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Abstract: Today, periprosthetic joint infection (PJI) is one of the leading indications for revision
surgery and the most ominous complication in artificial joint patients. The current state of the art for
treating PJI requires the development of methods for planning the costs at different scales to facilitate
the selection of the best treatment methods. In this paper, we perform a cost-effectiveness assessment
for strategies related to the treatment of PJI using a composite decision support modeling framework.
Within the framework, two models are implemented: a detailed discrete-event probabilistic model
based on the decision tree approach and a dynamic Markov model with generalized states. The
application of the framework is demonstrated on the dataset which was provided by the Russian
Scientific Research Institute of Traumatology and Orthopedics named after R.R. Vreden. The analyzed
dataset contains 600 patient records divided into two groups (retrospective group, based on old
records, and prospective group, based on real-time follow-up). The cost-effectiveness of treatment
methods was compared based on associated costs and QALY units gained, with the mentioned two
indicators calculated using two models independently from each other. As a result, two comparative
rankings of cost-effectiveness of PJI treatment methods were presented based on the model output.

Keywords: Markov model; periprosthetic joint infection; revision arthroplasty; total hip replacement;
decision trees

1. Introduction
1.1. Periprosthetic Joint Infection

Due to the advancement of public health and medicine, we see a stable increase in life
span throughout the world. As a consequence, the diseases of the elderly are becoming more
widespread and require more attention. Particularly, joint arthroplasty, also known as joint
replacement, aimed at restoring the function of joints, is increasingly performed. The re-
placement of the affected joints with artificial ones creates a need for revision arthroplasty.
Today, periprosthetic joint infection (PJI) is one of the leading indications for revision surgery
and the most ominous complication in artificial joint patients [1,2]. Periprosthetic infection
is associated with high morbidity, because the implant, as a foreign body, increases the
pathogenicity of bacteria and the presence of a biofilm makes the diagnosis and treatment
problematic [3]. As a result, complex strategies are required to treat PJI, including mul-
tiple surgical revisions and long-term antimicrobial treatment. The widespread use of
antibiotics, the enhanced technical equipment of operating rooms and the development
of surgical techniques made it possible to reduce the number of infectious complications
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from 9% in the early years of arthroplasty to 1.25% in recent decades [4]. Nevertheless,
the number of cases of PJI is expected to increase in the near future and will double by
2030 [5]. It is also worth mentioning that the cost of PJI treatment is several times higher
than of the primary endoprosthesis and places a significant financial burden both on the
family budget of patients and on the state health care system. In 2005, the cost of revision
hip arthroplasty related to PJI in the United States was 2.8 times higher than the revision
arthroplasty related to aseptic instability and 4.8 times more expensive than primary total
hip replacement [6]. In addition, the researchers found an increase in the cost of revision
arthroplasty for infectious complications between 1997 and 2006.

During a large period of time, there was no firm, generally accepted understanding of
PJT in the orthopedic community and supervising healthcare structures. Therefore, it was
not possible to interpret data on the number of disease cases, the variants of disease course,
the outcomes, and the economic effect of treatment strategies. The situation changed in
2011, when the Musculoskeletal Infection Society (MSIS) PJI Diagnostic Standards were first
proposed [7]. Based on the analysis of the dynamics of changes in the modern theory of PJI,
Haddad F. et al. believe that research in the next decade will be critical to further develop
the understanding of PJI and to establish the most cost-effective treatment methods [4].

1.2. PJI Treatment Methods

Currently, a number of researchers consider the two-stage revision total joint re-
placement method as the most effective from the infection eradication point of view [3,8].
The leading indications for a two-stage revision total joint replacement (re-TJR) are cases
of PJI, where the pathogen was not identified before surgery, the microflora is highly re-
sistant, and there are bone or soft tissue defects [9,10]. Among the unsolved problems of
two-stage re-T]R are: high costs, long period of disability, necessity of prolonged antibiotic
therapy, blood loss, dislocation of spacers, and high mortality among patients between the
stages [11].

An alternative method of treating PJI is the one-stage re-TJR. The long-standing
discussion about the role and effectiveness of one-stage re-TJR in the treatment of chronic
PJI is now almost overcome. The end of the discussion was initiated by the publication
Zahar A. et al. in 2019, in which the authors reported long-term (10-year) results of a
one-stage revision total hip arthroplasty (re-THR) [12]. They found that 94% of patients did
not have a recurrence of PJI, 75% of patients did not require re-THR, and good and excellent
functional results were found in 57% of cases. In studies with patients carefully selected
before surgery, the success rate of one-stage re-THR was even higher, up to 100% [13].

Another possible way to improve the results of treatment with PJI is to shorten the
time interval between the re-T]R stages. According to the results of the discussion in the
International Consensus Meeting in 2018, it was found that there were currently no data
indicating the optimal time interval between the stages of re-EP. Nowadays, the waiting
period between operations can range from a week to several years. Most surgeons consider
the period after wound healing, the end of antibiotic therapy, and the appearance of data
on the positive dynamics of serological markers the optimal time for reimplantation [14].
However, the recommended time interval between re-EP stages is still unclear.

Last but not least, up to this date the experience related to re-TJR with partial preserva-
tion of stable endoprosthesis structures is still accumulating. Despite the fact that nowadays
there are no generally accepted recommendations, in some cases, partial re-TJR can be
the best alternative as it allows to avoid significant bone defects, reduce the degree of
surgical aggression and problems with the choice of components of the endoprosthesis in
the future [15]. Researchers also emphasize the importance of careful patient selection for
partial re-TJR [16,17].

1.3. Cost-Effectiveness Analysis

It is known that the decision of surgeons to choose the method of treatment for
individual patients with PJI is increasingly dependent on economic considerations, which
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is constraining and often not optimal [18]. Moreover, the cost of re-THR, missing generally
accepted standards, differs significantly in national health systems. In 2012-2013, e.g., a
two-stage re-THR for each case of PJI cost USD 90-100,000 in the USA [19], USD 57,000
(GDP 44,000) in the UK [5], and USD 53,000 (AUD 70,000 ) in Australia [20]. The current
state of the art treating PJI requires systematization of costs and the development of
methods for planning the costs at different scales—for separate individuals, on the level of
healthcare units, and on the city level.

