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SU mmar productivity. Lack of coincidence revealed between the
u physician and patient assessment of the disease burden
and treatment indicates the need for new ways of im-
proving quality of clinical care provided to this category
of patients. Further research in this area would be an im-
portant step towards implementation of patient-centered
Ph(-) MPN treatment programs in Russian Federation.

The aim of this paper was to present evaluation and syn-
thesis of data derived from a survey of Russian patients
and physicians, performed as a part of the international
Landmark study for the emerging market countries de-
signed to specify problems and areas of concern in man-
agement of patients with chronic Ph-negative myelopro-
liferative neoplasms (MPN). The online survey forms Ke UWO rds
were filled by 40 adult patients with Ph(-) MPNs (PV,
42.5%; ME, 37.5%; ET, 20%) and 30 physicians with suffi-
cient experience in the Ph(-) MPNs treatment. As a part
of this survey, patients and physicians answered ques-
tions related to perception of the disease symptoms and
their impact on quality of life, daily activities and work
productivity of patients, as well as their attitude to main
treatment goals and various aspects of the patient-phy-
sician communication. The results revealed a number
of differences between patient and physician perception
of the disease and treatment, thus complementing the
data of the Landmark Survey in other countries. It was
shown that the patients with different variants of Ph(-)
MPNs encounter sufficient disease-related difficulties in
everyday life, impaired quality of life and reduced work

Myeloproliferative neoplasms, chronic, Ph-negative,
physician and patient survey, symptoms, quality of life,
patient-centered treatment programs.
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Introduction

Over the past decade, international hematological commu-
nity has been actively engaged in clinical research to stand-
ardize medical treatment of patients with chronic Ph-nega-
tive myeloproliferative neoplasms (MPNs) and improve the
quality of care for this category of patients [1-5].

To identify the problems and areas of concern in manage-
ment of the Ph(-) MPN patients, a large-scale Landmark
Survey of patients and physicians was initiated in USA in
2014 [6, 7]. A total of 813 Ph(-) MPN patients and 457 physi-
cians who treated this cohort participated in this survey. The
results of this study were reported for each of the most com-
mon Ph(-) MPNs, i.e., myelofibrosis (MF), polycythemia
vera (PV) and essential thrombocythemia (ET) in the fol-
lowing sections: understanding of the disease diagnosis by
patients and physicians; symptoms experienced by patients
and their impact on daily activities, as reported by patients
and physicians; disease burden with relation to the patient's
quality of life and work productivity reported by patients and
physicians; patient’s and physician’s attitudes to the treat-
ment goals; and perception of bilateral physician-patient
relationships [8]. The independent responses submitted by
patients and physicians were used to find distinct similarities
or differences between MF, PV, and ET. In 2016, the project
became international, and the electronic survey forms were
completed by Ph(-) MPN patients and hematologists who
treated these diseases in Australia, Japan, Canada, Germany,
Italy, and the UK [9]. The data collected in this survey ena-
bled the researchers to evaluate perception of the physical,
psychological, social and other problems that Ph(-) MPN
patients face in their daily life, and to improve the awareness
of hematologists about these problems.

The next stage of this project took place in 2018, as a re-
search program, to conduct an online survey of 560 Ph(-)
MPN patients and 260 hematologists in the emerging mar-
ket countries: China, Turkey, Russia, Taiwan, South Korea,
and Saudi Arabia [10, 11] The results of this survey, along
with previous studies conducted in 2014-2016, are of impor-
tance for improving Ph(-) MPN medical care and developing
standardized approaches to diagnosis and treatment of these
chronic disorders. The project could potentially promote the
multidisciplinary efforts, working together with patients and
their relatives, in order to maximize effects of the Ph(-) MPN
therapy.

The aim of this paper is to analyze and systematize the data
from the Russian patient and physician survey arranged as
part of the Landmark Survey in the emerging market coun-
tries.

