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Featured Application: The developed automated search methods can support medical device
manufacturers with a first orientation before the clinical evaluation for the European Medical
Device Regulation. A first orientation via automated initial scoping searches could lower the cost
of scarce resources and manual labor.

Abstract: The Medical Device Regulation (MDR) in Europe aims to improve patient safety by
increasing requirements, particularly for the clinical evaluation of medical devices. Before the clinical
evaluation is initiated, a first literature review of existing clinical knowledge is necessary to decide
how to proceed. However, small and medium-sized enterprises (SMEs) lacking the required expertise
and funds may disappear from the market. Automating searches for the first literature review is both
possible and necessary to accelerate the process and reduce the required resources. As a contribution
to the prevention of the disappearance of SMEs and respective medical devices, we developed and
tested two automated search methods with two SMEs, leveraging Medical Subject Headings (MeSH)
terms and Bidirectional Encoder Representations from Transformers (BERT). Both methods were
tailored to the SMEs and evaluated through a newly developed workflow that incorporated feedback
resource-efficiently. Via a second evaluation with the established CLEF 2018 eHealth TAR dataset,
the more general suitability of the search methods for retrieving relevant data was tested. In the
real-world use case setting, the BERT-based method performed better with an average precision of
73.3%, while in the CLEF 2018 eHealth TAR evaluation, the MeSH-based search method performed
better with a recall of 86.4%. Results indicate the potential of automated searches to provide device-
specific relevant data from multiple databases while screening fewer documents than in manual
literature searches.

Keywords: medical device legislation; search engine; PubMed; medical subject headings; information
storage and retrieval; algorithms; European Union; databases; bibliographic; device approval

1. Introduction

To increase patient safety in Europe, the regulatory framework Medical Device Regu-
lation (MDR) was adopted in 2017 and became applicable in May 2021 [1].

The novel MDR forces medical device manufacturers worldwide to comply quickly
with the drastically increased requirements for European market access regarding post-
market surveillance [2], medical device traceability [2], and more rigorous pre-market
testing [3]. Moreover, new rules for the risk classification of medical devices cause previ-
ously lower-classified devices to shift to a higher-risk class [3]. These requirements and
rules increase the burden on companies to obtain approval for innovative medical products.

Consequently, medical device suppliers and manufacturers may disappear from the
market. Small and medium-sized enterprises (SMEs) are assumed to be especially at
risk when facing the extended time-to-market [4,5]. The demise of smaller companies
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or startups could lead to a loss of innovative power and supports the formation of an
oligopoly of larger companies [4].

One of the most crucial aspects of adapting to the MDR is the clinical evaluation
throughout the whole product life cycle, starting from the initial certification until the
post-market clinical follow-up (PMCF). The associated clinical evaluation report requires
the systematic collection and evaluation of relevant clinical data [6].

This acquisition and unbiased review of clinical data in the form of scientific literature
or clinical trials is now mandatory across all risk classes [3,7]. Not only clinical data perti-
nent to the respective medical device but also available alternative treatment options for its
purpose must be considered [8]. Alternatively, it is possible to demonstrate equivalence to
an already certified medical device under the MDR [9], using published data instead of
conducting clinical trials.

Even before an approval process is initiated, a valid picture of the existing clini-
cal knowledge based on an unbiased review is necessary to decide how to proceed.
At this stage, automation of the review process is both possible and necessary to
accelerate development.

Methods to automate such review processes were evaluated in the scope of the Confer-
ence and Labs of Evaluation Forum (CLEF) with the so-called eHealth challenges regarding
Technology Assisted Reviews (TAR) for systematic reviews (SR) in Empirical Medicine [10],
in which relevant documents must be automatically retrieved for a given topic. The best-
performing method achieved an almost perfect overall recall of relevant documents, while
the recall regarding the first search results and consequently the workload reduction could
be optimized further [11].

One method to improve recall at earlier stages of the screening process could be to
use terms from the Medical Subject Headings (MeSH), used by PubMed for indexing
publications. The application of MeSH terms helps with maximizing recall and formulating
more effective search queries [12]. Since the selection of suitable MeSH terms poses
a difficult task even for experts, automated selection strategies exist [13,14]. However,
limiting the search to the most appropriate terms leads to a loss of information and thus to
a reduction in the retrieved relevant documents.

To overcome the need of forming queries by selecting suitable keywords and Boolean
operators, recent methods explored the possibility of a semantic search, rather than a term-
based search [15]. In the current research, semantic search applications via Bidirectional
Encoder Representations from Transformers (BERT) language model variations perform
well and are used to retrieve domain-specific information [16,17] or to retrieve relevant
documents for TARs [18]. While the performant semantic BERT-based search is not re-
stricted by inherent limitations of keyword-based searches, the problem of transparency
and understandability of the search arises and is currently being researched [19,20]. Thus,
it is currently difficult to interpret and understand the results of a BERT-based search.