A state-of-the-art approach to medical practice requires justification of efficacy and
safety of treatment methods. The methods of treating PJI should be selected based on
evidence-based medicine, the means of which allow comparison, generalization, and wide
practical application of the data obtained [21]. Thus, the need for a clinical and economic
analysis of PJI treatment from the standpoint of evidence-based medicine seems to be very
relevant, especially due to the lack of corresponding quality studies [22,23].

In addition to the problem of finding the best PJI treatment method in general, relying
on both direct (a chance of successful PJI elimination) and indirect treatment outcomes
(such as resulting increase in quality of life of the patients who underwent the treatment),
there is an arising challenge of finding an optimal treatment strategy in advance for the
particular patient based on his individual characteristics [24]. This challenge became
an actual part of the personalized medicine concept and requires research based on a
multidisciplinary approach, relying on statistical analysis, mathematical modeling, and
machine learning [25].

1.4. Problem Statement

In this paper, we present a framework which compares the cost-effectiveness of PJI
treatment methods. The patient dataset used in the study was provided by Russian
Scientific Research Institute of Traumatology and Orthopedics named after R.R. Vreden, it
contains records of the patients with P]I after total hip arthroplasty (THA). The methods
of the cost-effectiveness analysis of treatment strategies are discussed and the method
comparison is performed based on associated costs and QALY units gained. The ultimate
objective of that direction of research consists in developing a computational tool to predict
the consequences of a fixed treatment strategy for a given patient. Such a tool, when applied
by healthcare professionals, will help enhancing the quality of PJI treatment both in terms
of cost-effectiveness and the quality of life of individuals undergoing treatment.

2. Related Works

One study with objectives similar to ours has been published in [26]. The overall goal
of the research was to estimate the effect of PJI treatment using contemporary treatment
methods. The model of a hypothetical patient of working age with a PJI after a re-THR
was built as a Markov state-transition model with the help of TreeAge Pro 2009 software.
The algorithm accounts for a fixed percentage of patients undergoing one of three initial
treatments: irrigation and debridement, single-stage exchange, or two-stage exchange based
on available studies of current practices. The outcomes of these treatments were defined as
septic/aseptic failures or successes. In addition, age-specific yearly mortality rates were
used to predict transitions between the states. Patients who received successful treatment
according to the model entered a state of being healthy which they might leave with a
fixed annual rate related to repeated septic failure. Patients with failed treatment due to
sepsis undergo a second procedure (two-stage exchange). The output of the model contains
incidence and cost estimates associated with common medical complications. Each health
state is assigned a cost for a fixed period of time (1 year). Transition probabilities determine
the likelihood that a patient will either transition to the next health state or remain in
the current one. For cost estimation by different rates of THA reinfection, the authors
conducted a one-way sensitivity analysis (during the first year of treatment and beyond
the first year). The main outcome of the research was to demonstrate that accounting for
indirect costs and failures of treatment options dramatically increases the estimated overall
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treatment costs of P]I after total hip replacement. Thus, it seems to be much higher than it
was thought in similar previous studies.

An example of a specific economic analysis based on data from one particular setting
was presented in [27], where researchers considered the problem of PJI in low-middle-
income countries. The aim of the study was to evaluate the incidence and economic burden
of PJIs in a university hospital in Turkey. The costs in the model were set according to the
information from hospital’s accounting system and included, among others, the cost of
antibiotics, laboratory, radiology, prosthesis, operation, and total bed stay.

The research connected with PJI after Total Elbow Arthroplasty (TEA) was observed
in [28]. The study aimed at investigating the risk factors which are associated with peripros-
thetic elbow infection, the incidence of infection after TEA and the acuteness of these
infections. The importance of the study lies in the fact that compared to the knowledge re-
garding hip, knee, and shoulder PJI, research on prosthetic elbow infections is very limited
and as a rule relies on data drawn from small case series. Authors used frequency tables to
calculate the incidence of PJI among patients undergoing TEA. Frequency tables were also
used to describe the details of patient presentation and management during admission for
PJI. A logistic regression was used for each variable to determine the significance of each
demographic variable as an independent predictor of PJI following TEA. As a result of the
study, additional prognostic data were presented which, as the authors stated, could be
used for patient selection and risk profile analysis.

A comprehensive review of the publications about PJI treatment cost-effectiveness
analysis was performed in [22]. The aim of the researchers was to report the less costly and
more effective procedures. The study highlighted existing problems in finding the best
treatment method due to ambiguity of assessment techniques and data uncertainty.

The closest to the presented work is the article [29], where the investigators compare
the effectiveness of 1-stage and 2-stage strategies for Total Knee Revision. Decision trees
were built and subsequent Monte-Carlo simulations were used to calculate QALY's and costs.
Sensitivity analysis was also performed to measure the influence of particular parameters
on the outcome. Compared to this study, our research has an advantage of using unique
patient data, while in the paper [29] all the parameters are taken from open sources.

3. Methods
3.1. Data

The analyzed dataset contains the records of patients who were subjected to revision
total hip replacement (re-THR) in the period of 2000-2020. The patient records were
collected in two different ways.

The first part of the disease histories was taken from the archives. The corresponding
patient group is named ‘the retrospective group’. Initially the group contained 603 pa-
tients with PJI. The collection of information was started by personal examination and
questioning of patients in the polyclinic of the Vreden’s Russian Scientific Research Institute
of Traumatology and Orthopedics (25 (4.1%) patients). Patients who did not have the
opportunity to come for examination were interviewed by phone (356 (59.03%) cases). In a
number of observations, information about the condition of patients was obtained as a
result of correspondence by mail (53 (8.8%) observations). In 169 (28.02%) cases, it was not
possible to establish the results of PJI treatment and they were excluded from the study.
The final list of patients in the retrospective part contained 434 patients with chronic PJIL

The prospective group of records included 166 patients with chronic PJI who were
treated in the Department of Purulent Surgery of Vreden’s Russian Scientific Research
Institute of Traumatology and Orthopedics in the period from 2016 to 2020. The record list
contains those patients who were not subjected to exclusion from the study. Among the
criteria of the latter were the following:

*  Systemic inflammatory response syndrome, sepsis;
* Infectious inflammation of soft tissues of an unlimited form (phlegmon) or extensive
purulent streaks to the neurovascular bundles;
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e A soft tissue defect that does not allow the wound to be sutured;

* Implant-associated osteomyelitis IV (diffuse) anatomical type, patient’s physiological
class C (Cierny-Mader classification);

. Recurrent course of PJI, when the number of reEP with implantation of an antibacterial
spacer was equal of more than 3;

¢ Defects of the acetabulum not less than 3B and of the femur not less than 4 according
to Paprosky classification, which were identified before surgery or formed as a result
of surgical treatment.