Patients and methods

Forty Ph(-) MPN patients and physicians residing in the
Russian Federation took part in the international Landmark
Survey between September and November 2018. The criteria
for engaging a physician for the survey were as follows: (1)
managing of least 2 patients with ME, 5 patients with PV, and
5 patients with ET over last 12 months; (2) professional ex-
perience in hematology over 1 year; at least 25% of patients
treated by the physician had to have hematological disorders.

The patients with ME, PV and ET aged 18 years and older
were enrolled with the physician at their routine clinic visits.
Patients were eligible to complete the survey, being, however,
excluded if they were participating in any clinical trials.

The survey checklists consisted of the following sections:
for patients — patient demographics, patient awareness and
perception of symptoms, impact of disease on daily living,
work productivity/activity impairment, disease history and
treatment, patient satisfaction, disease information availabil-
ity; for physicians - physician demographics and caseload,
patient disease burden, patient management and treatment
decisions, physician perceptions [11]. This was an explora-
tory survey; no any special standardized questionnaires were
applied during the survey.

Before completing the survey, patients and physicians con-
sented to participate in the project. Both patients and physi-
cians participated in the online survey independently of each
other. To keep confidentiality, all physicians and patients
were assigned identification numbers. Before the start of the
survey, all the participants were given instructions on the
procedure and principles of electronic questionnaire com-
pletion. The survey took 25-30 minutes.

The results survey are presented as descriptive statistics with
estimation of mean values, standard deviations, and per-
centages for each position tested. Analyses were conducted
in Stata statistical software version 16.0 or later (StataCorp,
2015. Stata statistical software: Release 16 (College Station,
TX, StataCorp LP)). Where missing values were found in a
particular variable, any participant with missing values was
removed from all pieces of analysis where that variable was
used. However, patients and physicians removed from one
piece of analysis were still eligible for inclusion in other ana-
lyses. It was expected that the base of patients and physicians
would vary from variable to variable for this reason.

Results

Characteristics of the patients and attending
physicians

Opverall, 40 patients with Ph(-) MPNs and 30 physicians com-
pleted the online survey. The characteristics of the patients
included in the survey are summarized in Table 1. The dis-
tribution by diagnosis was as follows: PV, 42.5%; ME, 37.5%,
and ET, 20% of patients. Twelve (80%) of the 15 MF patients
were diagnosed with primary ME. Mean age of the patients
at the time of diagnosis was 54.9 + 9.7 years, duration of the
disorder was 3.0 + 2.2 years. Hence, their mean age at the
survey was 57.9 + 10.4 years. Diabetes mellitus (38% of ET
patients), congestive heart failure (20% of MF patients), pep-
tic ulcer (18% of PV patients), deep vein thrombosis (18% of
PV patients) and liver disease (18% of PV patients) were the
most common comorbidities in this group.

It is worth of note that over a half of the patients (55%) ex-
hibited symptoms for a year prior to diagnosis, 17.5% during
two years, and almost 1/3 of patients (27.5%) felt them over
two years prior to the clinical diagnosis.

Of 30 physicians participating in the survey, 24 (80%) were
hematologists, and 6 (20%) were hematologists-oncologists.

CTT JOURNAL | VOLUME 9 | NUMBER 2 | JUNE-JULY 2020 29



CLINICAL STUDIES |

Table 1. Clinical and demographic characteristics of the patients

Total group MF PV ET
(n=40) (n=15) (n=17) (n=8)
Average age at the time of the survey, 579 £10.4 61998 561117 540+64
years (+SD)
Average age at the time of the diagno- 549 +97 589 +9.0 529 £10.8 51.8 + 6.7
sis, years (+SD)
Women, % 52.5 47.0 53.0 625
Disease duration since diagnosis, years 3022 3025 32+23 2310
(+SD)
Onset period of the symptoms before diagnosis, %
<b months 15% 1% 6% 13%
6-12 months 415% 47% 47% 50%
1-2 years 17.5% 19.5% 12% 25%
>2 years 215% 26.5% 35% 13%
Approximately half of the physicians (47%) had 3 to 15 years A
of professional experience, 40% had 15 to 25 years, and Headache ] 40%
13% had experience of 25 to 33 years. Over the period of 12 .
months preceding the survey, each of the physicians treated, Hypertension | 47%
on average, 10 MF cases, 16 PV patients, and 14 ET cases. Night sweats | 60%
63% of physicians worked in regional clinic hospitals, 30% in '
specialized referral centers, and 7%, at the University clinics. Fatigue | 67%
Weakness | 80%

