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with chronic lymphocytic leukemia
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Chronic lymphocytic leukemia (CLL) is the most common blood cancer in adults. The course of CLL
and patients’ response to treatment are varied. This variability makes it difficult to select the most
appropriate treatment regimen and predict the progression of the disease. This work was aimed

at developing and validating dynamic Bayesian networks (DBNs) to predict changes of the health
status of patients with CLL and progression of the disease over time. Two DBNs were developed and
implemented i.e. Health Status Network (HSN) and Treatment Effect Network (TEN). Based on the
literature data and expert knowledge we identified relationships linking the most important factors
influencing the health status and treatment effects in patients with CLL. The developed networks, and
in particular TEN, were able to predict probability of survival in patients with CLL, which was in line
with the survival data collected in large medical registries. The networks can be used to personalize
the predictions, taking into account a priori knowledge concerning a particular patient with CLL. The
proposed approach can serve as a basis for the development of artificial intelligence systems that
facilitate the choice of treatment that maximizes the chances of survival in patients with CLL.

Chronic lymphocytic leukemia (CLL) is a non-Hodgkin lymphoma and the most common blood cancer in
adults’. The standardized age-adjusted mean incidence of CLL in years 2013-2017 was equal to 5.0 per 100,000
residents in USA per year®. The incidence of CLL in Western countries is similar to that of USA, but in Asian
countries (i.e. China, Japan) CLL is extremely rare, and it is estimated to comprise only 10% of all leukemias. The
incidence of CLL increases with age. It is rarely diagnosed in people under the age of 40 years. The median age at
diagnosis is between 67 and 72 years®—°. As the incidence rate rises with age, the prevalence of CLL is expected
to keep increasing in coming years due to the society aging.

The disease is more common in men than women with the incidence ratio of 1.7:1.0%. Median overall survival
has been estimated to be 10 years, but survival of individual patients may vary from months to decades®.

CLL is a lymphoproliferative disorder characterized by the clonal proliferation and progressive accumula-
tion of morphologically mature B lymphocytes in the bone marrow, blood, lymphatic nodes and spleen*. CLL is
diagnosed when lymphocytosis lasts for at least 3 months and the number of lymphocytes is above 5 x 10° per
liter’=®. The clonality of circulating B lymphocytes must be confirmed by flow cytometry by checking the levels
of CD19+, CD20+, CD5 +, CD23 +antigens and the presence of A and k light chains.

In the majority of patients, i.e. 70-80%, there are no clinical symptoms of the disease at the time of diagnosis of
CLL. Moreover, more than 30% of patients with CLL never require treatment and die from causes other than CLL.

A few studies have demonstrated that initiating treatment in the early stage CLL has no effect on survival’=.
Therefore, an early-intervention therapy with anti-leukemia drugs, including the Bruton tyrosine kinase inhibi-
tors (BTKi) or B-cell lymphoma 2 (BCL2) antagonists, alone or in combination with monoclonal antibodies,
currently is not recommended?. In general practice, patients with asymptomatic early-stage disease should be
monitored without therapy, applying so called “watch and wait” strategy, unless they have evidence of disease
progression or disease-related symptoms.

The decision about the treatment is the resultant of the CLL stage, the presence of symptoms of the disease
that impede the functioning of the patient, prognostic factors and disease activity'®!!. According to iwCLL
guidelines symptomatic or active disease is indicated if at least one of the following criteria is met: (1) evidence of
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progressive marrow failure as manifested by the development or worsening of anemia and/or thrombocytopenia;
(2) massive or progressive or symptomatic splenomegaly; (3) massive nodes (the largest diameter>10 cm) or
progressive or symptomatic lymphadenopathy; (4) progressive lymphocytosis with an increase of > 50% over a
2-month period, or lymphocyte doubling time of less than 6 months; (5) autoimmune complications including
anemia or thrombocytopenia poorly responsive to corticosteroids; (6) symptomatic or functional extranodal
involvement, e.g. skin, kidney, lung, spine; (7) disease-related symptoms such as: unintentional weight loss>10%
within the previous 6 months, significant fatigue, fevers 38.0 °C (= 100.5°F) for 2 or more weeks without evidence
of infection or night sweats for 1 month or more without evidence of infection®

The effectiveness of treatment is assessed using indicators such as progression-free survival (PFS) and overall
survival (OS)™. The result of treatment, according to the criteria developed by the National Cancer Institute
Working Group, may be: complete remission (CR), partial remission (PR), stable disease (SD) or progressive
disease (PD). The sum of CR and PR is defined as the overall response rate (ORR) and it determines the percent-
age of patients who responded to the treatment'®. Recently, the assessment of minimal residual disease (MRD)
is an increasingly important category of response assessment, resulting in four different response categories>*.

Until recently, the goal of CLL treatment was to keep lymphocytosis under control and to eliminate general
symptoms. Currently, with the introduction of new methods of therapy, the goal, especially in younger people,
should be to achieve CR, extend PFS and extend the OS, as well as improve the quality of life with maintaining
professional activity'#-1°.

People with CLL commonly receive multiple treatments over the course of their disease, such as chemother-
apy, radiation therapy, biologic therapy, immunomodulating agents and other oral oncology agents, and allogenic
stem cell transplantation. Currently, several CLL treatments are available. Monotherapy with alkylating agents
has been considered as an initial, first-line therapy for CLL for a few decades, with chlorambucil being a “gold
standard” treatment option'’. Today, still chlorambucil (CLB) monotherapy may be considered as an inexpensive
option in elderly or unfit patients®. Monotherapy with purine analogues such as fludarabine, pentostatin and
cladribine is also used in CLL. Another treatment option is the use of monoclonal antibodies such as anti-CD20
antibodies (i.e. rituximab, ofatumumab and obinutuzumab) or a monoclonal antibody against CD52 antigen (i.e.
alemtuzumab). Recently a few other treatment modalities started to be introduced and tested, including agents
targeting the signaling in CLL cells and their environment (i.e. idelalisib, ibrutinib, acalabrutinib, lenalidomid),
inhibitors of B-cell lymphoma 2 (i.e. venetoclax, providing a new therapeutic option for very poor prognosis
population), programmed death 1 (PD-1) blocking antibodies (i.e. pembrolizumab) and autologous T cells
modified using a lentiviral vector expressing a chimeric antigen receptor (CAR) with specificity for the B-cell
antigen CD19, coupled with CD137 and CD3-zeta signaling domains*. The combined use of different treatment
options often leads to improvement of the response to and/or outcome of such a combination therapy in com-
parison with monotherapy. In younger patients resistant to purine analogs or those with unfavorable prognosis,
hematopoietic cell transplantation with curative intent is also used'®.

The course of CLL and patients’ response to treatment are varied, which is reflected in the available results of
the randomized controlled trials (RCTs) comparing the effectiveness of selected treatment options. This variabil-
ity makes it difficult to select the most appropriate treatment regimen and predict the progression of the disease
for a given patient. When deciding on initiating the treatment and selecting the treatment regimen, the follow-
ing parameters should be taken into consideration: the clinical stage of the disease, the general condition or the
fitness and comorbidities of the patient, changes in the blood and marrow lymphocytes phenotype, prognostic
factors, history of the treatment (e.g. first vs. second line, response vs. nonresponse to the last treatment), and
family history of the disease. It should be also taken into consideration that during the relapse of the disease the
effectiveness of subsequent treatment lines is lower due to the selection of clones of cells resistant to the previ-
ously used drugs. That is why choosing the right treatment is extremely difficult and needs to be personalized.