All the patients were being observed for the possible PJI relapse till the end of 2020.
In the retrospective group, the following treatment methods were applied: resection arthro-
plasty (RA), revision operation with the preservation of endoprosthesis (re-THR-PE) and
two-stage revision total hip replacement with the two consecutive interventions separated
by more than 2 months.

In the prospective group, new treatment methods were presented, namely, one-stage
re-THR and partial re-THR (both 1-stage and 2-stage). The patients in the prospective
group who underwent two-stage re-THR were divided into two subgroups based on their
waiting time: 2-3 weeks and 6-8 weeks correspondingly.

The quantities of groups of patients of a certain age and gender in the records database
are presented in Table 1. The description of treatment methods regarded in this study is
presented in Table 2. As it can be seen the group “1-stage retro’ has extremely small sample
size. Due to that reason it was excluded from this study.

Table 1. Demographic characteristics of study participants.

Treatment Age/Sex <20 21-30 31-40 41-50 51-60 61-70 71-80 81-90 >90 Total
2-stage > 2 mth M 3 20 33 59 50 26 5 196
F 1 2 17 17 46 46 36 6 171
1-stage retro M 1 1
F 1 1 2
2-stage 2-3 wk M 2 4 1 3 1 11
F 1 1 1 3
2-stage 6-8 wk M 8 8 9 6 1 32
F 2 5 10 2 19
1-stage M 1 4 4 11 9 3 1 33
F 1 6 14 13 11 45
RA M 1 2 4 1 8
F 1 2 2 5
re-THR-PE M 1 4 2 5 3 3 2 20
F 1 3 10 9 8 31
Partial-1 M
F 1 1 3 2 1 3 11
Partial-II M 2 3 2 7
F 1 2 2 5
Total 1 6 57 82 151 163 105 34 1 600

Each patient record in the dataset contains their ID, birthdate, dates of registered
health issues (manifestation dates), operation dates, types, and costs, the resulting state of
the patient measured during his/her last attendance to healthcare services (PJI relapse or
no PJI), and death date, if the patient died.

In case of the optimal treatment outcome, the resulting number of operations per-
formed on each patient is defined solely by the PJI treatment method (for instance, two-stage
re-THR assumes two interventions, with the installation of antibiotic-impregnated cement
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spacer and its subsequent removal, whereas the one-stage method is a single surgery).
However, in many cases additional operations are required due to the relapse of PJI or
other issues (postoperative wound hematomas, spacer dislocations, etc.). The recorded
data we worked with contain 15 different types of operations, which were divided into
three groups: operations which have no connection with PJI, first case of PJI, or PJI relapse.
The full list of operations is presented in Table 3.

Table 2. Description of treatment methods.

Abbreviation

Full Name

Description

re-THR-PE

Revision operation with
the preservation of
endoprosthesis

The joint is opened and washed.
The parts of the artificial joint, which can
be easily removed, are replaced with the
new ones, and the wound is closed.

2-stage re-THR

Two-stage total hip replace-
ment with > 2 months
(2-3 weeks, 6-8 weeks) be-
tween the stages

The joint is opened and cleaned up,
an antibacterial spacer is placed, and the
wound is closed.  After a certain
time period, the joint is opened again,
the spacer is removed, the prosthesis is
installed and the joint is closed.

RA

Resection arthroplasty

The joint is opened, everything is re-
moved, the hole in the tissues is filled
with a muscle cut from the thigh,
and the wound is closed.

1-stage

One-stage total hip
replacement

The joint is opened, everything is re-
moved, a new endoprosthesis is in-
stalled and the wound is closed.

Partial-I

Partial one-stage total hip
replacement

Equal to one-stage re-THR, but with par-
tial preservation of the endoprosthesis.

Partial-II

Partial two-stage total hip
replacement

Equal to two-stage re-THR, but with par-
tial preservation of the endoprosthesis.

Table 3. Operations performed and their relation to PJI.

No PJI

First Case of PJI or

PJI Relapse

PJI Relapse

Endoprosthesis (EP) instal-
lation + spacer removal;
EP installation (no spacer);
Non-infectious: spacer

dislocation;

Other: (suturing, etc.);

Non-infectious:

periprosthetic fracture case;

installation;
Debridement;

replacement;

Debridement + spacer

Debridement + spacer
reinstallation;
Disarticulation;

EP components replace- Spacer removal + support
ment + debridement;
Debridement + full EP

osteotomy;
Debridement + support
osteotomy + muscle plastic;

Joint drainage + long- Joint drainage

term suppressive antibi-

otic therapy (ABT);

3.2. Models

3.2.1. Decision Tree

A tree-based imitational model was first used by the authors to study PJI treatment
methods in [30]. In that context, a generalized model was introduced, relating the states
of the tree to the total number of operations for a given patient, which was considered
as a factor for the PJI relapse. It was shown that the functional capacity of a patient is
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badly affected by repetitive operations, independent of the treatment method. However,
the correlation of PJI relapse chance and the number of operations performed were not
supported by the data. Following that approach, we developed an algorithm to create and
to verify detailed decision trees which distinguish different operation types.

A decision tree describes transitions between the states, which are attributed to differ-
ent medical interventions. Each state is one of the registered interventions from the patient
records database (see Table 3). Each transition signifies the change in patient’s functional
capacity and is associated with the treatment costs. The time passed between the transition
is not explicitly considered.