While various methods for SR and TAR are established, their applicability when
searching for clinical data on medical devices has not yet been investigated. Applying
existing methods might require adaptations to overcome the challenges of retrieving data
for medical devices and entails structural limitations [21]. Firstly, input for a search, such as
product descriptions provided by SMEs, usually does not follow strict wording and contains
precise inclusion criteria as is the case with review protocols. Secondly, medical device
assessment entails a higher level of complexity compared to other health technologies, such
as the assessment of pharmaceuticals [22]. This indicates that a transfer of methods tailored
to one application, such as the retrieval of literature for diagnostic test accuracy reviews in
the scope of CLEF challenges, to another, such as the retrieval of clinical data on medical
devices, might be problematic. Thirdly, the existing methods retrieve documents from only
one database, rather than heterogeneous data from multiple databases. Hence, leveraging
methods of the CLEF challenges may only retrieve a fraction of potentially relevant data,
since clinical trials, for instance, are excluded.
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However, consistent guidance is scarce when searching for clinical trials, causing
their inclusion to be particularly challenging [23]. While no consistent search method
is established to locate diverse types of clinical trials, existing strategies rely on query
formulation by either researchers or assisting experts, such as librarians [24]. Limited
best-practice guidance is available for searching clinical data on medical devices [21], and
previously conducted searches were resource-intensive and required the knowledge of
review experts [9,25].

These limitations pose a major challenge, especially for SMEs lacking the required
financial resources and expertise [26]. Up to 79% of German medical device manufacturers
reported difficulties with the clinical evaluation of their devices and the provision of
sufficient clinical data [27]. This observation contributes to an overall European trend, as
these companies make up 41% of the EU industry revenue [27].

While checklists, guidance documents, and services offered by consulting agencies for
this purpose exist, resources are lacking to empower SMEs in particular [28] to conduct
initial technology-assisted scoping searches without expert knowledge.

Therefore, our aim is to provide assistance with the initial scoping search as a decision
support and basis for possible future systematic reviews for SMEs challenged by the
increased MDR requirements. Orientation should be provided to SMEs by automatically
retrieving relevant clinical data for the respective medical device without expert assistance
to formulate complex queries or define a search strategy. Initial results then serve as a
starting point to analyze the state of the art in literature for the intended use of the medical
device, thus adding transparency as a requirement to the search for it to be understandable.
Enabling such low-threshold initial scoping searches then provides the basis for experts to
develop a strategy for a systematic review of clinical evidence [29].

To meet the specific requirements of SMEs, the search process must be tailored to the
medical device, e.g., by using all relevant bibliographic references available from prior
knowledge or even using only a free-text product description as the search input.

Thus, in this paper, we conceptualize novel automated search strategies for assist-
ing with the search and screening process for relevant clinical data while incorporating
relevance feedback regarding the results. The automated search methods integrate device-
specific documents from heterogeneous bibliographic databases for publications and clini-
cal trials, namely PubMed and ClinicalTrials.gov. The search methods are usable without
expert knowledge and involve screening only a relatively low number of documents to
lower barriers regarding applicability [29]. Furthermore, transparency and understandabil-
ity should be ensured.

With the aim to fulfill these criteria, two search methods and a workflow to incorporate
them are developed and tested with SMEs. We hypothesize that a state-of-the-art BERT-
based semantic search method performs best, but will pose a black-box problem, limiting
understandability. To test our hypothesis and to see if a more transparent term-based
search can reach similarly high performance, we conceptualize a novel MeSH-based search
method. The MeSH-based search method uses a MeSH-term weighting scheme to overcome
the need for term selection strategies and incorporates the feedback of screening results
to refine the search. The BERT-based search leverages an out-of-the-box semantic BERT
language model trained on the biomedical domain and will, analogous to other current
methods, not be further modified to incorporate feedback into the search process [16,30,31].

The newly conceptualized and applied resource-efficient workflow incorporates clini-
cal data and feedback in the search process to assist medical device manufacturers with
both search methods. The precision of both search methods in the first exploratory insights
will be evaluated and compared with an additional qualitative side-by-side analysis of the
results with the help of two real-world SME use cases. Moreover, the performance of both
search methods will be investigated with the established CLEF 2018 eHealth TAR dataset
to gain further insights regarding the general, albeit not medical device-specific, search for
clinical data.
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2. Materials and Methods

This section presents details of the data used, i.e., databases, search input collected
from SMEs, and the validation dataset. In addition, the MeSH-based and BERT-based
automated search methods for finding relevant documents for a given medical device and
the respective evaluation are outlined, and the workflow developed for collaboration with
SMEs will be presented.

