were more likely to relapse when attempting treatment-free remission (TFR),
which is a planned cessation of TKI therapy [57]. There have been case reports of colitis
followed by dasatinib TKI therapy [58]. Another study has reported that predisposition to
pro-inflammation or pro-oxidative stress increases atherothrombotic AEs with TKI therapy,
particularly nilotinib [59]. Similarly, dasatinib has been connected to immune-mediated
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thrombotic thrombocytopenic purpura [60]. Finally, periodontitis was a novel node where
there is negligible CML-specific literature mentions. In general, chemotherapy agents are
known to increase periodontitis in leukemia [61-63], particularly acute myeloid leukemia or
acute lymphocytic leukemia (also referred to as acute lymphoblastic leukemia). However,
the precise mechanism and strength of association for periodontitis to TKI therapy remains
to be seen. In the cross-domain text mining results, periodontitis was the third highest
ranked condition in the inflammation foci.

In summary, it appears that inflammation has connections to CML predisposition.
Inflammation is most likely a relevant adverse risk factor for patients who have pre-existing
inflammatory or autoimmune disorders. Based on the cross-domain text mining predictions
of this study and supporting direct literature evidence, it is recommended that inflammatory
markers be periodically monitored based on the presence of relevant antecedent disease or
other pertinent risk factors that impact susceptibility. Moreover, patients more at risk for
clotting should have inflammation markers monitored given inflammation and clotting are
known comorbidities even in the general [non-CML] population.

4.3. Predicted Tier 3 AEs Likely Tied to TKI Therapy

As noted in Figure 7, the tier 3 foci comprised approximately the top 10% of predicted
nodes relevant to tyrosine kinase. The tier 3 foci were: 8. gastrointestinal; 9. neuromuscu-
lar; 10. Other. Gastrointestinal events were also frequent in the k-means clustering and
accompanied by nearly every TKI. Neuromuscular or neurological symptoms were not as
frequent in the k-means clustering. “Other” represented conditions that were in the top
10% of cross-domain text mining relevance predictions but could not be easily categorized
into a single overlapping foci.

4.3.1. Gastrointestinal Adverse Events with TKI Therapy

For the cross-domain text mining analysis, bowel regulation (diarrhea or constipation),
liver dysfunction, and pancreatitis were among the most highly ranked gastrointestinal
events. K-means clustering of CML literature found that “gastrointestinal” was among the
most frequent terms and appeared with all TKIs. Gastrointestinal AEs are some of the most
common symptoms reported by CML patients. Many patients report nausea, vomiting, and
diarrhea. A recent large cross-cohort meta-analysis extensively examined gastrointestinal
AEs with TKI therapy [16]. Briefly, results illustrated bosutinib had the most prevalent and
severe gastrointestinal AEs, with dasatinib and imatinib being very similar and nilotinib
having the least number of reported gastrointestinal adverse events [16]. Diarrhea is
most common early in treatment. However, some patients report more constipation with
continued therapy, likely due to therapy-induced habituation. In general, the most common
gastrointestinal events tend to abate over time. However, attention must be paid to liver
and pancreatic function given overt symptoms may not be present until acute, severe
complications arise. A recent large-scale clinical meta-analysis reported the prevalence
of toxic hepatopathology [64]. Statistically significant increases in toxic hepatopathology
were reported for every TKI except dasatinib [64]. Some patients have been switched
to dasatinib following imatinib hepatotoxicity [65]. A recent review article discusses the
pharmacokinetics of TKI that lead to specific gastrointestinal AEs [66]. Increases in amylase
have been seen in some CML patients treated with TKIs [67]. While pancreatitis is a less
frequently reported AE even in quantitative clinical meta-analyses [16], the severity of the
AE warrants some prudence in monitoring. Current data suggests that ponatinib has the
most frequent prevalence of pancreatitis [68].