Symptoms in Ph(-) MPN patients

At diagnosis, the patients reported fatigue (63%) and weak-
ness (53%) as the most common Ph(-) MPN symptoms.
Other symptoms post-diagnosis included pruritus (33%)
and night sweats (30%). On average, Ph(-) MPN patients
mentioned seven symptoms ever experienced during their
illness. The MF patients complained about eight symptoms,
compared with six symptoms usually reported by PV and ET
patients.

The five most common symptoms reported by ME, PV and
ET patients over the past 12 months are listed in Figure 1.
Over half of the MF patients reported fatigue (80%), weak-
ness (67%), and night sweats (60%). Worth of note, not all
patients believed these symptoms were related to the disease.
In particular, the patients did not associate fatigue, weak-
ness, and night sweats with the disease in 33%, 40% and 56%
cases, respectively. As for PV symptoms, 59% of patients felt
weakness, and 41% experienced fatigue and pruritus. Hence,
20% and 14% of the patients did not relate weakness and
fatigue, respectively, to specific symptoms of their disease.
Meanwhile, all the patients believed that pruritus was associ-
ated with the disease. 50% of ET patients experienced fatigue
and numbness/tingling. Of note, all the patients associated
fatigue with the disease; as for numbness/tingling, 12.5% of
patients did not associate this symptom with the disease. At
the same time, most physicians (69%) believed that the vast
majority of the patients associated their symptoms with my-
eloproliferative disease.

The patients also evaluated severity of their symptoms in
the past 12 months using a 10-point numerical rating scale
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Figure 1. Most commonly reported symptoms across all
Ph(-) MPNs during last 12 months: A - myelofibrosis,
B - polycythemia vera, and C - essential thrombo-
cythemia

@ cttjournal.com



| CLINICAL STUDIES

(NRS). Some symptoms were severe: 27 points on the NRS
scale. Patients with Ph(-) MPN reported the following se-
vere symptoms: fatigue (n=18), weakness (n=15), head-
ache (n=9), night sweats (n=8), abdominal pain (n=7), fe-
ver (n=5), dizziness (n=5), bone pain (n=2), nose bleeding
(n=2) and facial flushing (n=2).

Attending physicians also answered some questions about
symptoms in their patients. They were asked to list five
most significant symptoms for the patients with each type of
Ph(-) MPNs. For ME the physicians mentioned fatigue
(72%), unintentional weight loss (59%), weakness (45%), ab-
dominal discomfort (34%), and night sweats (31%). Of note,
only half of the physicians, when compared to their patients,
reported night sweats in these cases. In PV, physicians point-
ed to itching (59%), headaches (45%), hypertension (41%),
facial flushing and numbness/tingling in hands and feet
(38%). Moreover, as opposed to patients, none of the physi-
cians mentioned weakness or fatigue. For ET, the physicians
noted fatigue (59%), nasal bleeding and thrombotic events
clot (48%), headaches (37%), and weakness (33%). Unlike
patients, physicians did not mention numbness/tingling.
As evidenced by the above data, there are discrepancies in
the patient and physician perception of the most significant
symptoms experienced by Ph(-) MPN patients, while 77%
of physicians believed that they have correctly assessed the
symptom burden.