This work is aimed at developing and validating an artificial intelligence system using the dynamic Bayes-
ian network (DBN) framework to predict changes of the health status of patients with CLL and progression of
the disease over time to create a basis for personalized treatment planning and maximizing the survival time.

Bayesian networks, thanks to their properties, i.e. simple structure and clear reflection of knowledge about
causal dependencies and by combining expert knowledge with data are convenient tools for developing systems
supporting medical diagnosis and treatment®. In general, Bayesian methods are particularly suited for capturing
and processing uncertainty. They have been used in biomedical engineering and health-care for a few decades and
have been applied, among others, in handling inexact knowledge associated with the risk prediction®, eliciting
subjective opinion regarding CLL treatment*"?, establishing diagnosis of CLL with the use of genomic**~** or
flow cytometry?® data, and selecting optimal treatment in patients with CLL> !,

Several of the above-mentioned studies investigated treatment effect in patients with CLL. However, none
aimed to use the domain literature, medical recommendations and experts’ knowledge to select the most impor-
tant parameters influencing the health status and treatment outcomes, and to quantify the strength of the interac-
tion between these factors, in terms of conditional probabilities, to be able to predict the posteriori probability
of temporal transition of these parameters between possible states utilizing a priori knowledge.

Results

Health status network. Due to complexity of the problem, the first DBN that we developed, which was
called Health Status Network (HSN), was aimed at predicting the health status of patients with CLL, assuming
that each patient was treated in accordance with the best medical practice, reflected in the results presented in
the available medical literature. This means that in HSN there are no nodes directly referring to the treatment
of the patient, but the effect of the treatment indirectly influences changes of other nodes that are represented
in the network. This approach made it possible to simplify the network structure, reduce the number of prob-
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abilities necessary to define conditional probability tables (CPTs) in individual network nodes, shortened the
calculation time and allowed to determine, which nodes have the largest impact on the patient survival. Staring
from the basic network, which is described in “Methods” section, modeling a health status of the patient with
CLL at the time of diagnosis with the use of 3 nodes: Health, Disease and Complications we found, based on the
literature review, that Health node is affected by: general condition of the patient, numerically expressed accord-
ing to the Eastern Cooperative Oncology Group Performance Status (ECOG scale), age and sex of the patient,
family history of CLL and survival. We concluded that Complications node is affected by parameters that may
worsen the patient’s condition, but are not directly related to the disease, i.e. concomitant diseases, other cancers
and infections.

We found that Disease node is affected by parameters directly related to CLL, i.e. the stage of CLL, the
phenotype of blood and marrow lymphocytes, cytogenetic aberrations, hematological tests, blood serum tests,
abdominal palpation and the treatment applied, i.e. type of therapy, date of treatment initiation, prescribed drugs,
the reason for discontinuation of treatment and the treatment result.

Altogether, the HSN consists of 16 nodes at the initial moment #=0 and subsequent 16 nodes at the next
considered moment. The time slice is equal to 6 months. The diagram of HSN is shown in Fig. 1. Two nodes
(i.e. Prognosis and Stage of CLL) may take one of three values and the remaining 14 nodes are bi-valued. Table 1
shows description of all 16 nodes.

An example of the CPT content of one of the nodes of HSN for which CPT was determined on the basis of
the expert’s knowledge, is shown in Table 2.

Treatment effect network. The Health Status Network was the first stage of the work leading to design of
the Treatment Effect Network (TEN) that predicts treatment outcome and survival of the patient based on her /
his health status and the treatment administered.

The developed TEN is a DBN consisting of 18 nodes, which can take from two (e.g. Sex or Survival node) to
four (e.g. Treatment or Previous treatment node) discrete values.

The diagram of TEN showing links between individual nodes is illustrated in Fig. 2 and the description of all
the nodes is provided in Table 3. The CPT content of Treatment node of TEN is shown in Table 4.

Implementation and testing. Implementation of HSN and TEN was done using the Bayes Net Toolbox
(BNT) software package™, which is an addition to the Matlab system. For inference we used jtree_dbn_inf
engine, which applies the junction tree algorithm to pairs of neighboring slices at a time.

After defining CPTs of HSN and TEN, performance of the networks was tested. For each node, results of simu-
lations using a priori probabilities reflect results of an average patient with CLL. For some nodes, e.g. Survival,
the results of the conducted simulations can be compared with the clinical information from the cancer registries
(CRs) collecting data of a large number of patients with CLL who underwent different types of treatment.

In case of both networks for such a comparison we used the survival data from the US and Europe. In the
US the survival results of patients with CLL come from the Surveillance, Epidemiology, and End Results (SEER)
Program (SEER*Stat Database), which contains the data of 18 CRs covering 28% of the US population®*.

From Europe we used the pooled survival data of patients with CLL and B cell small lymphocytic lymphoma
(SBLL) from the EUROCARE-5 database, which collected the data from 99 CRs covering 50% of population of
29 European countries®”8, In both databases, i.e. SEER*Stat and EUROCARE-5, we used the survival data of
patients who were diagnosed in years 2000-2007. EUROCARE-5 is freely available and the access to SEER*Stat
is granted upon registration. It is noteworthy that these databases provide the survival data with limited tools
for subgroup analysis (e.g. male vs. female), which are hardly usable to learn CPTs in nodes of the network.

Output of other selected nodes of HSN and TEN were also verified using the literature data. In the case of
HSN probabilities of transformation of CLL into an aggressive form of leukemia, mainly the Richter syndrome,
predicted using HSN and reported by Perikh et al.* were compared. Whereas in the case of TEN we evaluated
feasibility of the network in predicting effectiveness of selected treatment options in comparison with the avail-
able results of clinical trials. Two such comparisons were made. They concerned survival of the treatment-naive
patients with CLL in whom the first drug used was one of the alkylating agents**~*? or purine analogues**~** used
as a monotherapy or in combination with other drugs.

An advantage of Bayesian networks is the ability to take into account a priori knowledge in performed simu-
lations by modifying the CPT content of individual network nodes. To illustrate this feature in relation to TEN,
the survival curves of three groups of patients with CLL were simulated: (1) all patients, (2) patients with no
treatment-related side effects leading to death, (3) patients with complications such as infections, autoimmune
complications, other cancers or Richter syndrome during the period from diagnosis of CLL.

Predictions of the networks vs. clinical results. In Fig. 3, the survival data predicted by HSN and TEN
are compared with 60-months survival results from SEER*Stat and EUROCARE-5 databases in patients who
were diagnosed with CLL in years 2000-2007.