An algorithm was developed to build a tree for a given treatment method based on
the sample of records for the patients who were treated using this method. The procedure
uses a recursive approach and has the following structure:

*  For each patient record:

—  Collect the sequence of operations performed;

- Add the resulting outcome at the end of the sequence as a last patient state,
based on death date (if available) and on the PJI status checked during the last
observation. Patients who died with confirmed PJI are marked by the state
‘Death’. Those, who had PJI and were alive by the end of the study, are marked
by the state ‘Failure’ (of treatment). Finally, those who did not have PJI have the
state ‘Success’;

—  Assume that the first state of the decision tree (the root) coincides with the name
of the applied treatment strategy, and the second, third, ..., n + 1-th states are
related to the first, second, . . ., n-th registered interventions taken from the patient
records (n < 10). The n + 2-th state is related to the treatment outcome assigned
at the previous step of the algorithm.

. Starting from i = 1:

—  Gather the list L; of all recorded intervention types which correspond to the
intervention #i in the patient records;

(i)

—  Calculate the ratios of occurrence for each operation type [ jl

()

]

+  Gather the list L; 1 of all recorded intervention types which correspond to
the intervention #i + 1 in the patient records which had intervention #i equal

().
to lj ;

€L;

— Foreach!l;” € L;:

+  Calculate the ratios of occurrence for each operation type l](iH)
(i+1)
i

€ Lit1;

+  Foreachl €L

*

+ If L = @, break.

A fragment of a decision tree for partial re-THR is shown in Figure 1. The data, which
could be derived from the decision tree, include generated individual trajectories and
probability distributions for the treatment states calculated via repetitive simulation runs.
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0.311+0.151

Sanitation +
spacer installation

Spacer removal + 1.0£0.0

ep installation Failure

0.45+0.384

0.183+0.212 1.0£0.0

Sanitation + Sanitation +

Failure
spacer reset spacer reset

0.367+0.307

Failure

Dislocation 1.0£0.0

Success

0.689+0.151 spacer

0.132+0.097

Spacer removal + 0.132+0.097 Sanitation + 1.0£0.0

- . Failure
ep installation ep replacement

0.737+0.128

Success

Figure 1. A fragment of the decision tree partial re-THR with confidence intervals for

transition probabilities.

3.2.2. Markov Model

A decision tree approach is prone to some issues, particularly:

It can become intractable if the number of different states and transitions in the patient
records is too big;
It does not consider the time passed between the transitions from state to state.

To address this issues, we developed a Markov model with generalized states as an

alternative approach. The detailed description of the model is provided in [31], the major
highlights of it are given below.

To create the model states, the classification described in Table 3, Section 3.1 is used.
In addition to the PJI-related interventions (P]JI or PJI relapse) and the interventions
not related to PJI, a separate intervention type is introduced, which is a second stage
intervention for two-stage treatment methods (‘Endoprosthesis installation + spacer
removal’);

The resulting model states are: (a) PJI (waiting for the treatment), (b) second stage (no
PJI, waiting for the spacer removal in two-stage treatment methods), (c) additional
surgeries (waiting for the treatment of a non-PJI issue), (d) observation (no PJI), and
(e) death. The situations of a first PJI case and a recurrent PJI are not distinguished
due to the lack of corresponding data in the records;

The time in the model is discrete, with the time step equal to one month;

The simulation starts with the state ‘PJI'. The state ‘death’ is an absorbing state.

The general scheme of state transitions for the model is shown in Figure 2.



J. Pers. Med. 2022, 12, 1216

90f17

v

Waiting for the

second stage of re- I I
THR
PJI ﬁ _/) Observation

manifestation |

Waiting for PJI- [€— | v

related surgery
Death

Y
Waiting for the
surgery not related I I
to PJI

Figure 2. Markov model states and transitions.

The transitional probabilities are calculated based on the available patient records.
The calibration procedure consists of the following steps:

e  Form a subset of records of patients who were treated using a fixed treatment strategy;

*  For each patient, form a list of his subsequent states with the step size of one month,
starting from the first manifestation date (i.e., when he was first observed at the
hospital with PJI) till the present moment or until he dies. The manifestation dates
and intervention dates are used in this process. If the states were changed several
times during one month, the last state is taken as the current one at the end of the
regarded month;

e (Calculate the overall number of transitions between the model states;

e  Estimate the transition probabilities via dividing the number of transitions of particular
type by the total number of transitions.

The model enables the generation of individual patient trajectories with the considera-
tion of time, which is useful for the calculation of the expected amount of observation time
and the hospitalization time.

3.3. Model Uncertainty

The accuracy of mathematical modeling depends on how well the mathematical
model reflects the properties of the object. The question of special interest is, to what
extent a model calibrated on a particular sample is able to predict results for new data.
In general, the smaller the training sample is, the bigger is the uncertainty in the model
output, and this uncertainty should be quantified to understand the model limitations.
In this work, we used a bootstrapping technique to assess the confidence intervals for
the transitional probabilities of the models. The procedure of assessing the intervals was
the following:

*  Draw a random subsample from the patient records database;

*  Use the selected subsample to obtain possible model states and calculate the transi-
tional probabilities between them;

*  Repeat the procedure n times using different subsamples each time;

*  Based on obtained samples of size n, calculate the confidence interval for each transi-
tional probability using the formula:

_ S _
X — toc/Z,n—l : ﬁ/x + tzx/Z,n—l : W;

where ¥ is the sample mean, S is the sample standard deviation, and t,,,,_1 is a
quantile of Student’s t-distribution.
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3.4. Cost-Effectiveness Analysis

To assess and compare the cost-effectiveness of different treatment methods, we im-
plemented algorithms to calculate the statistics of expenses and the overall QALY (quality-
adjusted life-years, a generic measure of disease burden), related to different treatment
stages. Since the decision trees and the Markov models have different structures, the calcu-
lation algorithms, although conceptually similar, differ in some details. The resulting value
to measure cost-effectiveness, which is used as an output of the framework, is average cost
per QALY for the particular PJI treatment method.