2.1. Data

To match the MDR requirements, all relevant information for the application field
of the medical device must be retrieved from various heterogeneous databases [32]. We
investigated bibliographic databases containing biomedical literature, namely Cumulative
Index to Nursing and Allied Health Literature (CINAHL), ClinicalTrials.gov, Cochrane
Library, Clinical Trials Information System (CTIS), Embase, PubMed and the International
Clinical Trials Registry Platform (ICTRP). According to the EU guidelines on medical de-
vices [33] and due to the availability of APIs and relational database access for unrestricted
query formulations, this paper focuses on the databases PubMed and ClinicalTrials.gov.
To implement the search methods, locally accessible instances of PubMed and Clinical-
Trials.gov were configured: the local PubMed database was set up by integrating and
indexing PMDB [34,35] and to leverage data from ClinicalTrials.gov, we used Access to
Aggregate Content of ClinicalTrials.gov (AACT) [36]. For each PubMed publication, the
publication title and text were concatenated to serve as the document text, and annotated
MeSH terms were retrieved for the ranking of the MeSH-based method. Clinical trials
from ClinicalTrials.gov were represented via respective concatenated brief titles and brief
summaries, while the MeSH terms present in the MeSH term and keywords fields were
additionally used for the later ranking of the MeSH-based method.

Three German SMEs participated in the feedback-driven development and evalua-
tion of the two search methods. The feedback from the first SME served only as a basis
for workflow construction. Thus, two parallel SME test cases were fully analyzed with
corresponding results provided by one representative for each SME. The representatives
were the head of quality management for SME A and the founder of the company for
SME B. Each representative provided medical device information and feedback throughout
the workflow.

Information about the medical devices of the SMEs was gathered via a short question-
naire with a free-text description of the medical device, how it differs from other products,
and—if present—relevant publications, clinical studies, or specific search filters such as
a time frame. The data provided by each SME are highlighted in Table 1. Both SMEs
provided a product description and seed publications; however, no relevant clinical trials
were provided as seeds.

Table 1. Overview of the received data from both SMEs serving as use cases characterizing the
medical device in question by a description and relevant seed documents from prior knowledge.

Data SME A SME B

Words in Product Description 127 121
Positive Seed Publications 14 16

Positive Seed Clinical Trials 0 0

For the external validation of the two implemented search methods to retrieve publica-
tions relevant to a given medical topic, the established CLEF 2018 eHealth TAR dataset for
the “Subtask 1: No Boolean Search” was used [10]. The test dataset comprises 30 systematic
review protocols with publications labeled as relevant based on the title and abstract text
for each review topic.
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2.2. MeSH-Based Search

The vast majority of journal articles in PubMed as well as entries in ClinicalTrials.gov
are annotated with several MeSH terms, which have already been used for searching for
decades [37]. The MeSH-based method aims to leverage this knowledge for the search.

Figure 1 visualizes the MeSH-based search method, which consists of four distinct
steps. As a first step, the Medical Term Indexer (MTI) [38] extracts MeSH terms from the
product descriptions and provides relevant documents.
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Figure 1. Illustration of the iterative MeSH-based method via four steps: (1) MeSH terms are extracted
via the Medical Term Indexer from the product description. (2) Extracted MeSH terms are weighted
based on their frequency. (3) Documents with matching terms are retrieved from the document
database and ordered by the totaled weights. (4) Relevant documents from search results identified
through user feedback are loaded back into the process for iterative refinement.

In the second step, a variation of the Term Frequency—Inverse Document Frequency [39]
algorithm is used to compute the weights ωMeSH(t, ∆) of all extracted MeSH terms. The
weight of a MeSH term t for a set of seed documents ∆ consisting of relevant δpos and
irrelevant δneg documents with δneg, δpos ⊆ ∆ and δneg ∩ δpos = ∅ is defined as:

ωMeSH(t, ∆) =
(

ft,δpos − ft,δneg

)
·id f (t), (1)

where ft,δ denotes the count of t in δ with δ ⊆ ∆, i.e., the number of times t occurs in δ. The
Inverse Document Frequency idf (t) of the MeSH term t is defined by:

id f (t) = log
(

1 + N
1 + nt

)
, (2)

with nt indicating the number of documents annotated with the MeSH term t and N
representing all documents in the used database with nt ⊆ N.

The resulting MeSH weighting reflects the importance of each MeSH term for a set of
seed documents in relation to all documents of a database. Thus, frequently used MeSH
terms are weighted lower than rarely used MeSH terms to focus the search more on the
core topic. The computed MeSH weights for PubMed are used as well for the search in
ClinicalTrial.gov. The provided product description is treated as a positive seed document
for the calculation.

In the third step, the search is conducted with the weighted MeSH terms in a logical
disjunction, i.e., via Boolean OR operators. Thus, the search retrieves all documents
containing at least one of the extracted MeSH terms. Then, the sum of the weights of the
matched MeSH terms for each document establishes the ranking.