As a separate task, both physicians and patients were asked
to choose from the list of symptoms experienced by patients
those traits that, according to the patient, were most likely
to be resolved (1 to 3). The MF patients mentioned fatigue
(47%) and pruritus (33%); physicians chose weakness (45%)
and fatigue (31%). Patients with PV pointed to pruritus
(41%), whereas, in opinion of physicians, pruritus (52%) and
hypertension (48%) were most likely to be resolved. As for
ET, the patients chose fatigue (38%), while physicians high-
lighted fatigue, tingling in the hands/feet, and predisposal
for thrombosis (44%).

These discrepancies in the physician and patient description
of the symptoms that are most significant to patients can be
partially explained using the survey data, with regard of the
physician’s strategies when discussing symptoms and gener-
al well-being during the patients’ clinical visit. The major-
ity of patients mentioned in the survey that the physicians
were interested in their symptoms and overall well-being.
Patients noticed the following: during the clinic visit, attend-
ing physician was actively interested in their well-being and
symptoms (55% of patients); the doctor asked them about

specific, most important symptoms (25%); the physician ex-
pected patients to report their concerns (15%); the physician
asked them to fill out questionnaires and discussed existing
problems with them on the basis of their answers (5%). All
the patients stated that the physician was interested in their
well-being and existing symptoms.

In addition, significant differences between physicians and
patients were revealed, regarding the time that physicians
spent discussing blood test results and well-being with the
patients. The vast majority of patients (93%) believed that
during the visit the physician spent most of the time discuss-
ing blood test results with them. At the same time, only 43%
of physicians believed that they spent more time discussing
blood test results with the patient rather than their well-
being.

According to the survey of physicians, they received informa-
tion about the patient’s symptoms and overall well-being in
the following way: 43% of physicians were actively interested
in the patient’s problems during the visit; 37% discussed the
most important symptoms with the patient, and 13% expect-
ed reporting of any alarming symptoms from patients. Only
7% of physicians told that they asked patients to fill out ques-
tionnaires to record their symptoms. At the same time, 83%
of physicians stated that they assessed patient's symptoms at
each visit. When evaluating the severity of symptoms, 43% of
physicians considered the impact of disease on the daily life
of the patient, and 27% of physicians based it on their own
assessment. Only 20% of physicians used questionnaires for
standard assessment of the symptoms.

Disease impact on the quality of life in Ph(-)
MPN patients

The list of questions in the patient’s and physician’s survey
checklists focused on the impact of symptoms on patient’s
quality of life and daily activities [9, 11]. Most Ph(-) MPN pa-
tients (81%) believed that the symptoms reduced their qual-
ity of life (Table 2). All the MF patients, 65% of PV patients,
and 75% of ET patients agreed with this statement. Physi-
cians also shared the view that the disease symptoms lead to
worsening of quality of life of patients. Furthermore, 77% of
physicians believed that even mild or moderate symptoms
in patients could be associated with reduced quality of life.

As a special point, the effect of symptoms on daily life activi-
ties was evaluated by the survey. Figure 2 shows the distribu-
tion of the patient’s and physician’s answers about impact of
the symptoms upon daily activities of patients, their family

Table 2. Symptom interference with quality of life in Ph(-) MPN patients

Symptoms reduce my quality of life, % MF PV ET Whole sample
(n=15) (n=17) (n=8) (n=40)

Strongly agree 33 6 13 18

Somewhat agree 67 59 62.5 62.5

Somewhat disagree - 235 245 145

Strongly disagree - 15 - 5
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and social life, relationships with caregivers, as well as limi-
tations of activities caused by pain/discomfort. As evidenced
in the Figure 2, most patients and physicians believed that
disease symptoms affect the mentioned daily activities of pa-
tients. Most patients and physicians also indicated that pain/
discomfort limits patient's daily activities, especially in MF
patients, compared to PV and ET. In ME, the reported symp-
toms had a higher impact on their daily activities, family and
social life. Pain/discomfort also significantly limited their
daily activities. In general, the discrepancy between physi-
cians and patients in assessing the impact of disease symp-
toms on daily life was not significant.