3.4.1. Decision Trees

Since, in a decision tree, each state matches exactly with the particular intervention
from the patient record, the intervention costs could be assessed in an easy and straight-
forward way. At the same time, the time is not tracked in this model type, which makes it
complicated to compare time-dependent costs. As it was described in [31], the framework
supports the assignments of parameters, related to the impact of the intervention, to each
branch of the tree. To assess the cost-effectiveness of the treatment methods, we measured
intervention costs in rubles and measured utility of the patient calculated in QALY units.
The quantitative outcomes of the treatment in terms of healthcare costs and QALY units
gained by the patient might be derived from the decision tree using the following formula:

C= Zpl - Ciy (1)

where p; is the probability of selecting the branch, obtained by cross-validation, c; is
the impact measured in either of the two units. The interval assessment of C can be
calculated using the same formula with left and right boundaries for p; used instead of
their mean assessments.

The resulting values of C,,;; and C,, are used to calculate the costs of one QALY unit
and analyze them for different treatment strategies. To calculate QALY units and costs for
particular tree branches, we relied on the data provided by Russian Scientific Research
Institute of Traumatology and Orthopedics named after R.R. Vreden. The operation costs
were taken from the disease histories, and the QALY units were assessed based on the
EQ-5D indices for each particular patient measured between the subsequent operations
according to the methodology described in [32].

3.4.2. Markov Models

The treatment impact for a fixed individual patient trajectory is calculated according
to the formula

cty=Y t-a 2

where ¢; are the monthly costs or QALY units associated with the patient state 7 in the model,
and t; is the expected average patient’s time of staying in a state i (the number of months).
Due to the fact that in the Markov model we use generalized patient conditions which
are not tied to particular intervention types, the accurate values for ¢; (both in rubles and
QALY units) cannot be found in records. The expenses for every model state were assessed
by averaging the costs of all possible interventions associated with that particular state,
and the QALY units gained were found based on the experts” opinion. We assumed that
the patient gains maximum QALY units when he is in the ‘Observation” status. The lowest
QALY values correspond to ‘PJI'. The quality of life of a patient waiting for the second stage
or additional surgeries is higher than in case of PJI, but lower than in the ‘Observation’ state
due to corresponding health issues (particularly, the patients waiting for the second stage
of the treatment have limited mobility due to spacer installation which badly affects their
QALY count). Under the expert assumption, we assumed the QALY for the ‘PJI” state equal
to 0.35, for ‘Second stage’ equal to 0.7, for ‘Non-PJI operation” equal to 0.5, for ‘Observation’
equal to 0.85, and for ‘Death’ equal to 0.
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As an example, we consider a patient who undergoes a two-stage therapy with a three-
month interval between stages. The model presents the chain of states “Waiting for surgery
related to PJI (month 1), “Waiting for the second stage of therapy’ (month 2), “Waiting for
the second stage of therapy’ (month 3), “Waiting for the second stage of therapy’ (month 4),
and ‘Observation’ (month 5). When searching for the average QALY values obtained with
various methods of therapy, based on the Markov model, the length of stay in each state is
multiplied by the QALY units characteristic of it. In our example, we have to sum 1 x 0.35
(QALY for PJI condition, 1 month duration), 3 x 0.7 (QALY for the period of waiting for
the second stage, 3 months duration) and 1 x 0.85 (observation, 1 month duration).

For calculating costs, along with the cost of staying in a model state during a certain
amount of time (as in QALY calculation), the cost of operations should also be considered.
In the setting of generalized Markov model operations are attributed to transitions between
states. For instance, a transition from “Waiting for the second stage of therapy’ to ‘Observa-
tion’ implies a performed operation with spacer removal and endoprosthesis installation.
Consequentially, in the above example, the total cost will consist of the following terms:

*  The cost of a month of inpatient stay awaiting surgery related to PJI (state of the model);

*  Cost of the PJI operation (the transition of the model from “Waiting for surgery with
PJ1” to “Waiting for the second stage of therapy with PJ1”);

¢ Cost of three months of waiting for the second stage of therapy (state of the model);

*  Cost of the operation of the second stage of therapy with PJI (transition of the model
from “Waiting for the second stage of therapy with PJI” to “Observation”);

®  The cost of a month in the “Observation” state.

The results of assessing cost-effectiveness of PJI treatment using two described model-
ing approaches are presented in the following section.

4. Results

An algorithm for model calibration and cost-effectiveness assessment was imple-
mented using Python programming language, with numpy, pandas, and scipy libraries
employed for data management and python-igraph library employed to draw decision
trees. For each considered treatment method, a separate decision tree and a Markov model
were built. In both cases all possible disease states related to a particular treatment were
established and transition probabilities between the model states were assessed in a form
of confidence intervals for mean values. Confidence intervals were calculated through
bootstrapping based on 10 subsamples from the patient record database, with a size of
every subsample equalled 80% of the whole database. For the sake of saving space, we
omitted resulting decision trees. Resulting Markov models for all the treatment methods
with calculated transitional probabilities are presented in Appendix A.

The values of QALY and costs were calculated as sums during a fixed period of time
after the first case of PJI (24 months for decision trees and 30 months for Markov models).
The results along with the costs per QALY are shown in Tables 4 and 5 (for retrospective
methods) and Tables 6 and 7 (for prospective methods). The optimal values (higher QALY,
lower costs) are marked in bold.

It is important to mention that due to differences in assessing both QALY and costs,
the corresponding values of these characteristics cannot be compared between the two
employed models (decision trees and Markov models). The comparison that could however
be made is related to the ranks of treatment types related to their cost-effectiveness (smallest
cost per QALY, second smallest, etc.). From this perspective, different modeling methods
agree on the fact that RA (resection arthroplasty) is the optimal treatment method among
the retrospective methods. In case of comparing treatment methods used for the prospective
cohort of patients, the results are not so consistent, as the tables clearly demonstrate.
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Table 4. Average costs for treatment methods in the retrospective group according to the deci-

sion trees.
re-THR-PE 2-Stage > 2 Months RA
QALY 2.08 4.19 6.30
Cost, rubles 142,367 239,770 90,220
Costs per QALY, rubles 68,411.22 57,200.29 14,323.45
Rank of effectiveness 3 2 1

Table 5. Average costs for treatment methods in the retrospective group according to the Markov

model simulations.

re-THR-PE 2-Stage > 2 Months RA
QALY 1.88 1.92 1.79
Cost, rubles 117,634 243,670 105,920
Costs per QALY, rubles 62,571.27 126,911.46 59,173.18
Rank of effectiveness 2 3 1

Table 6. Average costs for treatment methods in the prospective group according to the decision trees.