In case of the EUROCARE-5, in addition to the pooled survival data, the results from CRs in regions with
the highest (i.e. CRs in Switzerland covering 30% of national population: Basel, Geneva, Grisons, St. Gallen,
Ticino and Valais) and the lowest (Bulgarian National CR covering 100% of the country population) survival
rates are presented. The survival curve predicted using HSN lies below the survival curves, which were obtained
using the data collected in EUROCARE-5 and SEER*Stat databases. The mean absolute difference calculated
yearly during the first 60 months after CLL diagnosis is equal to 11.4% and 20.9% in comparison with the real-
life survivals calculated based on the data in EUROCARE-5 and SEER*Stat database, respectively. Nevertheless,
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Figure 1. Diagram of the Health Status Network (HSN). The network nodes at moments -1 have gray
background and dotted borders, and the nodes at moment ¢ have white background and solid borders.
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Node name Node description Node values
P <65 years,
Age Patient’s age (up to 65 years or above) >65 years
Autoimmune complications Comphcatlons related to hematologic disorders, i.e. thrombocytopenia and Yes, no
anemia
CLL stage CLL stage according to the Rai staging system™ 0, I-1I, ITI-IV
CLL transformation Tr.ansformatlon of CLL into an aggressive form of leukemia, mainly Yes, no
Richter syndrome
Death Patient died (regardless of the cause of death)—opposite to Survival Yes, no
Death from CLL transformation Patient died as a result of transformation of CLL Yes, no
Death from infections Patient died as a result of infections or is alive Yes, no
Death from other cancers Patient died as a result of cancers other than CLL Yes, no
Patient died due to reasons other than CLL, CLL transformation, infections
Death from other causes Yes, no
or other cancers
Endurance Patient is alive or died due to reasons other than CLL Yes, no
Health Patient’s general health condition according to ECOG Scale of Perfor- ECOG 0-2,
mance Status® ECOG 3-4
Infections Patient suffers from bacterial, viral or fungal infections Yes, no
Other cancers Patient has other cancers besides CLL, e.g. colorectal cancer Yes, no

Prognosis

Synthetic prognosis based on analysis of cytogenetic parameters

Good, intermediate, poor

Sex

Patient’s gender

Female, male

Survival

Patient is alive or died (regardless of the cause of death)—opposite to
Death

Yes, no

Table 1. Nodes of the health status network.

CLL stage (t)

Prognosis (t-1) CLL stage (t-1) | CLL transformation (t) | III-IV |I-II |0

Good I-1v Yes 1.00 0.00 | 0.00
Intermediate II-1v Yes 1.00 0.00 |0.00
Poor I-1v Yes 1.00 0.00 | 0.00
Good I-11 Yes 1.00 0.00 | 0.00
Intermediate I-1I Yes 1.00 0.00 |0.00
Poor I-1I Yes 1.00 0.00 |0.00
Good 0 Yes 1.00 0.00 | 0.00
Intermediate 0 Yes 1.00 0.00 | 0.00
Poor 0 Yes 1.00 0.00 | 0.00
Good I-1v No 0.90 0.10 | 0.00
Intermediate II-1v No 0.95 0.05 | 0.00
Poor I-1v No 1.00 0.00 | 0.00
Good I-1I No 0.00 0.80 |0.20
Intermediate I-1I No 0.05 0.90 |0.05
Poor I-1I No 0.10 0.90 |0.00
Good 0 No 0.00 0.00 |1.00
Intermediate 0 No 0.00 0.40 | 0.60
Poor 0 No 0.05 0.95 |0.00

Table 2. Conditional probability table for CLL stage node in the health status network.

the simulated results lie between the boundaries outlines by the survival data collected in the European regions
where the treatment of patients with CLL is the least and the most efficient.

The survival curve predicted using TEN for an average patient with CLL is very close to the real survival curve
calculated based on the pool of European CRs. The mean absolute difference is equal to 1.6% when calculated
based on 5 survival rates reported yearly for the first 60 months after CLL diagnosis. In case of SEER*Stat database
the mean absolute difference is larger, i.e. 7.8%, and TEN underestimates the real-life survival data starting from
the second year after CLL diagnosis.

In Fig. 4 probability of transformation of CLL into an aggressive form of leukemia predicted using HSN and

1.41

reported by Perikh et a

is compared.
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Figure 2. Diagram of the Treatment Effect Network (TEN). The network nodes at moments -1 have gray
background and dotted borders, and the nodes at moment ¢ have white background and solid borders.

The course of changes in the probability of CLL transformation into a more aggressive form obtained during
simulation is similar to the course of this probability reported in the literature*! over a period of 10 years. The
mean absolute difference calculated biannually is equal to 0.49%.

Figure 5 shows the probability of survival of patients with CLL in whom the first drug used was one of the
alkylating agents, predicted using TEN and determined based on the literature data*=*,

The simulation results fall within 95% confidence intervals (95% CIs) of the survival results obtained in RCTs.
The differences between survival rates predicted by TEN and the mean values calculated using the results of the
clinical trials start to increase 60 months after the CLL diagnosis.

In Fig. 6, similar comparison is presented concerning purine analogs used as the first-line treatment as the
mono- or combination therapy*?-46.

The simulation results obtained with the use of TEN are within 95% CIs of to the average survival rates
reported in RCTs for 48 months. However, it must be stressed that discrepancies between results of individual
clinical trials are high, which is demonstrated by wide 95% Cls.

In Figs. 5 and 6 the data are presented starting from the date of the first treatment, not from the date of CLL
diagnosis to reflects the source data from the clinical studies presented on these Figures. These data were obtained
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Node name Node description Node values
Age Patient’s age (up to 65 years or above) fgg z::;:,
Break between treatments Time that has elapsed after the previous treatment was applied <6 months\,
>6 months
CLL stage CLL stage according to the Rai staging system™ 0, I-IL II-1IV
Complications Other cancers, infections, autoimmune complications, Richter syndrome Yes, no
Death from complications | Patient died as a result of complications Yes, no
Death from treatment Patient died as a result of treatment complications Yes, no

Decision Results of analysis regarding necessity of treatment initiation Treatment, watch and wait, death
Endurance Patient is alive or died due to reasons other than CLL and treatment complications Yes, no
o . . 33 ECOG 0-2,
Health Patient’s general health condition according to ECOG Scale of Performance Status ECOG 3-4
Patient’s state Parameter which decides whether more aggressive treatments are applicable Good, poor

Previous treatment

Previous-line treatment (the same values as in Treatment node)

None, AA, PA, MA*

Previous treatment result

Result of the previous-line treatment (the same values as in Treatment result node)

CR+PR, SD, PD?, death

Prognosis Synthetic prognosis based on analysis of cytogenetic parameters Good, intermediate, poor
Progression The applied treatment has resulted in progression of the disease or not Yes, no

Sex Patient’s gender Female, male

Survival Patient is alive or died (regardless of the cause of death) Yes, no

Treatment Current-line treatment: alkylating agents (AA), purine analogs (PA) or monoclonal antibodies (MA) None, AA, PA, MA?

Treatment result

Result of the current-line treatment: complete or partial remission (CR+ PR), stabilization (SD), progression (PD) | CR+PR, SD, PD®, death

Table 3. Nodes of the treatment effect network. *°AA alkylating agents, PA purine analogs, MA monoclonal
antibodies. "CR + PR complete + partial remission, SD stable disease, PD progressive disease.