In summary, the gastrointestinal focus was a tier 3 focus based on cross-domain text
mining predictions. Based on the results of this study and supporting clinical evidence, gas-
trointestinal AEs should be monitored based primarily on the presence of overt symptoms.
Basic liver function can be evaluated via a standard peripheral blood chemistry test. The
same standard blood chemistry panel was already recommended for regular monitoring
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to evaluate some of the TKI AEs within the tier 1 foci. If symptoms warrant, a peripheral
blood test of amylase can provide more specific evidence of pancreatitis.

4.3.2. Neuromuscular Adverse Events with TKI Therapy

Based on cross-domain text mining analysis, the most highly ranked neuromuscular
TKI AEs included autonomia, neuropathy, muscle pain, and cognitive dysfunction. “Neu-
rological disorders” did not show up as a frequent term in the k-means clustering of CML
literature. “Musculoskeletal” appeared relatively often even though the term did not make
the top terms list shown in Table 1.

There are mixed clinical findings on the impact of pre-existing or antecedent neurolog-
ical autoimmune diseases versus neurological autoimmune AEs caused by TKI therapy.
Autoimmune neurological diseases, such as myasthenia gravis, have a strong enough asso-
ciation with CML that some have suggested that they should be classified as paraneoplastic
neurologic syndrome [69]; however, this specific association is to CML and not necessarily
TKIs. Nonetheless, new demyelinating AEs with TKI therapy have been reported with
dasatinib [70], especially demyelinating peripheral neuropathy. Peripheral neuropathy has
also been reported with imatinib [71]. Some patients with this AE who were treated with
dasatinib or imatinib successfully transitioned to nilotinib [72]. Another neurological side
effect reported with imatinib is severe demyelination resulting in paralysis from transverse
myelitis, vision impairment from optic neuritis, or a combination of the two due to neu-
romyelitis optica [73]; this demyelination tendency could be related to T-cell activation,
although the precise mechanism is unknown. However, nilotinib has also been clinically as-
sociated with neurological AEs. There have been reports of dystonia and cognitive deficits
with nilotinib [74]. There have also been recent reports of neurocognitive deficits with
dasatinib [75]. By far the most common neuromuscular adverse event is musculoskeletal
pain, which can occur at any point with TKI treatment [76,77] and as part of withdrawal to
the TKI during a planned TFR attempt [78].

In summary, based on the predictions of the present study and corroborating clinical
evidence, most neurological or neuromuscular AEs would only require assessment when
the patient presents with overt symptoms.

4.3.3. Other Adverse Events with TKI Therapy

In the present study, the “other” focus was used to categorize conditions that were
found among the top 10% of predicted relevant conditions to tyrosine kinase. Secondary
cancers were frequently occurring nodes. Secondary cancers have been associated with
CML both before and after CML diagnosis [56,79-81]. Essentially every aforementioned
cited study found statistically significant increases in secondary malignancy with CML and
TKI therapy. This is not unexpected given most cancer therapies are suspected to increase
the risk of secondary malignancies, which may be attributed to increased therapy-related
immune suppression.

Other foci conditions predicted as relevant were various forms of vitamin deficiency
such as vitamins B6, B12, D, C, and of course, iron, which was ranked enough to be its own
tier 1 focus. The majority of these vitamins are tied to hematopoiesis, which explains why
they are likely present in these tier 3 foci. Beyond ties to hematopoiesis, there are presently
no widespread hypotheses as to how or why vitamin deficiency may be associated with
TKI therapy. It is possible TKIs may reduce innate absorption.

Edema was another condition ranked in the top 10% in the cross-domain text mining
analysis. Edema was also a frequent term in the k-means clustering of CML literature.
Imatinib and dasatinib had strong associations with edema [54]. Moreover, edema is noted
as a frequent patient-reported side effect that increases the desire to try TFR [82].