A

My condition interferes with my daily activities

My condition interferes with my family and social life

Pain and discomfort interfere with my activities
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The patients were also asked in what way the disease affected
various aspects of their quality of life (Figure 3). For the vast
majority of Ph(-) MPN patients, the disease had a significant
impact on physical (95%) and emotional (87%) functioning.
Almost all of the patients (95%) experienced anxiety, because
of their condition and were worried that their condition
would worsen. It is noteworthy that 80% of patients believed
that their health was worse, if compared to their condition
evaluated by treating physician, and 77% felt helpless.

As for different forms of Ph(-) MPNs, all the patients with
MEF and ET, as well as 88% of patients with PV, experienced

Physicians Patients
3%7%

38% 53%

I\l I
J

44% 20%

31% 53%

My condition interferes with my relationship with caregivers 7od 229

My condition interferes with my daily activities

My condition interferes with my family and social life

Physicians Patients
14% 86% 40%
7%

20% 73% 18%

S I

Pain and discomfort interfere with my activities 27% 70% 8% 129%)
My condition interferes with my relationship with caregivers TSI 31% |14°
C Physicians Patients

My condition interferes with my daily activities

My condition interferes with my family and social life

Pain and discomfort interfere with my activities

My condition interferes with my relationship with caregivers 30%

15% 38%

22%

25%

5%413%

33%

ONo impact ESome impact B High impact

Figure 2. Patient and physician perceptions of the disease symptom burden on daily activities in Ph(-) MPN patients;
A, myelofibrosis; B polycythemia vera; (, essential thrombocythemia
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I feel helpless

I am satisfied with how I am coping with my condition
I have felt anxious about my condition

I have felt depressed

My condition has caused physical hardship for me

My condition has caused emotional hardship for me
My condition has caused financial hardship for me

I worry that my condition will get worse

I feel worse than my physician is aware of

0% 20% 40% 60% 80%

o

o wul w1
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i wn
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JQ

100%

ONever B Sometimes B Frequently

Figure 3. Disease impact on various aspects of quality of life as assessed by Ph(-) MPN patients

some degree of physical problems caused by their condi-
tion. All the ET patients, 87% of MF patients, and 82% of
PV patients reported emotional burden associated with the
disease. All the MF patients, 94% of PV patients and 87% of
ET patients experienced anxiety related to their condition.
At the same time, 93%, 71% and 75% of patients with ME, PV
and ET, respectively, believed that they felt worse than per-
ceived by their treating physician. Moreover, 93%, 71% and
62% of patients with MF, IP and ET, respectively, indicated
that they felt helpless.

All surveyed physicians believed that MF and PV patients
had physical and emotional limitations; 7% of physicians be-
lieved that ET patients did not experience such restrictions.

Disease impact on work productivity in Ph(-)
MPN patients

The patient survey contained questions about employment,
disability, limitations in overall activity and support from
caregivers. From the proposed list of employment options,
over one-third of patients (35%) stated that they worked
full time, 13% were in part-time employment, and 5% were
on sick leave. Other patients claimed they were pensioners
(43%) or unemployed (6%). Overall, 53% of patients report-
ed that they continued to work at the time of the survey.
Over past 7 days, the patients had to miss, on average, 2.8
hours of working time, due to their disease. To assess the im-
pact of the disease on productivity at work and overall activ-
ity, patients were asked to choose a number on a scale from
0 to 10, where 0 means "no effect of the disease on work/
overall activity" and 10 means "completely unable to work/
illness completely interferes with overall activity". Accord-
ing to the survey results, 32% of patients indicated that their
disease significantly (score 7-10) limited their productivity
at work; the disease significantly affected overall activity in
48% of patients.

Overall, 48% of Ph(-) MPN patients reported requiring as-
sistance from a caregiver, with 46% of MF patients, 36% of
PV patients and 13% of ET patients needed for support often
or sometimes. Half of these patients were supported by their
children. In 47% of cases, a support for the patients was pro-
vided by the people who continued to work. Assistance with
housework (79%) and transportation (74%) were the main
forms of support.