Treatment result?® (t)
Treatment (t-1) Survival (t-1) | CR+PR [SD |PD | Death
None Yes 0.01 0.95 |0.04 |0.00
Alkylating agents Yes 0.60 0.21 |0.19 |0.00
Purine analogs Yes 0.75 0.10 | 0.15 | 0.00
Monoclonal antibodies Yes 0.72 0.25 |0.03 |0.00
None No 0.00 0.00 |0.00 |1.00
Alkylating agents No 0.00 0.00 |0.00 |1.00
Purine analogs No 0.00 0.00 | 0.00 |1.00
Monoclonal antibodies | No 0.00 0.00 |0.00 |1.00

Table 4. Conditional probability table for the Treatment result node in the Treatment Effect Network. *CR + PR
complete + partial remission, SD stable disease, PD progressive disease.

by adding the a priori knowledge to the network informing it that a particular treatment should be applied at
the beginning of the simulation period. This is an advantage of the Bayesian networks that the initial conditional
probability tables can be modified to reflect a priori knowledge in the results of simulations.

Figure 7 shows that the probability of surviving 10 years after the diagnosis of CLL is equal to 37% for the
average patient, whereas it is 56% for the patient who does not experience fatal treatment side effects, and it is
only 16% in patients with complications such as other cancers, infections, autoimmune complications or Richter
syndrome. In this example a priori knowledge was included by modifying CPT in Death after treatment node for
group 2 and Complications node for group 3 at any time t. It is also possible to modify CPT in several nodes at
the same time at selected moments ¢. Such modifications allow predicting the condition and treatment outcome
of more precisely defined groups of patients or even an individual patient, thus, creating a framework for plan-
ning the personalized treatment.

Discussion

In this work two DBNs were developed, i.e. Health Status Network and Treatment Effect Network. The first net-
work—HSN allows predicting, among others, probability of survival, death due to infections, death from other
cancers, death from causes not related to CLL and death from transformation of CLL into a more aggressive
form of leukemia, in both, the patient described by average values of all the parameters included in the network
when no a priori knowledge about a particular patient is available as well as the patient in whom the values of
some parameters are known, i.e. when a priori knowledge about the patient can be used to adjust probabilities
in CPTs of some nodes in the network. The HSN does not contain nodes directly related to the treatment, but
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Figure 3. Percentage of patient with CLL alive within 60 months from diagnosis. Survival of patients with CLL
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Figure 4. The probability of transformation of CLL into an aggressive form of leukemia within 10 years from
the CLL diagnosis. Comparison of the probability predicted by the Health Status Network and reported by
Perikh et al.*.
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Figure 5. Probability of survival for patients with CLL treated with alkylating agents as the first-line treatment.
Comparison of the probability predicted by the Treatment Effect Network and calculated based on results of
RCTs*2. The dotted lines indicate 95% confidence intervals (95% ClIs).
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Figure 7. Survival curves of three groups of patients with CLL predicted using the Treatment Effect Network.
Comparison of the results predicted in patients with complications, patients with no fatal treatment side effects
and all patients.

the treatment effect is reflected in values of conditional probabilities in CPTs of nodes, which are present in the
network.

The second network—TEN allows to predict probability of survival, death from treatment, death due to
complications related to CLL, death due to causes unrelated to CLL, but unlike HSN it contains nodes directly
related to the selected treatment option as well as the course and the result of the treatment. As in the case of
HSN, also in TEN simulations can be performed both—for the averaged patient and for the specific patients for
whom a priori knowledge can be used to modify content of CPTs of particular nodes of the network.

Verification of the developed networks included a comparative analysis of simulation results for selected nodes
with the results of clinical trials reported in the medical literature. In comparison with survival probabilities
calculated based on the data of tens of thousands of patients gathered in medical databases, i.e. EUROCARE
and SEER*Stat the HSN underestimates percentage of patients alive. A few possible reasons exist, which may
explain the obtained discrepancies. Firstly, the network structure represents a compromise between the desire
to make the most accurate prediction of clinical results on the one hand and the availability of the data that are
necessary to determine the structure of the network and the content of CPTs in individual nodes on the other
hand. Secondly, the structure of HSN is oversimplified and it does not contain all the variables and interrelations
influencing the temporal changes in the health status of patients with CLL. Thirdly, probabilities in CPTs of all
the nodes constituting HSN have been set constant whereas one can expect that those probabilities are chang-
ing with time. Additionally, in the simulations we used in all nodes CPTs with probabilities not modified by any
a priori information reflecting populations whose data were collected in registries or who participated in the
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clinical trials. It is possible that characteristics of these populations differed from the characteristics reflected in
the CPTs of the network. For example, it can be hypothesized that at least some of the cancer centers providing
data to the both above-mentioned databases (especially SEER*Stat) are reference centers offering better than
average access to modern treatment methods and thus, a survival probability of patients treated in these centers is
higher than the mean value modeled in the developed network. If a specific population characteristics is available
then this a priori information can be used to modify the content of CPTs to fine-tune predicted survival rates
or network response at another selected node to those achieved in a particular country or a particular cancer
center. Nevertheless, in some nodes HSN was able to predict respective probabilities with higher accuracy than
the overall survival. For example, the probability that CLL is transformed into an aggressive form of leukemia
predicted using HSN is in a good agreement with the results reported in the literature. Also the simulation results
regarding the probability of death due to transformation of CLL into more aggressive cancers are similar to the
data from published clinical trials.

The ability of TEN to correctly predict overall survival of patients with CLL was improved in comparison with
HSN although both networks suffers from the same, above-mentioned, weaknesses. Absolut differences of the
survival rates predicted using TEN and calculated based on the data available in the EUROCARE-5 database were
in average smaller than 2% during 5 years following the CLL diagnosis. In case of the data from the SEER*Stat
registry the absolute differences were smaller than 8% in the same period.

The analysis of survival probabilities, when a priori knowledge about the type of the first-line treatment was
taken into consideration, demonstrated that the results of simulations using TEN were in agreement with the
average results of the available randomized clinical trials, i.e. they were contained inside 95% confidence inter-
vals for a period of approximately 5 years from the application of the treatment for alkylating agents and purine
analogs. After this period, the probability of death reported in clinical trials increases significantly whereas the
predicted probability is stable, which results in an increase of a difference between the actual and the predicted
values. This increase is due, on the one hand, to a small number of patients observed for more than 5 years in
clinical trials, and on the other hand, to possible changes in probability of survival over time, which are not cor-
rectly reflected in CPTs of the TEN nodes, where all the conditional probabilities are constant in time.

The most important limitation of the presented work is that there are no objective clinical data available to
apply machine learning techniques to learn the structure of the networks or calculate the contents of CPTs in its
nodes. Consequently, the final networks are truly belief networks reflecting interconnections among particular
nodes that were revealed based on the domain literature, medical recommendations and the expert knowledge.
As far as content of CPTs is concerned, it is, for example, relatively easy to find the data to define distribution
of all cases of CLL among men and women. However, the contents of CPT in Health node of TEN, linking the
health status of the patient in ECOG scale with Endurance, Complications (including other cancers, infections,
autoimmune complications and Richter syndrome) and CLL stage, must be guesstimated by the medical expert,
because such detailed clinical data are not available. Another limiting factor of our approach is related to the fact
that building the domain knowledge on CLL treatment takes time. Consequently, we were not able to include
in Treatment node the emerging treatment options such as BTKi or BCL2 inhibitors, despite the fact that they
appeared in the newest recommendations for the first-line treatment in patients with CLL.