2-Stage 2-3 wk 2-Stage 6-8 wk 1-Stage Partial-I Partial-II
QALY 8.16 8.89 3.21 4.59 8.6
Cost, rubles 314,771 289,315 144,815 158,484 264,606
Costs per QALY, rubles 38,596.55 32,562.1 45,095.1 34,546.21 30,766.29
Rank of effectiveness 4 2 5 3 1

Table 7. Average costs for treatment methods in the prospective group according to the Markov
model simulations.

Treatment Method 2-Stage 2-3 wk 2-Stage 6-8 wk 1-Stage Partial-I Partial-II
QALY 1.925 2.055 1.99 1.83 2.0
Cost, rubles 288,507 300,471 147,687 135,370 267,436
Costs per QALY, rubles 149,874.77 146,214.6 74,214.57 73,972.68 133,718
Rank of effectiveness 5 4 2 1 3

5. Discussion

In this paper, a modeling framework is presented which aims at facilitating the
decision-making for the healthcare professionals in the area of periprosthetic joint in-
fection treatment. By using two different approaches within one framework, one can obtain
a detailed static analysis of the prospected patient treatment trajectories, depending on the
selected strategy (decision tree approach), or, alternatively, perform a dynamic simulation
of a patient trajectory of transitions between the generalized states in an imitational model
(Markov modeling approach). The former helps to calculate detailed total operational costs
and quality of life obtained, e.g., their average values and their distributions, whereas the
latter offers an opportunity to dynamically monitor and forecast the dynamics of costs and
QALY units. In the current study, we demonstrated how the framework could be used to
compare different treatment methods based on the following indicators:

e  Total/average treatment impact related to the increase in quality of life for the patient
(in QALY units) and the operational costs for the healthcare unit (in rubles);

*  Proportions between the costs in rubles and the utility gained for one average patient
or a group of patients (costs of one QALY unit, or costs per QALY).

Both model types within the framework demonstrate a compromise between the
explanatory and predictive power of the model. Particularly:
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*  The approach connected with the decision trees makes it possible to trace the sequence
of operations in high detail, thus making it easier to accurately calculate average
QALY and costs per model state, since one state is easily interpreted as an actual
medical procedure. At the same time, detailed states make it harder to use the model
for prediction purposes. The limited sample sizes for particular treatment methods
dramatically increase the uncertainty in transition probabilities assessment and the
nomenclature of possible states themselves. Lastly, since the model is event-based
and does not include time, it is not suitable for dynamic time-explicit prediction of
the health outcomes. Only the ultimate result for the patient might be established
(PJI-related death or death from other causes).

*  In comparison with decision trees, the Markov model is better suitable for handling
treatment processes based on small patient samples due to its generalized states.
Additionally, it is more suitable for prediction of individual patient trajectories. Since
the Markov model includes time, it allows to monitor time-related costs and expenses.
The drawbacks of the model include complications in calculating QALY and costs per
state. The generalized states have somewhat abstract interpretation and, therefore,
some form of averaging is inevitable in calculating ¢; (Formula (2)), which increases
the calculation uncertainty.

We assume that for thorough cost-effectiveness analysis, both modeling methods
could be applied in parallel to mutually compensate their weak spots.

It is also important to mention that the cost-effectiveness analysis results in an outcome
demonstrated in Tables 4-7, which cannot serve as a direct guide to action related to
the selection of the treatment method for the particular patients, because the regarded
treatment methods cannot be considered totally interchangeable. In addition to the cost-
effectiveness, there are other factors that influence method selection, among which are
individual conditions of the regarded PJI case and personal characteristics of patients
which might favor one or another treatment method. To compensate this drawback, we
suggest using more patient parameters from the database and developing the treatment
models based on patients” individual characteristics (age, gender, body mass index) as
parameters affecting the transition probabilities. In this case, a calculation of individual
treatment trajectories becomes possible, which converts the described framework into a
more powerful software tool within the personalized medicine approach.

In addition to the mentioned framework modification, we consider another way of
framework development which includes the changing of the modeling scale. We propose a
framework evolution towards a geographically explicit prediction of dynamics of PJI cases
in time at a city level, using synthesized populations as a model input [33,34]. The modified
modeling framework for the PJI treatment can be fed by synthetic data coming from a
demographic model for the urban population and a statistical model of PJI occurrence
in that population. As a result, it will become possible to assess the hospital occupancy,
the long-term consequences of PJI treatment, and the prospected potential years of life lost
in the urban population depending on the prevalent treatment methods.
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Appendix A. Model Schemes with Transition Probabilities
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Figure A2. Markov model transition probabilities for two-stage total hip replacement with > 2 months
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Figure A3. Markov model transition probabilities for resection arthroplasty.
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Figure A6. Markov model transition probabilities for one-stage total hip replacement.
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Figure A7. Markov model transition probabilities for partial one-stage total hip replacement.
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Figure A8. Markov model transition probabilities for partial two-stage total hip replacement.

References

1.

Boelch, S.P.; Jakuscheit, A.; Doerries, S.; Fraissler, L.; Hoberg, M.; Arnholdt, J.; Rudert, M. Periprosthetic infection is the major
indication for TKA revision-experiences from a university referral arthroplasty center. BMC Musculoskelet. Disord. 2018, 19, 1-6.
[CrossRef] [PubMed]

Meyer, J.A.; Zhu, M.; Cavadino, A.; Coleman, B.; Munro, ].T.; Young, S.W. Infection and periprosthetic fracture are the leading
causes of failure after aseptic revision total knee arthroplasty. Arch. Orthop. Trauma Surg. 2021, 141, 1373-1383. [CrossRef]
[PubMed]

Masters, E.A.; Trombetta, R.P.; de Mesy Bentley, K.L.; Boyce, B.E; Gill, A.L.; Gill, S.R.; Muthukrishnan, G. Evolving concepts in
bone infection: Redefining “bio-film”, “acute vs. chronic osteomyelitis”, “the immune proteome” and “local antibiotic therapy”.
Bone Res. 2019, 7, 1-18. [CrossRef] [PubMed]

Haddad, FES.; Ngu, A.; Negus, J.]. Prosthetic joint infections and cost analysis? In A Modern Approach to Biofilm-Related Orthopaedic
Implant Infections; Springer: Berlin/Heidelberg, Germany, 2017; Volume 971, 93-100.