Treatment of Ph(-) MPNs and phuysician's and
patient's perspectives on treatment goals

The surveys for physicians contained the following questions
regarding treatment: 1) treatment strategy at the time of di-
agnosis; 2) therapy prescribed anytime in the past; 3) treat-
ment that physicians currently prescribed for their patients.
Physicians had to choose the answers from the proposed
list of treatment options separately for patients with MF, PV
and ET. According to their answers, the physicians chose a
strategy of waiting and observation in 12% of MF patients,
in 15% of PV cases, and in 18% of ET patients at the time
of diagnosis. Details of previous treatment for patients with
ME PV and ET, and currently prescribed therapies, as well
as reasons for changing therapy are summarized in Table 3.
In general, there is no much difference between the past and
current therapies prescribed by physicians to treat specific
ME, PV and ET patients. Some differences between the past
and current therapies were observed for MF treatment with
epoetin-a, androgens and glucocorticosteroids, for PV treat-
ment with epoetin-a, for ET treatment with glucocorticos-
teroids and BMT/HSCT.

Worth of note, half of the physicians reported an increase
in symptoms of a specific Ph(-) MPN as the reason for the
change of treatment.

The questionnaire for physicians also included questions
concerning prognostic risk assessment in patients with

CTT JOURNAL | VOLUME 9 | NUMBER 2 | JUNE-JULY 2020 33



CLINICAL STUDIES |

Table 3. Treatment prescribed in the past, currently prescribed therapy, and the reasons for changing therapy in
patients with MF, IP and ET

MF Treatment prescribed in the past, % Currently prescribed therapy, %
Hydroxyurea 86 83
Ruxolitinib 66 48
Blood transfusions 62 52
Epoetin-a 62 34
Interferon-a 59 4]
Androgens 59 38
Iron replacement therapy 45 28
Busulfan 4 -
Glucocorticosteroids 4 31
Psychotherapy 38 24
Anticoagulants 38 34
Splenectomy 38 -
Antihistamines - 28
Acetylsalicylic acid - 28

Five most common reasons for changing treatment: disease progression (86%), lack of efficacy (79%), adverse events (76%), cytopenia (52%),

increase in symptoms (41%), and changes in the

hematopoietic system (41%).

PV

Treatment prescribed in the past, %

Currently prescribed therapy, %

Phlebotomy 90 86
Hydroxyurea 86 86
Acetylsalicylic acid 76 76
Anticoagulants 48 34
Psychotherapy 45 28
Antihistamines 45 34
Iron replacement therapy 38 14
Interferon-a 38 31
Epoetin-a 28 -
Antidepressants 28 21
Busulfan 24 7
Ruxolitinib 24 24
Nitrosoureas 14 14

Five most common reasons for changing treatment: disease progression (76%), adverse events (6

symptoms (55%), and changes in the hematopoietic system (55%).

9%), lack of efficacy (59%), increase in

ET Treatment prescribed in the past, % Currently prescribed therapy, %
Hydroxyurea 85 81
Interferon-a 67 59
Anticoagulants 67 67
Acetylsalicylic acid 67 63
Anagrelide 52 37
Psychotherapy 4 33
Antidepressants 30 26
Iron replacement therapy 2 ll
Busulfan 22 19
Ruxolitinib 2 22
Glucocorticosteroids 19 -
Androgens 15 7
BMT/HSCT - 15

Five most common reasons for changing therapy: adverse events (78%), disease progression (74%), lack of efficacy (74%), changes in the

hematopoietic system (59%), an increase in symptoms (52%).