Although all the nodes of HSN and TEN are observable (i.e. each node can be set as the output for simula-
tions), the performance of the network can be validated only in those nodes for which there is adequate amount
of medical data available. Therefore, we tested the performance of networks mainly on survival data. However, our
goal was not to fine-tune the network to get as close to the survival data from the particular registries as possible,
but rather develop a network which catches the most important interdependencies between nodes and does not
generate response in any node which is contradictory to the literature data. Then, we checked how close such a
network is able to reproduce survival data from the available registries. It should be emphasized that to use TEN
as an effective tool that facilitates planning of a personalized treatment it is more important that the network is
able to properly reflect relative dependencies between nodes and values within the nodes than that it is able to
demonstrate high agreement in predicting output of the particular node with real clinical data.

It is noteworthy that the developed DBNs are much more flexible in incorporating patient evidence and
answering prognostic queries compared to the proportional hazard models. The last-mentioned are able to
model patient-specific covariates that modulate the patient hazard. However, such models cannot provide a
causal explanation of how the covariates interact to influence patient survival. Furthermore, assumptions of
proportionality, linearity and additivity of the covariates may not be fulfilled.

To the best of our knowledge the presented work constitutes the first attempt to develop dynamic Bayes-
ian networks, which take into account temporal, causal and decision-making characteristics and forecasts the
health status and the outcomes of treatment in patients with CLL. The obtained results confirmed feasibility of
the presented approach. The results also showed that addition of nodes directly related to the applied treatment
improved ability of the Bayesian network to predict survival curves for an average patient with CLL.

In future, the Treatment Effect Network can be further expanded to accommodate more nodes and more
values in the existing nodes, in particular those related to different treatment options and prognostic factors, to
more accurately reflect clinical results and to take into account new therapies being offered to patients with CLL.
However, to be able to use more extensive DBNs the exact inference algorithms, which are implemented in the
Bayes Net Toolbox, should be substituted with some approximate algorithms, e.g. approximate particle filtering,
which comprises the group of sequential Monte Carlo methods for dynamic state estimation®.

In conclusion, we demonstrated that it was possible, based on the literature data and expert knowledge, to
design and develop dynamic Bayesian networks trying to quantify relationships linking the most important
factors influencing the health status and treatment effects in patients with CLL. The developed networks, and in
particular the Treatment Effect Network, were able to effectively estimate probability of survival in patients with
CLL. The developed networks can be used as a framework to personalize these predictions by adjusting CPTs,
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taking into account a priori knowledge concerning a particular patient with CLL. Consequently, the proposed
approach can serve as a basis for the development of artificial intelligence systems that facilitate the choice of
treatment that provides the best possible effectiveness of therapy and maximizes the chances of survival in
patients with CLL.

Methods

In this work, we use the DBN methodology to predict the health status and treatment effect in patients with
CLL. This methodology extends the formalism of standard Bayesian networks, and helps to capture the changing
effect of some disease or treatment parameters on other parameters as the disease progresses over time, i.e. has
the ability to represent temporal nature of the disease progression and implementation of a medical treatment
strategy*®. Moreover, the DBN framework offers features that are particularly suitable in medical applications, i.e.
a causal modeling approach and the ability to learn from patient data. However, the heterogeneity of the course
of the disease, its usually long duration, the multitude of treatment options and the fact that new treatments are
introduced before the effectiveness of the earlier treatments was fully evaluated, mean that there are no large
amounts of high-quality data that could be used to learn the structure and parameters of a particular prognostic
model. Therefore, techniques that relay on such raw data and use machine learning (e.g. neural networks, sup-
port vector machines, decision-trees or partitioned DBNs) cannot be applied?. Therefore, the question arises
whether, in such a case, it is possible to build an effective model based on the domain literature data and the
expert knowledge. We tried to check it by recreating the way a physician learns how to treat a patient with CLL by
studying the literature and asking better experienced colleagues. The DBN framework creates suitable platform
to develop and test such a networks. The process of defining the network is not fully systematized, i.e. probably
if other researchers had studied the same CLL literature and talk to the same CLL expert physicians, the net-
work they would have created would be different from ours. This is reflected in the alternative name of Bayesian
networks which are called belief networks. Yet, this is also similar to the way physicians learn—they all have the
same literature and recommendations on disposal, but ultimately each of them may have a different opinion on
the treatment of a particular case. Besides, learning of the structure of the model from the data has also a serious
limitation, i.e. what can be learned is limited to what is represented in the data collected in a particular database.
Therefore, neither in the case of learning the network structure from the data nor in the case of designing the
network structure based on the literature and the expert knowledge one can ensure that all the relevant nodes
are included in the network or, contrary, that some non-relevant relations are captured in the network.

In the case of CLL, there is a wealth of literature and the expert knowledge to learn from, including results of
RCTs comparing effectiveness of different treatment options. This information is usually available in aggregated/
averaged form, without sharing results of individual subjects.

The DBN models a multidimensional variable X over a time horizon [0, T], where the variable at the present
time ¢ can be calculated directly from parent variables at time ¢-1 and t. Therefore, the transitions of DBN can be
expressed as a conditional Bayesian network over X® conditioned on X*?), i.e. a directed acyclic graph G with
node set X**YU X, which defines a conditional distribution according to Eq. (1).

P(X(‘) lX(t_l)) = ﬁP<Xi(t)|7TG(Xi)> (1)
=1

where: 5(X;) € XY U X denotes the parent of X; in G.

We assume that the DBN is time invariant, and thus it can be defined in terms of a priori network %y, i.e. the
structure of the network at time #=0 and a transient network determining the changes that individual nodes are
subject to, and their interrelationships as the modeled process progresses from time ¢-1 to time t. DBN is defined
as a dynamic system over [X©,..., X(] with the initial distribution, which is given by a Bayesian network %,
over X and transition distribution is given by a transient Bayesian network %_, over X conditioned on XV,
Hence, the unrolled DBN is expressed according to Eq. (2).

n T n
PO — HP(X;O)VTG(Xi)BO)) H HP<X1'(t)|7TG(Xi’ B_>)> (2)
i=1

t=1i=1

We designed networks for patients with CLL based on: state-of-the-art data on progression of CLL and
effectiveness of different treatment options, recommendations concerning the diagnosis and treatment of CLL,
anonymized data of patients with CLL collected in a BIAL registry*®, and medical experts’ knowledge. The work
was performed in accordance with relevant guidelines and regulations. We have not conducted any experiments
involving human subjects, but we used the aggregated and anonymous data concerning people with CLL gathered
from the publicly or on request available databases / registries and scientific papers.