In the fourth step, a feedback loop takes place by incorporating any identified rel-
evant document back into the process. The annotated MeSH terms are added, and the
MeSH weighting is recomputed according to step 2 with the now expanded set of relevant
documents for the next search in step 3.
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2.3. BERT-Based Search

In contrast to the term-based search with MeSH terms, the BERT-based search repre-
sents a semantic method to document retrieval. While specialized BERT models exist for
various tasks, such as named entity recognition, question answering or translation, our
BERT-based method leverages a BERT model trained to compute sentence similarity [40].
This allows us to find the most similar documents to a given product description in a similar
text retrieval fashion [30]. As a prerequisite, the text of all documents of the used databases
is embedded via a modified PubMedBERT model [41]. The original PubMedBERT model is
a BERT model trained on 14 million PubMed abstracts and the modified model used in this
paper was later fine-tuned to compute sentence similarities with the Microsoft Machine
Reading Comprehension (MS MARCO) dataset [41,42]. To leverage PubMedBERT in our
method as visualized in Figure 2, the embeddings of all publications, clinical trials, and
product descriptions provided by the SMEs have to be computed as the first two steps.
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Figure 2. Illustration of the BERT-based search via three steps: (1) the BERT model computes
the embeddings of all publications in PubMed, clinical trials in ClinicalTrials.gov, and (2) of the
product description; (3) the cosine similarity between the embedding of the product description
and each publication/clinical trial is computed to obtain the ranked search results via descending
similarity scores.

In the third step, the cosine similarity between the embedding of the product de-
scription and the embedding of every publication from PubMed or clinical trial from
ClinicalTrials.gov, respectively, is calculated. The documents are ordered by descending
cosine similarity.

2.4. Evaluation Metrics

To evaluate both search methods in the SME use case, the precision as provided via
the number of relevant documents retrieved by either method is compared. Since SME
resources are limited, only the top 10 documents of either search method are screened
by the SMEs after each search. To evaluate the goodness of the result ranking, the mean
average precision (MAP) is used [43]. To calculate the MAP of different queries q with n
documents, we used the established MAP formula based on the precision at document
position k in the results with k ∈ n:

p@k(q, k) =
number o f relevant documents in q at top k positions

k
, (3)

and the subsequently defined average precision (AP) with binary relevance of a document
at position k with rk ∈ {0, 1}:

AP(q) =
∑n

k=1 p@k(q, k) · rk

number o f relevant documents
. (4)
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Based on these formulas, calculating the mean value of AP over all queries results in
MAP. In the scope of this work, we evaluated each method with two queries, namely a
query for the SME A and SME B use case.

To gain further insights into the content of the retrieved documents of either method,
terms rated as relevant and irrelevant by SMEs were compared with the MeSH terms of all
identified relevant publications. In addition, the number of the same documents found by
both search methods and the overlap of MeSH terms in the result sets of both methods are
also contrasted by calculating the Jaccard index. Doing so should help to better understand
whether both search methods retrieve the same or a different type of content as expressed
via MeSH terms.

While the recall cannot be determined for the use cases, since the overall number of
relevant documents is not known, it will be evaluated with the established CLEF 2018
eHealth TAR dataset for further insights. Both of our search methods will be compared
with the recall of the methods of other participating teams in the challenge.

Since the dataset contains only relevant documents, documents of unknown relevance
will be retrieved in the searches. Instead of marking those possibly relevant documents as
irrelevant and incorporating them in the feedback loop for the MeSH-based method, only
documents known to be relevant, e.g., positive seeds, will be used.

2.5. Workflow

For resource-efficient collaboration with SMEs during the development and evaluation
of the search methods, we conceptualized a workflow revolving around the SMEs with
multiple short 30-min relevance screening sessions online as visualized in Figure 3. In
accordance with the SME representatives, we agreed on 30-min sessions for the relevance
screening and feedback discussion regarding the process, to keep the required SME re-
sources low. During the online sessions in the form of video calls, the SME representatives
were able to provide feedback and ask for clarifications if needed.
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Figure 3. Illustration of the workflow to guide the automated searches tailored to the SME use
cases. The process comprises five distinct steps with respective output: (1) data about the medical
device in question are collected via a short questionnaire; (2) MeSH terms extracted from the product
description are expanded; (3) a first search for publications with a filter for the last 10 years is
conducted; (4) a second search without filters is conducted; and (5) a third search for clinical trials
without filters is conducted. Extracted MeSH terms and the top 10 results of each search are relevance
screened by the SMEs.

As the first data collection step, SMEs provide a product description as well as relevant
documents specific to their medical device by answering the questionnaire.

For the second step, MeSH terms from the product description are extracted using the
Medical Term Indexer (MTI). Since not every product description might result in multiple
terms due to varying length or content, an additional term expansion is performed. For
the term expansion all direct MeSH terms as subnodes of the extracted MeSH terms were
added to the MeSH term list. Afterward, in a first MeSH search, all publications with at
least one matching MeSH term were retrieved from PubMed and ordered by descending
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matches. SMEs then rated the relevance of the 100 most frequent MeSH terms out of all
publications from the search results via a four-point weighing scheme analogous to a Likert
scale (highly relevant: 2, relevant: 1, irrelevant: 0, exclude: −1). After initial exchanges with
the SMEs, we decided to label an answer option “exclude” instead of “highly irrelevant”,
to allow SMEs to specify terms to exclude during the search.