34

CTT JOURNAL | VOLUME 9 | NUMBER 2 | JUNE-JULY 2020

@ cttjournal.com



| CLINICAL STUDIES

Ph(-) MPN, and criteria for assessing the disease progres-
sion. According to the survey, 70% of physicians used dif-
ferent tools to calculate prognostic risk scores in their prac-
tice. IPSS was the most commonly used scale for assessing
prognostic risk (43%). Among those physicians who did not
use the available risk assessment tools, 33% considered these
methods useful, but did not have enough time to use them in
clinical practice; the same number of physicians (33%) were
familiar with these assessment tools, but did not consider
them practically useful; 11% of physicians stated that they
were not familiar with these tools. The physicians pointed
to the following main criteria for the disease progression: in
MEF, deterioration of the patient's condition (86%), increas-
ing splenomegaly (86%), and continued weight loss (79%);
in PV, changes of hemoglobin levels (83%), changing sever-
ity of symptoms (79%), evolving new symptom(s) (72%);
in ET, changes in platelet levels (85%), development of new
symptom(s) (78%), and deterioration of the patient's condi-
tion (70%).

Both physicians and patients were given a separate block of
questions related to the main treatment goals. Physicians
and patients were asked to select the main treatment goals
(except for a curation) from a list of statements. The phy-
sician and patient survey results regarding goals for ME
PV and ET treatment are shown in Figure 4. Information
is shown as the percentages of patients and physicians who
have chosen the definite treatment goals. As seen in Figure 4,
the MFE, PV and ET patients have selected the following main
treatment goals: better quality of life (60%, 76%, and 75%,
respectively), reduction of symptoms (60%, 47%, and 50%,
respectively), normal blood counts (53%, 53%, and 50%, re-
spectively), and slower progression of the disease (47%, 41%,
50%, respectively). Physicians indicated the following main
treatment goals (except for a cure) in Ph(-) MPN patients: in
ME, improved quality of life (66%), slower disease progres-
sion (55%) and reduction in spleen size (52%); in PV and ET,
better quality of life (69% and 59%, respectively), prevention
of thrombotic events (48% and 67%), retarded disease pro-
gression (48% and 48%), and reduced frequency of phlebot-
omies in the PV patients (48%).

In addition, the patients filled a list of supplementary state-
ments on how successful or unsuccessful the treatment
could be. When evaluating the success of treatment, patients
used the following criteria: quality of life improvement or re-
lief of symptoms (68%), reduced number of the symptoms
(48%), physician’s conclusion (48%), and blood testing re-
sults (43%).

Moreover, the physicians were also given a list of state-
ments describing challenges in Ph(-) MPN treatment. With
regard to the treatment of ME PV and ET patients, physi-
cians selected the following unresolved issues: chances for
cure (41%, 31% and 41%, respectively), and ability to delay
progression of the disease (21%, 21% and 19%, respectively).
Furthermore, 22% of physicians stated that a search for new
effective drugs is an important aspect of ET treatment.

Perception of the physician-patient relationship
by physicians and Ph(-) MPN patients

Both physicians and patient’s surveys contained questions
about patient satisfaction with the treatment, effectiveness of

the physician in management of the disease, as well as the
physician-patient relationship. In terms of treatment satis-
faction, 98% of Ph(-) MPN patients were generally satisfied
with the treatment (65% were completely satisfied and 33%
were somewhat satisfied). Overall, 85% of patients were
satisfied with efliciency of the disease control achieved by
their physician (75% were completely satisfied and 10% were
somewhat satisfied). As for physicians, 90% of them were
satisfied with their management of the disease. Similarly,
90% of physicians reported that their priority goals concern-
ing treatment agreed with the patients' perspectives: 37%
believed that they completely agreed, 53% agreed to some
extent. In general, all the patients were satisfied with the
communication with their physician. When asked about the
physician-patient relationship, 84% of physicians stated that
they were satisfied with their communication with patients.
Whereas 95% of patients indicated that they were generally
satisfied with the awareness of various aspects of the disease,
5% were not satisfied. When asked about patient awareness
of the disease, 87% of physicians believed that patients were
well informed.

The majority of patients (95%) reported that they received
information about their disease directly from their physi-
cian; 20% of patients indicated that they had difficulties with
finding information about their disease.