The design of networks started by defining the basic variables (nodes) characterizing the diagnosis and treat-
ment of CLL and the interrelations between them*. In the most simplified form, the network modeling health
status of the patient with CLL at the time of diagnosis, i.e. at time ¢= 0, consists of 3 nodes: Health describing all
variables related to health condition, Disease including variables resulting from CLL and Complications sum-
marizing variables associated with any complications accompanying CLL, also those unrelated to CLL (Fig. 8a).
Disease and Complications influence Health, hence edges connecting these nodes are present in Fig. 8a. In addi-
tion, Disease can affect Complications.

In order to forecast changes in the status of individual nodes over time, it is necessary to define relations
between the values of nodes in two consecutive considered times (i.e. -1 and t) (Fig. 8b).
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Figure 8. Simple Bayesian network modeling the health condition. (a) the static network defining the initial
state at t=0 and (b) the dynamic network defining the state of nodes in two consecutive time slices, i.e. t-1 (gray
background and dotted border) and t (white background and solid border) and transition between them (solid
lines with arrows).

Disease '—)[ Disease

In Fig. 8b we assumed that Complications occurring at time ¢ can be affected by the state of Complications
in the previous moment (¢-1) and the state of Disease in both—the previous and the current moments. In the
subsequent stages of network design, we detailed its structure, using information found in the sources listed
above, which define how diagnostic parameters, treatment that was applied and additional factors influence the
nodes already present in it or how the nodes present in the network should be divided.

The value of a given node at the time ¢ depends only on the value of those nodes forming the network, i.e.
predecessors, at moments ¢-1 and ¢, which are connected to it and the connection runs towards the considered
node. In each node a CPT has been defined that makes it possible to calculate the probability that a given node
will adopt one from possible values depending on the value of its predecessors.

Such CPTs were created for each network node separately for the moment t=0, i.e. the moment of CLL diag-
nosis and each subsequent moment assuming a 6-month period elapsing between the times ¢-1 and ¢.

To illustrate the development of the network, let’s consider the Death from other cancers node, which is bi-
valued, i.e. can take values yes or no. The value of this node at time ¢ depends on values of Other cancers and Death
from other cancers at time ¢-1. It is easy to infer that P(Death from other cancers” = yes | Other cancers"V=no)=0
and that P(Death from other cancers” = yes | Death from other cancers®? = yes) = 1. To estimate P(Death from other
cancers® = yes | Other cancers®™V) = yes, Death from other cancers"Y =no) we use information from several clinical
reports indicating that other cancer is the cause of death in 30% of all patients with CLL within 25 years from
diagnosis. Then, we used Eq. (3) to calculate probability of this event in each 6-month period*:.

k
PrX) = —Eln(l — Pn(X)) €)

where k is a unit time period (i.e. 6 months), m is the time interval for which the probability of X is known.
Using Eq. (3) for the Death from other cancers node we have: k=6 months, m =25 x 6 months = 150 months,
P,.(X)="P,s5y(Death from other cancers=yes)=0.3 and Py(Death from other cancers=yes)=0.007. Consequently,
P(Death from other cancers® = no | Other cancers""Y = yes, Death from other cancers""Y =no)=0.993. In nodes with
more predecessors, where the available domain literature data is not detailed enough, probabilities were estimated
based on expert’s answers to questions concerning particular nodes, e.g. how many times more often Infections
occurs in patients with Autoimmune complications or how many times Autoimmune complications reduce prob-
ability of curing Infections in 6 month period, etc. Finally, each node is present in the network because we are
interested in its value and/or, according to the literature or experts, its value influences values of other nodes and/
or it is relevant for survival of patients with CLL. For example, Sex node was included in HSN network because
of a few reasons. Firstly, because incidence of CLL is different in males and females. Secondly, because the patient
can die due to a few causes represented by a few nodes in the network. One of these nodes is Death from other
causes. Because the life expectancy is different in female than in male, it is necessary to include the Sex node in
the network to capture this relationship and differentiate conditional probabilities in the Death from other causes
between two sexes. Similar reasoning justifies all other nodes in both networks presented in the “Results” section.
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Data will be made available from the corresponding author under reasonable request.

Received: 23 April 2021; Accepted: 13 January 2022
Published online: 02 February 2022

References

1. National Cancer Institute, Surveillance, Epidemiology, and End Results Program. Cancer stat facts: leukemia - chronic lymphocytic
leukemia (CLL). https://seer.cancer.gov/statfacts/html/clyl.html (2021).

2. Hallek, M. et al. iwCLL guidelines for diagnosis, indications for treatment, response assessment, and supportive management of
CLL. Blood 131, 2745-2760. https://doi.org/10.1182/blood-2017-09-806398 (2018).

3. Scarfo, L., Ferreri, A. J. & Ghia, P. Chronic lymphocytic leukaemia. Crit. Rev. Oncol. Hematol. 104, 169-182. https://doi.org/10.
1016/j.critrevonc.2016.06.003 (2016).

4. Hallek, M. Chronic lymphocytic leukemia: 2020 update on diagnosis, risk stratification, and treatment. Am. J. Hematol. 94,
1266-1287. https://doi.org/10.1002/ajh.25595 (2019).

Scientific Reports |

(2022) 12:1811 | https://doi.org/10.1038/s41598-022-05813-8 nature portfolio


https://seer.cancer.gov/statfacts/html/clyl.html
https://doi.org/10.1182/blood-2017-09-806398
https://doi.org/10.1016/j.critrevonc.2016.06.003
https://doi.org/10.1016/j.critrevonc.2016.06.003
https://doi.org/10.1002/ajh.25595

www.nature.com/scientificreports/

10.

11.

12.
13.
14.
15.
16.
17.
18.
19.
20.
21.
22.
23.
24.
25.
26.

27.

28.

29.
30.
31.
32.
33.
. Murphy, K. Bayes Net Toolbox for Matlab. https://github.com/bayesnet/bnt (2020).
35.

36.

37.
38.

39.

40.

41.
42.

43.

. American Cancer Society website. About chronic lymphocytic leukemia. https://www.cancer.org/content/dam/CRC/PDF/Public/

8679.00.pdf (2020).

. Sant, M., Allemani, C., Tereanu, C. & Haemacare Working Group. Incidence of hematologic malignancies in Europe by morpho-

logic subtype: results of the HAEMACARE project. Blood 116, 3724-3734. https://doi.org/10.1182/blood-2010-05-282632 (2020).

. Dighiero, G. et al. Chlorambucil in indolent chronic lymphocytic leukemia. N. Engl. J. Med. 338, 1506-1514. https://doi.org/10.

1056/NEJM199805213382104 (1998).

. Spanish Cooperative Group Pethema. Treatment of chronic lymphocytic leukemia: a preliminary report of Spanish (Pethema)

trials. Leuk. Lymph. 5(Suppl. 1), 89-91. https://doi.org/10.3109/10428199109103385 (1991).

. Shustik, C. et al. Treatment of early chronic lymphocytic leukemia: intermittent chlorambucil versus observation. Hematol. Oncol.

6, 7-12 (1988).

Stram, M., Tabarkiewicz, J., Hus, I. & Rolinski, J. New approaches in treatment of B-cell chronic lymphocytic leukemia. Cancer
Ther. 7, 163-173 (2009).