Dermatological or skin conditions were another predicted TKI AE type that belonged
to the “other” tier 3 foci. Imatinib has been documented to contribute to the development
of rash and skin lesions [83], as is seen in cluster 7 in Table 1, where the terms “rash” and
“lesion” occur at the highest frequency in the imatinib cluster.
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Pleural effusion is perhaps one of the most well-known acute adverse events with TKI
therapy [84]. Dasatinib is documented to induce pleural effusion in some CML patients at
higher rates than other TKIs [55]. Here, cluster 10 (the dasatinib cluster) ranked highest for
the frequency of the terms “pleural”, “effusion”, and “pulmonary”. Interestingly, pleural
effusion was not an event predicted in the top 10% for the cross-domain text mining
simulations. Pleural effusion is tied to fluid retention and edema, which were predicted to
have very relevant connections to TKIs. The presence of general edema is associated with
the risk of pleural effusion occurrence.

In summary, most conditions within the “other” foci only require monitoring when
overt symptoms are present. Nonetheless, given the higher prevalence of secondary
malignancies [56,80,85], patients should be encouraged to be proactive in standard age-
appropriate general population prophylactic screenings. Examples include mammograms
and pap smears for females; prostate screenings for males; and colonoscopies for age
>50 years.

4.4. Limitations and Future Work

Cross-domain text mining via natural language processing (NLP) and machine learn-
ing enable expanded types of exploratory analyses that would not be otherwise possible.
That is, mining across different domains allows comprehensive aggregation of relationships
and perspectives. Compared to traditional manual literature reviews of select studies, cross-
domain text mining utilizes machine learning approaches, which minimize the interjection
of human bias into the results. However, cross-domain text mining’s current major limita-
tion is that nuanced information is difficult to include in automated analysis. For example,
the present cross-domain text mining study could not specify certain features for inclusion,
such as TKI dose, length of TKI treatment, etc. Future work with patient-intervention-
outcome (PIO) NLP models [86] could provide more granularity to optimize the breadth of
prediction by knowledge graphs with the detailed features included in traditional clinical
cohort meta-analyses or manual systematic reviews. Finally, post-simulation systems like
CompositeView [87] could expedite aggregation of cross-domain text mining simulation
rankings into foci based on composite scores.

5. Conclusions

The need for long-term tyrosine kinase inhibitor (TKI) therapy to treat CML warrants
careful patient monitoring for adverse events or side effects. Assessment of CML TKI
literature revealed hematological adverse events (anemia, thrombocytopenia, neutropenia)
were frequently cited with all TKIs. Clustering revealed significant (p < 0.05) differences in
AE term frequency by TKI type: gastrointestinal (bosutinib); edema (imatinib); pulmonary
(dasatinib); diabetes (nilotinib); cardiovascular (ponatinib). The novel, cross-domain text
mining using link prediction and hub node network analysis predicted three tiers of TKI
AEs spanning ten physiological foci. Tier 1 foci (top 1% by predicted relevance to tyrosine
kinase) included hematological events, glucose, iron, cardiovascular, and thyroid conditions.
Tier 2 foci (top 5% by predicted relevance to tyrosine kinase) included inflammation and
kidney conditions. Tier 3 foci (top 10% by predicted relevance to tyrosine kinase) include
gastrointestinal, neuromuscular or “other” conditions. In summary, while TKIs have
been pivotal in changing the outcome of CML, these medications are not benign. Careful
proactive monitoring and selection of TKI to minimize patient-specific AEs is necessary to
optimize clinical management and patient quality of life.
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Appendix A

Bag-of-word analysis and k-means clustering was used to assign a label to each cluster
as primarily representing a single TKI. The raw cluster frequencies computed to assign
labels are shown in Table Al.

Table Al. Term frequency of each TKI within each cluster. Color coding corresponds to the colors of

clusters in the cluster plot from Figure 4. Maximum frequency across all clusters is indicated with
boldfaced text.

TKI/Cluster i 7 ] 10 16
0.493 0.003 0.034 0.007 0.004

imatinib 0.053 0.255 0.024 0.033 0.078
ponatinib 0.003 0.002 0.453 0.000 0.004
0.026 0.009 0.023 0.367 0.062
nilotinib 0.027 0.008 0.037 0.011 0.346
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