Vanhegan, L.S.; Malik, A K.; Jayakumar, P.; Ul Islam, S.; Haddad, ES. A financial analysis of revision hip arthroplasty: The
economic burden in relation to the national tariff. ]. Bone Joint Surg. Br. 2012, 94, 619-623. [CrossRef]

Bozic, KJ.; Ries, M.D. The impact of infection after total hip arthroplasty on hospital and surgeon resource utilization. J. Bone
Joint Surg. 2005, 87, 1746-1751.

Parvizi, J.; Zmistowski, B.; Berbari, E.E.; Bauer, TW.; Springer, B.D.; Della Valle, CJ.; Garvin, K.L.; Mont, M.A.; Wongworawat,
M.D.; Zalavras, C.G. New definition for periprosthetic joint infection: From the workgroup of the Musculoskeletal Infection
Society. Clin. Orthop. Relat. Res. 2011, 469, 2992-2994. [CrossRef]

Shanmugasundaram, S.; Ricciardi, B.E; Briggs, T.W.; Sussmann, P.S.; Bostrom, M.P. Evaluation and management of periprosthetic
joint Infection—an international, multicenter study. HSS J. 2014, 10, 36—44. [CrossRef] [PubMed]

Ibrahim, M.S.; Twaij, H.; Haddad, E.S. Two-stage revision for the culture-negative infected total hip arthroplasty: A comparative
study. Bone Jt. ]. 2018, 100, 3-8. [CrossRef]


http://doi.org/10.1186/s12891-018-2314-1
http://www.ncbi.nlm.nih.gov/pubmed/30414610
http://dx.doi.org/10.1007/s00402-020-03698-8
http://www.ncbi.nlm.nih.gov/pubmed/33515323
http://dx.doi.org/10.1038/s41413-019-0061-z
http://www.ncbi.nlm.nih.gov/pubmed/31646012
http://dx.doi.org/10.1302/0301-620X.94B5.27073
http://dx.doi.org/10.1007/s11999-011-2102-9
http://dx.doi.org/10.1007/s11420-013-9366-4
http://www.ncbi.nlm.nih.gov/pubmed/24482620
http://dx.doi.org/10.1302/0301-620X.100B1.BJJ-2017-0626.R1

J. Pers. Med. 2022, 12, 1216 17 of 17

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.
33.

34.

Kuo, EC.; Goswami, K,; Shohat, N.; Blevins, K.; Rondon, A.J.; Parvizi, ]. Two-stage exchange arthroplasty is a favorable treatment
option upon diagnosis of a fungal periprosthetic joint infection. ]. Arthroplast. 2018, 33, 3555-3560. [CrossRef]

Goel, R.; Buckley, P; Sterbis, E.; Parvizi, J. Patients with Infected Total Hip Arthroplasty Undergoing 2-Stage Exchange Arthro-
plasty Experience Massive Blood Loss. ]. Arthroplast. 2018, 33, 3547-3550. [CrossRef] [PubMed]

Zahar, A ; Klaber, I.; Gerken, A.M.; Gehrke, T.; Gebauer, M.; Lausmann, C.; Citak, M. Ten-year results following one-stage septic
hip exchange in the management of periprosthetic joint infection. |. Arthroplast. 2019, 34, 1221-1226. [CrossRef]

Klouche, S.; Sariali, E.; Mamoudy, P. Total hip arthroplasty revision due to infection: A cost analysis approach. Orthop. Traumatol.
Surg. Res. 2010, 96, 124-132. [CrossRef]

Toulson, C.; Walcott-Sapp, S.; Hur, J.; Salvati, E.; Bostrom, M.; Brause, B.; Westrich, G.H. Treatment of infected total hip arthroplasty
with a 2-stage reimplantation protocol: Update on “our institution’s” experience from 1989 to 2003. J. Arthroplast. 2009, 24,
1051-1060. [CrossRef] [PubMed]

Ji, B.; Xu, B.; Guo, W.; Rehei, A.; Mu, W.; Yang, D.; Cao, L. Retention of the well-fixed implant in the single-stage exchange for
chronic infected total hip arthroplasty: An average of five years of follow-up. Int. Orthop. 2017, 41, 901-909. [CrossRef]
El-Husseiny, M.; Haddad, E.S. The role of highly selective implant retention in the infected hip arthroplasty. Clin. Orthop. Relat.
Res. 2016, 474, 2157-2163. [CrossRef] [PubMed]

Fukui, K.; Kaneuji, A.; Ueda, S.; Matsumoto, T. Should well-fixed uncemented femoral components be revised in infected hip
arthroplasty? Rep. Five Trial Cases. ]. Orthop. 2016, 13, 437-442.