In the third to fifth steps, three separate searches are performed by each search method.
The BERT-based search uses the product description without any preprocessing for each of
the three performed searches. The top 10 results of each search method are presented to the
SMEs for binary relevance screening. Decision fatigue during the screening is prevented
by alternating results from the top 10 lists of the search methods. To avoid redundancies
in the search results, previously identified relevant documents, such as seed documents
or already screened documents, are removed and replaced with the next most relevant
documents in case those documents are retrieved through a search.

For the search in the third step, publications of the last ten years from 1 January 2012 to
31 August 2022 based on the SME requirements are searched for. The MeSH-based search
uses the hundred SME-rated MeSH terms.

For the search in the fourth step, the search is expanded to cover all documents in
PubMed without a specified time frame in accordance with SMEs. Documents from the
previous screening serve as seed documents for the MeSH-based search. Based on their
relevance rating, documents are used as positive and negative seeds, e.g., an irrelevant
document is used as a negative seed.

For the search in the concluding fifth step, the screened publications are incorporated
in the MeSH-based search and a last search for clinical trials is carried out.

3. Results

In the following two subsections, results regarding the iterative searches for the
two SMEs will be presented, followed by further insights with the CLEF 2018 eHealth
TAR dataset.

3.1. SME Use Cases

Based on the MeSH terms extracted from the product description, an initial search in
the local PubMed database took place, and the SMEs rated the hundred most frequently
occurring MeSH terms of the retrieved publications. The numbers of rated MeSH terms of
the SMEs are shown in Table 2. It can be observed for SME A that the majority of presented
MeSH terms in the questionnaire should be excluded from the search, whereas for SME B
the majority of terms were rated as highly relevant, subsequently leading to a narrower
search for SME A and a wider search for SME B. In total SME A rated 39 and SME B rated
76 of the respective hundred MeSH terms as relevant.

Table 2. Overview of the MeSH term relevance screening results of both SMEs for the hundred most
frequently occurring MeSH terms from the MeSH term expansion step.

Relevance SME A SME B

Highly Relevant 23 63
Relevant 16 13
Irrelevant 0 20
Exclude 61 4

Total 100 100

When comparing the MeSH terms derived from the product descriptions and rated
by the SMEs as relevant (Highly Relevant, Relevant) and the terms rated as irrelevant
(Irrelevant, Exclude) with the annotated MeSH terms of the provided seed publications,
a disconnect becomes evident as visualized in Figure 4: Only a small part of the MeSH
terms rated as relevant by either SMEs are also present in the MeSH terms from the initial
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seeds. Moreover, in the case of SME A (a), six MeSH terms rated as irrelevant are present
in the provided initial seeds. For SME B (b) no overlap between MeSH terms of the initial
seeds and terms rated as irrelevant can be observed. For both SMEs, less than a third of the
MeSH terms present in the initial seeds overlap with the MeSH terms rated as relevant by
the SMEs.
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Figure 4. Venn diagram indicating the overlap of MeSH terms from the initial seed publications and
the hundred MeSH terms rated by the SMEs in the MeSH term expansion step.

Based on the hundred MeSH terms rated by the SMEs, an initial MeSH-based search
was conducted alongside a BERT-based search based on the product description without
any preprocessing. After discussing the results with the SMEs, a second search was
conducted and expanded on a larger time frame as specified by the SME requirements. For
a third search, clinical trials without a specified timeframe were searched for as well. After
each search, the top 10 results were screened by SMEs for relevance. The average precision
for each search for publications and clinical trials by the MeSH- and BERT-based methods
for both SMEs are visualized in Figure 5.
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Figure 5. Average precision at top 10 search results for the two MeSH- and BERT-based methods,
applied to publications (PubMed) and clinical trials (ClinicalTrials.gov) in the different searches for
the two SME use cases.

For both search methods, an increased precision from the first to the second search
for publications can be observed. For the MeSH-based search, the precision increased
considerably from 25% to 65% in the second search. For the BERT-based search, the
precision was already relatively high in the first stage at 65% and increased to a smaller
extent to 80%. During the search for relevant clinical trials, the MeSH-based method
achieved only a precision of 10% while the BERT-based achieved a precision of 75%.
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After the two screening stages, a last search, which incorporated all relevant publica-
tions, was conducted to produce the final result set for both SMEs. The goodness of the
ranking was evaluated via the MAP score as visualized in Figure 6.
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Figure 6. The goodness of ranking is illustrated as a line chart depicting the MAP score at a given
document rank of the MeSH- and BERT-based method for the top 50 publications averaged for both
SME use cases.

It is noticeable that the ranking of the BERT-based method is better as indicated by
a higher MAP score of 0.29 overall, i.e., at rank 50, than the ranking of the MeSH-based
method with a score of 0.19. The MAP score of the MeSH-based method starts at 1 and
then continues to decline. In contrast, the MAP score of the BERT-based method increases
to its maximum at the 11th rank with a MAP score of 0.625 and then gradually declines as
well while continuously yielding a better MAP score than the MeSH-based method.