Hallek, M. et al. Guidelines for the diagnosis and treatment of chronic lymphocytic leukemia: a report from the International
Workshop on Chronic Lymphocytic Leukemia updating the National Cancer Institute—Working Group 1996 guidelines. Blood
111, 5446-5456. https://doi.org/10.1182/blood-2007-06-093906 (2008).

Eichhorst, B. & Hallek, M. Revision of the guidelines for diagnosis and therapy of chronic lymphocytic leukemia (CLL). Best. Pract.
Res. Cl. Ha. 20, 469-477. https://doi.org/10.1016/j.beha.2007.02.002 (2007).

Shanafelt, T. D. Predicting clinical outcome in CLL: how and why, American Society of Hematology. Hematology Am. Soc. Hematol.
Educ. Program 421-429, 2009. https://doi.org/10.1182/asheducation-2009.1.421 (2009).

Dighiero, G. & Hamblin, T. J. Chronic lymphocytic leukemia. Lancet 371, 1017-1029. https://doi.org/10.1016/50140-6736(08)
60456-0 (2008).

Byrd, J. C,, Stilgenbauer, S. & Flinn, I. W. Chronic lymphocytic leukemia. Hematol. Am. Soc. Hematol. Educ. Program 163-183,
2004. https://doi.org/10.1182/asheducation-2004.1.163 (2004).

Pinilla-Ibarz, J. & McQuary, A. Chronic lymphocytic leukemia: putting new treatment options into perspective. Cancer Control
17, 4-15. https://doi.org/10.1177/1073274810017002S03 (2010).

CLL Trialists’ Collaborative Group. Chemotherapeutic options in chronic lymphocytic leukemia. J. Natl. Cancer Inst. 91, 861-868.
https://doi.org/10.1093/jnci/91.10.861 (1999).

Gribben, J. G. How and when I do allogeneic transplant in CLL. Blood 132, 31-39. https://doi.org/10.1182/blood-2018-01-785998
(2018).

Lucasa, P. J. F, van der Gaag, L. C. & Abu-Hanna, A. Bayesian networks in biomedicine and health-care. Artif. Intell. Med. 30,
201-214. https://doi.org/10.1016/j.artmed.2003.11.001 (2004).

Smith, B. J., Zhang, L. & Field, R. W. Iowa radon leukaemia study: a hierarchical population risk model for spatially correlated
exposure measured with error. Stat. Med. 26, 4619-4642. https://doi.org/10.1002/sim.2884 (2007).

Hiance, A., Chevret, S. & Lévy, V. A practical approach for eliciting expert prior beliefs about cancer survival in phase III rand-
omized trial. J. Clin. Epidemiol. 62, 431-437.e2. https://doi.org/10.1016/j.jclinepi.2008.04.009 (2009).

Landfeldt, E. et al. Patient, physician, and general population preferences for treatment characteristics in relapsed or refractory
chronic lymphocytic leukemia: a conjoint analysis. Leuk. Res. 40, 17-23. https://doi.org/10.1016/j.leukres.2015.11.006 (2016).
McCarthy, B. A. et al. A seven-gene expression panel distinguishing clonal expansions of pre-leukemic and chronic lymphocytic
leukemia B cells from normal B lymphocytes. Immunol. Res. 63, 90-100. https://doi.org/10.1007/s12026-015-8688-3 (2016).
Wang, J. et al. Differences in gene expression between B-cell chronic lymphocytic leukemia and normal B cells: a meta-analysis of
three microarray studies. Bioinformatics 20, 3166-3178. https://doi.org/10.1093/bioinformatics/bth381 (2004).

Dunbar, E et al. Detection of differentially methylated regions using Bayes factor for ordinal group responses. Genes 10, 721.
https://doi.org/10.3390/genes10090721 (2019).

Lakoumentas, J. et al. Bayesian clustering of flow cytometry data for the diagnosis of B-chronic lymphocytic leukemia. J. Biomed.
Inform. 42, 251-261. https://doi.org/10.1016/}.jbi.2008.11.003 (2009).

Deng, R. et al. Bayesian population model of the pharmacokinetics of venetoclax in combination with rituximab in patients with
relapsed/refractory chronic lymphocytic leukemia: results from the phase Il MURANO study. Clin. Pharmacokinet. 58, 1621-1634.
https://doi.org/10.1007/540262-019-00788-8 (2019).

Van Sanden, S., Baculea, S., Diels, J. & Cote, S. Comparative efficacy of ibrutinib versus obinutuzumab + chlorambucil in first-line
treatment of chronic lymphocytic leukemia: a matching-adjusted indirect comparison. Adv. Ther. 34, 1650-1661. https://doi.org/
10.1007/s12325-017-0564-1 (2017).

Cheng, M. M. et al. A network meta-analysis of therapies for previously untreated chronic lymphocytic leukemia. Cancer Treat.
Rev. 38, 1004-1011. https://doi.org/10.1016/j.ctrv.2012.02.006 (2012).

Ladyzynski, P., Molik, M. & Foltynski, P. A network meta-analysis of progression free survival and overall survival in first-line
treatment of chronic lymphocytic leukemia. Cancer Treat. Rev. 41, 77-93. https://doi.org/10.1016/j.ctrv.2014.11.004 (2015).
Stadler, N. et al. A systematic review and network meta-analysis to evaluate the comparative efficacy of interventions for unfit
patients with chronic lymphocytic leukemia. Adv. Ther. 33, 1814-1830. https://doi.org/10.1007/s12325-016-0398-2 (2016).

Rai, K. R. et al. Clinical staging of chronic lymphocytic leukemia. Blood 46, 219-234. https://doi.org/10.1182/blood-2016-08-737650
(1975).

Oken, M. M. et al. Toxicity and response criteria of the Eastern cooperative oncology Group. Am. J. Clin. Oncol. 5, 649-655 (1982).

Surveillance, Epidemiology, and End Results (SEER) Program. SEER*Stat Software, last release: version 8.3.8 - Sep. 2, 2020. https://
seer.cancer.gov/seerstat/ (2020).

Surveillance, Epidemiology, and End Results (SEER) Program (www.seer.cancer.gov) SEER*Stat Database. Incidence - SEER
Research Data, 18 Registries, Nov 2019 Sub (2000-2017) - linked to county attributes - time dependent (1990-2017) income/
rurality, 1969-2018 counties, National Cancer Institute, DCCPS, Surveillance Research Program, released Apr. 2020, based on
the Nov. 2019 submission.

European cancer registry based study on survival and care of cancer patients - EUROCARE-5. http://www.eurocare.it/ (2020).
Rossi, S. et al. The EUROCARE-5 Working Group. The EUROCARE-5 study on cancer survival in Europe 1999-2007: database,
quality checks and statistical analysis methods. Eur. J. Cancer 51, 2104-2119; https://doi.org/10.1016/j.ejca.2015.08.001 (2015).
Parikh, S. A. et al. Diffuse large B-cell lymphoma (Richter syndrome) in patients with chronic lymphocytic leukemia (CLL): a
cohort study of newly diagnosed patients. Br. J. Haematol. 162, 774-782. https://doi.org/10.1111/bjh.12458 (2013).