Crowe, ].E,; Sculco, T.P.; Kahn, B. Revision total hip arthroplasty: Hospital cost and reimbursement analysis. Clin. Orthop. Relat.
Res. 2003, 413, 175-182. [CrossRef]

Kurtz, S.M,; Lau, E.; Watson, H.; Schmier, ] K.; Parvizi, J. Economic burden of periprosthetic joint infection in the united states. J.
Arthroplast. 2012, 27, 61-65. [CrossRef]

Peel, T.N.; Dowsey, M.M.; Buising, K.L.; Liew, D.; Choong, PEM. Cost analysis of debridement and retention for management of
prosthetic joint infection. Clin. Microbiol. Infect. 2013, 19, 181-186 [CrossRef]

Guyatt, G.; Cairns, J.; Churchill, D.; Cook, D.; Haynes, B.; Hirsh, J.; Irvine, J.; Levine, M.; Levine, M.; Nishikawa, J.; et al.
Evidence-based medicine: A new approach to teaching the practice of medicine. JAMA 1992, 268, 2420-2425. [CrossRef]
[PubMed]

Hernéndez-Vaquero, D.; Ferndndez-Fairen, M.; Torres, A.; Menzie, A.M.; Ferndndez-Carreira, ] M.; Murcia-Mazon, A.; Guerado,
E.; Merzthal, L. Treatment of periprosthetic infections: An economic analysis. Sci. World ]. 2013, 2013, 821650. [CrossRef]
[PubMed]

Li, C.; Renz, N.; Trampuz, A. Management of Periprosthetic Joint Infection. Hip Pelvis 2018, 30, 138-146. [CrossRef] [PubMed]
Kovalchuk, S.V,; Funkner, A.A.; Metsker, O.G.; Yakovlev, A.N. Simulation of patient flow in multiple healthcare units using
process and data mining techniques for model identification. J. Biomed. Inform. 2018, 82, 128-142. [CrossRef]

Kovalchuk, S.V.; Knyazkov, K.V.; Syomov, LI; Yakovlev, A.N.; Boukhanovsky, A.V. Personalized clinical decision support with
complex hospital-level modelling. Procedia Comput. Sci. 2015, 66, 392—401. [CrossRef]

Parisi, T.].; Konopka, J.F.; Bedair, H.S. What is the Long-term Economic Societal Effect of Periprosthetic Infections After THA? A
Markov Analysis. Clin. Orthop. Relat. Res. 2017, 475, 1891-1900. [CrossRef] [PubMed]

Alp, E.; Cevabhir, F; Ersoy, S.; Guney, A. Incidence and economic burden of prosthetic joint infections in a university hospital: A
report from a middle-income country. J. Infect. Public Health 2016, 9, 494-498. [CrossRef]

Somerson, J.S.; Boylan, M.R.; Hug, K.T.; Naziri, Q.; Paulino, C.B.; Huang, J.I. Risk factors associated with periprosthetic joint
infection after total elbow arthroplasty. Shoulder Elb. 2019, 11, 116-120. [CrossRef]

Srivastava, K.; Bozic, K.J.; Silverton, C.; Nelson, A.].; Makhni, E.C.; Davis, ]J.J. Reconsidering strategies for managing chronic
periprosthetic joint infection in total knee arthroplasty: Using decision analytics to find the optimal strategy between one-stage
and two-stage total knee revision. JBJS 2019, 101, 14-24. [CrossRef]

Kaliberda, Y.E.; Leonenko, V.N.; Artyukh, V.A. Towards cost-effective treatment of periprosthetic joint infection: From statistical
analysis to Markov models. In Proceedings of the International Conference on Computational Science, Krakow, Poland,
16-18 June 2021; pp. 494-505.

Leonenko, V.N.; Kaliberda, Y.E.; Artyuk, V.A. A Modeling Framework for Decision Support in Periprosthetic Joint Infection
Treatment. Stud. Health Technol. Inform. 2021, 285, 106-111.

Dolan, P. Modeling valuations for EuroQol health states. Med. Care 1997, 35, 1095-1108. [CrossRef] [PubMed]

Bates, S.; Leonenko, V.; Rineer, J.; Bobashev, G. Using synthetic populations to understand geospatial patterns in opioid related
overdose and predicted opioid misuse. Comput. Math. Organ. Theory 2019, 25, 36—47. [CrossRef]

Leonenko, V.N. Analyzing the spatial distribution of acute coronary syndrome cases using synthesized data on arterial hyper-
tension prevalence. In Proceedings of the International Conference on Computational Science, Amsterdam, The Netherlands,
3-5 June 2020; Springer: Cham, Switzerland, 2020; pp. 483-494.


http://dx.doi.org/10.1016/j.arth.2018.07.024
http://dx.doi.org/10.1016/j.arth.2018.06.032
http://www.ncbi.nlm.nih.gov/pubmed/30100135
http://dx.doi.org/10.1016/j.arth.2019.02.021
http://dx.doi.org/10.1016/j.otsr.2009.11.004
http://dx.doi.org/10.1016/j.arth.2008.07.004
http://www.ncbi.nlm.nih.gov/pubmed/18848425
http://dx.doi.org/10.1007/s00264-016-3291-3
http://dx.doi.org/10.1007/s11999-016-4936-7
http://www.ncbi.nlm.nih.gov/pubmed/27334323
http://dx.doi.org/10.1097/01.blo.0000072469.32680.b6
http://dx.doi.org/10.1016/j.arth.2012.02.022
http://dx.doi.org/10.1111/j.1469-0691.2011.03758.x
http://dx.doi.org/10.1001/jama.1992.03490170092032
http://www.ncbi.nlm.nih.gov/pubmed/1404801
http://dx.doi.org/10.1155/2013/821650
http://www.ncbi.nlm.nih.gov/pubmed/23781163
http://dx.doi.org/10.5371/hp.2018.30.3.138
http://www.ncbi.nlm.nih.gov/pubmed/30202747
http://dx.doi.org/10.1016/j.jbi.2018.05.004
http://dx.doi.org/10.1016/j.procs.2015.11.045
http://dx.doi.org/10.1007/s11999-017-5333-6
http://www.ncbi.nlm.nih.gov/pubmed/28389865
http://dx.doi.org/10.1016/j.jiph.2015.12.014
http://dx.doi.org/10.1177/1758573217741318
http://dx.doi.org/10.2106/JBJS.17.00874
http://dx.doi.org/10.1097/00005650-199711000-00002
http://www.ncbi.nlm.nih.gov/pubmed/9366889
http://dx.doi.org/10.1007/s10588-018-09281-2

	Introduction
	Periprosthetic Joint Infection
	PJI Treatment Methods
	Cost-Effectiveness Analysis
	Problem Statement

	Related Works
	Methods
	Data
	Models
	Decision Tree
	Markov Model

	Model Uncertainty
	Cost-Effectiveness Analysis
	Decision Trees
	Markov Models


	Results
	Discussion
	Model Schemes with Transition Probabilities
	References