The aggregated overall results for the test cases with the SMEs are visualized in
Figure 7. Due to a lack of MeSH terms in clinical trials, a second search was not conducted;
hence, only the top 10 clinical trials for both SMEs of the first search stage are compared.
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The BERT-based method performed better overall by retrieving proportionally more
relevant documents. While the overall precision, e.g., how many retrieved documents
were relevant, for the BERT-based method with 44 relevant documents was 73.3%, the
precision for the MeSH-based method with 20 relevant documents was only 33.3%. The
BERT-based method performed similarly well on publications with a precision of 72.5%
and 29 retrieved relevant publications as when searching for clinical trials with a precision
of 75% and 15 retrieved relevant clinical trials. The MeSH-based method yielded a lower
performance and retrieved 18 relevant publications with a precision of 45% and retrieved
only 2 relevant clinical trials with a precision of 10%. Besides the notable difference in
overall performance between both methods, a contrast between precision when retrieving
publications compared to clinical trials is evident for the MeSH-based method. To better
understand both search methods regarding the retrieved documents, result sets were
compared regarding the number of the same retrieved documents and the same MeSH
terms of retrieved documents.

To analyze the similarity of the result sets of both methods, the Jaccard index of re-
trieved publications with respective PubMed identifiers (PMID) was investigated. Figure 8
visualizes the Jaccard index of documents in the top 500 results of both search methods
for the first and second SME use cases. For the SME A use case (a), the maximum Jaccard
index is 0.013, indicating that the result sets are almost disjoint. In the SME B use case (b)
the maximum Jaccard index is 0.11, indicating that the result sets of both search methods
are only slightly similar. Moreover, a slight increase in similarity for the SME A use case
and a stronger increase in the similarity for the SME B use case can be observed, indicating
that the result sets might converge later on.
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Figure 8. Diversity of result sets from both search methods on document level (PMID) measured by
the Jaccard index, i.e., retrieved publications, by both search methods for both SME use cases in the
first 500 results.

The content of the retrieved publications as expressed in the form of the respectively
assigned MeSH terms was compared with the result set of both methods and the positive
rated MeSH terms by the SME. The number of unique MeSH terms occurring in the top
500 retrieved publications and the overlap between both search methods with the SME-
rated relevant terms is visualized in Figure 9.

The MeSH-based method features more unique MeSH terms compared to the BERT-
based method and a strong overlap between the MeSH terms of the result sets with
respective Jaccard indices of 38.7% for SME A and 30.6% for SME B exists. Moreover, it is
noticeable that almost all SME-rated relevant terms, namely 87.2% for SME A and 88.2% for
SME B occur in either result set. Only a few selected SME-rated relevant terms are present
in one result set and not the other. For the first SME use case, all terms rated as relevant
were present in the result sets and for the second SME use case, only three terms were not
present in any retrieved publication.
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Figure 9. The content similarity is illustrated as a Venn diagram indicating the overlap of the unique
MeSH terms occurring in the top 500 retrieved publications from the MeSH-based and BERT-based
method with the SME-rated relevant terms for both SME use cases.

3.2. CLEF 2018 eHealth TAR

The evaluation of the BERT- and MeSH-based methods with the established CLEF
2018 eHealth TAR dataset was performed on all 30 test reviews. Only the evaluation on
an abstract relevance level took place since screening and searching for relevant full-text
articles was out of scope. The results of the BERT and MeSH-based method runs are
visualized in Figure 10.
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Figure 10. Recall performance comparison of the developed BERT- and MeSH-based methods on the
CLEF 2018 eHealth TAR subtask 1: “No Boolean Search” with existing methods [44]. The line graph
depicts the averaged recall at different ranks across all 30 test topics. Only the existing CLEF runs
with the highest overall recall per participating team are displayed.

The best-performing AutoTar method by the University of Waterloo achieves the
overall highest recall. Following as the second-best method when it comes to overall recall,
our MeSH-based method achieved a recall of 86.4% and outperformed our BERT-based
method with a recall of 71.8%, despite the initially better performance of the BERT-based
method at lower document ranks.
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4. Discussion

In the scope of this study, we conceptualized and tested two different search methods
to assist SMEs with the retrieval and screening process of relevant clinical data for medical
products for subsequent decision support and as a basis for future systematic reviews. The
developed semantic BERT-based search method and term-oriented MeSH-based search
method were evaluated in a use case setting with two SMEs on the databases PubMed and
ClinicalTrials.gov as well as with the established CLEF 2018 eHealth TAR dataset.