Eichhorst, B. E. et al. First-line therapy with fludarabine compared with chlorambucil does not result in a major benefit for elderly
patients with advanced chronic lymphocytic leukemia. Blood 114, 3382-3391. https://doi.org/10.1182/blood-2009-02-206185
(2009).

Rai, K. R. et al. Fludarabine compared with chlorambucil as primary therapy for chronic lymphocytic leukemia. N. Eng. J. Med.
343, 1750-1757. https://doi.org/10.1056/NEJM200012143432402 (2000).

Catovsky, D. et al. Assessment of fludarabine plus cyclophosphamide for patients with chronic lymphocytic leukemia (the LRF
CLL4 Trail): a randomized controlled trial. Lancet 370, 230-239. https://doi.org/10.1016/S0140-6736(07)61125-8 (2007).
Eichhorst, B. E. et al. Fludarabine plus cyclophosphamide versus fludarabine alone in first-line therapy of younger patients with
chronic lymphocytic leukemia. Blood 107, 885-891. https://doi.org/10.1182/blood-2005-06-2395 (2006).

Scientific Reports |

(2022) 12:1811 | https://doi.org/10.1038/s41598-022-05813-8 nature portfolio


https://www.cancer.org/content/dam/CRC/PDF/Public/8679.00.pdf
https://www.cancer.org/content/dam/CRC/PDF/Public/8679.00.pdf
https://doi.org/10.1182/blood-2010-05-282632
https://doi.org/10.1056/NEJM199805213382104
https://doi.org/10.1056/NEJM199805213382104
https://doi.org/10.3109/10428199109103385
https://doi.org/10.1182/blood-2007-06-093906
https://doi.org/10.1016/j.beha.2007.02.002
https://doi.org/10.1182/asheducation-2009.1.421
https://doi.org/10.1016/S0140-6736(08)60456-0
https://doi.org/10.1016/S0140-6736(08)60456-0
https://doi.org/10.1182/asheducation-2004.1.163
https://doi.org/10.1177/1073274810017002S03
https://doi.org/10.1093/jnci/91.10.861
https://doi.org/10.1182/blood-2018-01-785998
https://doi.org/10.1016/j.artmed.2003.11.001
https://doi.org/10.1002/sim.2884
https://doi.org/10.1016/j.jclinepi.2008.04.009
https://doi.org/10.1016/j.leukres.2015.11.006
https://doi.org/10.1007/s12026-015-8688-3
https://doi.org/10.1093/bioinformatics/bth381
https://doi.org/10.3390/genes10090721
https://doi.org/10.1016/j.jbi.2008.11.003
https://doi.org/10.1007/s40262-019-00788-8
https://doi.org/10.1007/s12325-017-0564-1
https://doi.org/10.1007/s12325-017-0564-1
https://doi.org/10.1016/j.ctrv.2012.02.006
https://doi.org/10.1016/j.ctrv.2014.11.004
https://doi.org/10.1007/s12325-016-0398-2
https://doi.org/10.1182/blood-2016-08-737650
https://github.com/bayesnet/bnt
https://seer.cancer.gov/seerstat/
https://seer.cancer.gov/seerstat/
http://www.seer.cancer.gov
http://www.eurocare.it/
https://doi.org/10.1016/j.ejca.2015.08.001
https://doi.org/10.1111/bjh.12458
https://doi.org/10.1182/blood-2009-02-206185
https://doi.org/10.1056/NEJM200012143432402
https://doi.org/10.1016/S0140-6736(07)61125-8
https://doi.org/10.1182/blood-2005-06-2395

www.nature.com/scientificreports/

44. Hallek, M. et al. Addition of rituximab to fludarabine and cyclophosphamide in patients with chronic lymphocytic leukemia: a
randomized, open-label, phase 3 trial. Lancet 376, 1164-1174. https://doi.org/10.1016/S0140-6736(10)61381-5 (2010).

45. Koller, D. & Lerner, U. Sampling in factored dynamic systems. In Sequential Monte Carlo Methods in Practice (eds Doucet, A. et
al.) 445-464 (Springer-Verlag, 2001).

46. Van Gerven, M. A. ], Taal, B. G. & Lucas, P. J. E Dynamic Bayesian networks as prognostic models for clinical patients manage-
ment. J. Biomed Inform. 41, 515-529. https://doi.org/10.1016/.jbi.2008.01.006 (2008).

47. Bueno, M. L. P, Hommersom, A., Lucas, P. ]. E, Lappenschaar, M. & Janzing, J. G. E. Understanding disease processes by partitioned
dynamic Bayesian networks. J. Biomed. Inform. 61, 283-297. https://doi.org/10.1016/j.jb1.2016.05.003 (2016).

48. Ladyzynski, P. et al. BIAL—registration and monitoring system for patients with chronic lymphocytic leukemia. Biocybern. Biomed.
Eng. 25, 57-63 (2005).

Author contributions

Conceptualization, PL. & M.M.; Methodology, PL. & M.M.; Formal analysis, P.L. & M.M.; Data curation, M.M.;
Investigation, M.M.; Software, M.M.; Funding acquisition, P.L.; Project administration, P.L.; Supervision P.L.;
Validation, M.M. & P.F; Visualization, PL & M.M.; Writing—original draft, PL. & M.M.; Writing—review &
editing, PL., M.M. & PE. P.L. & M.M. contributed equally to this work.

Funding
This work was supported in part by a project in the framework of the Operational Programme Innovative
Economy under agreement No. POIG.02.03.00-00-003/09-00).

Competing interests
The authors declare no competing interests.

Additional information
Correspondence and requests for materials should be addressed to PL.

Reprints and permissions information is available at www.nature.com/reprints.

Publisher’s note Springer Nature remains neutral with regard to jurisdictional claims in published maps and
institutional affiliations.

Open Access This article is licensed under a Creative Commons Attribution 4.0 International

License, which permits use, sharing, adaptation, distribution and reproduction in any medium or
format, as long as you give appropriate credit to the original author(s) and the source, provide a link to the
Creative Commons licence, and indicate if changes were made. The images or other third party material in this
article are included in the article’s Creative Commons licence, unless indicated otherwise in a credit line to the
material. If material is not included in the article’s Creative Commons licence and your intended use is not
permitted by statutory regulation or exceeds the permitted use, you will need to obtain permission directly from
the copyright holder. To view a copy of this licence, visit http://creativecommons.org/licenses/by/4.0/.

© The Author(s) 2022

Scientific Reports |

(2022) 12:1811 | https://doi.org/10.1038/s41598-022-05813-8 nature portfolio


https://doi.org/10.1016/S0140-6736(10)61381-5
https://doi.org/10.1016/j.jbi.2008.01.006
https://doi.org/10.1016/j.jbi.2016.05.003
www.nature.com/reprints
http://creativecommons.org/licenses/by/4.0/

	Dynamic Bayesian networks for prediction of health status and treatment effect in patients with chronic lymphocytic leukemia
	Results
	Health status network. 
	Treatment effect network. 
	Implementation and testing. 
	Predictions of the networks vs. clinical results. 

	Discussion
	Methods
	References