The results of our SME use case evaluation show that the goal to conceptualize
resource-efficient and effective retrieval methods to assist SMEs was achieved. Both
search methods retrieved numerous relevant clinical trials and publications within the top
10 search results. In total, 47 out of 80 retrieved publications and 17 out of 40 retrieved
clinical trials were relevant for both SMEs and identified by screening a relatively low
number of documents. To refine the search, short 30-min feedback sessions in accordance
with the SMEs were used to evaluate the results while respecting the limited SME resources.
The resulting overall precision of 33.3% for the MeSH-based method and 73.3% for the
BERT-based method is much higher compared to the precision of previous studies with
systematic reviews in the scope of the MDR certification. In one recent systematic review,
60 out of 413 retrieved publications were deemed relevant based on the title and abstract,
resulting in a precision of 14.5% [9]. In another systematic review for a medical product for
the MDR certification, only 21 publications out of 242 retrieved publications were deemed
relevant after screening, resulting in an even lower precision of 8.7% [25]. One reason for
the difference in performance could be the notably smaller sample size of 40 publications
and 20 clinical trials as well as the differing scope of initial scoping searches in our SME
use cases instead of systematic reviews of the compared studies. While respecting these
structural limitations, the higher overall precision of our search methods indicates the
potential to retrieve a comparatively large number of relevant documents while screening
much fewer documents compared to manual literature searches. This indication aligns with
recent studies stating an approximate reduction of 50% in papers to screen via automated
literature screening methods [45]. However, depending on the type of underlying study or
task of the literature screening, the reduced workload can vary between 7% to 71% while
maintaining a high level of recall [46].

A high recall was also observed during our second evaluation of both search methods
with the CLEF 2018 eHealth TAR dataset, in which both methods achieved a high recall in
a more general, nonspecific medical device, setting. While the BERT-based method reached
an overall recall of 71.8%, the MeSH-based method outperformed most other methods with
a recall of 86.4%.

In particular, the new weighting of MeSH terms based on the feedback loops with
an increasing number of positive seed documents led to the high performance of the
MeSH-based search. However, despite the high performance, attention should be paid
to the generalizability of the search. With the currently implemented weighting scheme,
terms occurring frequently in relevant documents have a higher weight and focus the
search more on a specific field. Underrepresented fields of possibly equal relevance may
be excluded, potentially resulting in data bias in the search, also referred to as hasty
generalization [47,48].

Moreover, while the inclusion of negative seed documents from the SME feedback
loops led to reasonable results in the MeSH-based search, future use cases might require
different sampling strategies to balance relevant and irrelevant seeds and avoid potential
data bias [49,50].

Another potential bias could occur when searching for information relevant to highly
innovative medical products. While the MeSH-based method could extract existing MeSH
terms for fundamental information, such as the intended purpose of the device, target
group, and clinical benefits even for highly innovative products, MeSH terms relevant to
aspects such as the innovative technologies may be lacking. It is possible that there are not
any relevant existing MeSH terms since MeSH terms for emerging fields might have yet to



Appl. Sci. 2023, 13, 7639 14 of 19

be added to the terminology. The BERT-based method, in contrast, might not feature such
a bias regarding innovative products since semantics in the product description and thus
similar technologies mentioned in literature can still be retrieved despite a lack of relevant
MeSH terms. Future use cases, however, could investigate the potential bias when working
with highly innovative medical devices.

Hence, the novelty of medical products is one possible reason for the differences
regarding as relevant rated MeSH terms for medical products by SMEs as observed in
Table 2. A second possible reason for the differences could be differing product types. Only
a few MeSH terms might describe highly specialized medical products, whereas multiple
MeSH terms might describe medical products with multiple technologies or intended
purposes. A third possible reason could be the difference in rating behavior as observed by
the representatives for SME A and SME B.

In contrast to the MeSH-based method, the BERT-based search is not affected by these
potential biases, since only free text was provided and no MeSH terms are used as input.
However, analogous to the MeSH-based search, the BERT-based search could also benefit
from incorporating feedback similar to the MeSH-based method to tailor the search more
closely to the respective medical device. This could be achieved with the representation
of a cluster of seed documents with the respective centroid for the search [51]. Moreover,
classification models could leverage BERT embeddings as input and be trained via active-
learning feedback loops for increased performance [52,53].

While both search methods performed overall remarkably well as compared to pre-
vious manual as well as automated search methods, the BERT-based method noticeably
outperformed the MeSH-based method in the SME use case setting, particularly when
searching for clinical trials.

One reason for the lower MeSH-based method performance in the first search for
publications was that MeSH term relevancies provided by SMEs did not match well with
MeSH terms of provided relevant seed documents. This discrepancy may be due to the
difference in understanding of MeSH terms by the SMEs and the actual meaning of MeSH
terms, resulting in the misidentification of relevant MeSH terms, affecting the success of
the search [54]. Feedback sessions also indicated that SMEs may not fully know how to
provide a fitting description or labels for their products, putting further emphasis on the
importance of additional seed documents for a more precise search. While some MeSH
terms were rated as initially irrelevant by the SMEs, publications containing those MeSH
terms were rated as relevant. As elaborated then by one SME representative, screening
relevant literature helped them to understand better how the medical product could be
described and labeled regarding MeSH terms.

A second reason for the lower MeSH-based method performance could be the limited
screening of only the first top 10 results of the searches since the feedback-driven MeSH-
based approach outperformed the BERT-based search on average after screening over
480 documents as indicated in Figure 10.

A third possible reason for the lower performance when searching for clinical trials is
the limited annotation of a clinical trial with at most only a few MeSH terms. While the MTI
automatically annotates publications in PubMed with suitable MeSH terms, MeSH terms
for clinical trials in ClinicalTrials.gov are added manually or with an algorithm restricted
to non-frequently occurring terms describing disease conditions or interventions [55].
Consequently, other applicable MeSH terms are excluded, leading to fewer usable MeSH
terms for distinguishing and searching clinical trials.

To better understand how both methods compare in regard to the retrieved results
given the initial medical device information, and also on a content level, the overlap of the
result sets and MeSH terms of retrieved publications was analyzed.

The comparison of retrieved publications by both methods revealed a rather weak
overlap in the first 500 results, indicating that both methods retrieve different publications
while maintaining fairly high precision. This shows that both methods retrieve relevant
publications, but possibly with different focus points. The MeSH-based method retrieves
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publications with matching MeSH terms; hence, publications of the same domain are
retrieved with possibly unrelated titles and abstract text. The BERT-based method contrasts
this, by retrieving publications with highly similar text, but possibly focusing on a different
domain since MeSH terms are not considered.

Structural differences in data quality also contribute to search differences: MeSH terms
are missing in approximately 14% of publications and 33% of publications are without
abstract text in Medline [56]. Consequently, the MeSH-based method cannot retrieve every
publication and the BERT-based method can only compute the similarity based on the title
of specific publications, possibly containing only a fraction of the important aspects of the
publications as opposed to summarizing abstracts [57].

Nevertheless, despite a weak overlap of the result sets at the document level, as
measured by the Jaccard index, the overlap based on MeSH terms indicates that the largest
overlap with the MeSH terms rated as relevant by the SMEs lies in the overlap region of
both search methods.

On one hand, analyzing MeSH terms of retrieved publications allows us to compare
different search methods on a content level and opens up possibilities to make the rationale
of any search method, such as the black-box BERT-based search, more understandable.
On the other hand, this overlap indicates the potential for improvement could exist in
a synthesis of both search methods. Such synthesis could facilitate both methods to
complement each other for an optimized retrieval of relevant documents for each specific
use case using feedback loops while establishing transparency via MeSH terms.

4.1. Limitations

Despite the insights gained from our analysis, it is important to acknowledge that
the sample size of only two SMEs may limit the generalizability of our findings. Thus, a
second evaluation with the established CLEF 2018 eHealth TAR dataset was conducted but
supposes an undefined medical device setting. A larger sample size with more companies
may provide more robust and representative results. However, due to resource constraints,
we were unable to collect data with a larger number of SMEs.

4.2. Outlook

In future work, additional data sources such as the Clinical Trials Information System
(CTIS) or the European Database on Medical Devices (EUDAMED) could serve as useful
resources for clinical data retrieval [26,58]. Incorporating adverse effect announcements
could facilitate post-market surveillance and monitoring use cases by verifying the benefits
of medical devices in the face of newly published information [7].

Subsequently integrating retrieved heterogeneous data into interactive knowledge
graphs yields the potential for cluster analysis, visualizations, and improved search perfor-
mances [59]. For instance, by linking publications to clinical trials and other publications via
citations, additional relevant data could be retrieved based on already identified relevant
documents without the need for further searches [60].

However, despite the potential benefits of integrating such automated search methods
into systematic review processes [61], the applicability in the scope of the MDR clinical
evaluation remains uncertain [29]. The usability of TAR methods must be evaluated for the
search for clinical data in the scope of the MDR clinical evaluation.

A promising opportunity could be an ensemble of both developed search methods
complementing each other to address respective retrieval challenges and solve transparency
concerns while increasing retrieval performances.

Overall while first results indicate high precision and recall, further evaluations on a
larger scale should be conducted, ideally with medical device manufacturers who already
certified devices under the MDR and could therefore provide data serving as a future
gold standard.
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5. Conclusions

In conclusion, we developed an iterative resource-efficient workflow that has the
power to effectively assist medical device manufacturers in retrieving clinical data relevant
to their devices. By incorporating SME-specific medical device information and require-
ments, the search was tailored to the medical device and further refined via feedback loops.
The high precision of both methods in the SME use cases and high recall in the CLEF
eHealth 2018 dataset evaluation demonstrate the potential of automated search methods to
retrieve relevant documents while screening fewer documents as compared to previous
more resource-intensive literature reviews in the scope of the MDR. The observed gen-
eralizability of both methods as well as the possible synthesis as an ensemble opens the
path to further evaluations with more medical device manufacturer use cases and different
application fields. Overall, our results indicate the potential to reduce the workload of
SMEs by providing an orientation with first relevant literature before initiating the clinical
evaluation in the future.
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