Discussion

This paper presents data on survey of Russian patients and
physicians evaluating the impact of chronic Ph(-) MPNs on
various aspects of patients' well-being, conducted as a part of
the international Landmark Survey. One of the main aims of
the Landmark Survey is to study the symptoms experienced
by Ph(-) MPN patients and their impact on daily activities
as assessed by patients and physicians. The survey was also
designed to investigate how the disease affects the patient’s
quality of life and work productivity, both from the patient’s
and physician's perspective. The analysis was based on the
survey completed by 40 patients with Ph(-) MPN and 30 at-
tending physicians.

The results of the survey revealed a significant impact of
Ph(-) MPNs on quality of life of the patients. Accordingly, the
disease symptoms in majority of Ph(-) MPN patients (100%
of MF cases, 65% of PV cases, and 75% of ET patients), led
to impairment of their quality of life. In general, these data
are consistent with results of the original Landmark study
conducted in the USA, where 81% of MF patients, 66% of
PV patients and 56% of ET patients reported worsening of
their quality of life due to the disease [8]. However, com-
pared with the original study, a higher number of MF (100%
versus 81%) and ET (75% versus 56%) patients in the Russian
sample reported the negative effect of the disease symptoms
on their quality of life.

In terms of the most common symptoms after diagnosis,
Ph(-), the MPN patients noted fatigue (63%) and weakness
(53%), thus being consistent with the data from the Land-
mark Survey in other countries [8-11]. It is worth of note
that over a half of the patients (54%) experienced symptoms
for a year prior to diagnosis, and the remaining patients had
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Figure 4. Ph(-) MPN treatment goals (other than cure), as reported by physicians and patients
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symptoms for two or more years before receiving the diagno-
sis, which is significantly more than in other countries [8-10].

When analyzing the symptoms exhibited by Ph(-) MPN pa-
tients over the past 12 months, it was shown that most pa-
tients, regardless of the disease, noted weakness or fatigue.
Other common symptoms were different, depending on
the specific Ph(-) MPN subtype. It is important to note that
not all patients believed these symptoms were related to the
disease.

This data is in line with the published results of Landmark
survey in the countries with development markets accord-
ing to which many patients also did not recognize that their
symptoms could be MPN-related. For example, in this study
18% MF and 25% PV did not think their fatigue/tiredness
resulted from MPNs [10]. According to our data, 33% and
14% of MF and PV patients, respectively, did not recognize
fatigue as a symptom of the disease. It should also be not-
ed that the analysis of the physician’s and patient’s responses
regarding the most important patient’s symptoms revealed
a discrepancy in their assessments. To some extent, these
differences can be explained by the fact that only a half of
the physicians actively discussed well-being and symptoms
with patients during clinic visits. Moreover, the results show
that only 20% of asked physicians use standardized question-
naires to assess the severity of symptoms, i.e., a significantly
smaller proportion compared to their colleagues in other
countries [8-10].

The analyzed results of the patient’s and physicians surveys
evaluating the effect of disease symptoms on daily lives of
patients, including their everyday activities, family or social
life, relationships with caregivers, and pain/discomfort that
limits activity, revealed that, in the opinion of most patients
and physicians, the disease burden affects daily lives of pa-
tients. It is worth of note that, in general, the discrepancy
between physicians and patients in assessing the impact of
disease symptoms on daily life was not significant. These
results are consistent with previous reports that included
non-US patients [12-14], as well as the recent US Landmark
survey [6].

In a separate subset of questions, patients and physicians
evaluated how the disease affected various aspects of their
physical and emotional functioning. In the overwhelming
majority of cases both patients and physicians reported that
the disease caused significant physical and emotional hard-
ship for Ph(-) MPN patients. The following data requires a
special consideration: almost all the patients experienced
anxiety because of their condition and were worried that
their condition would worsen; moreover, 80% believed that
their health was worse than what their treating physician
perceived.

It was also shown that Ph(-) MPNs affect working ability and
overall activity of patients. Thus, 32% of patients indicated
that their disease significantly (score 7-10) limited their pro-
ductivity at work; the disease had a significant impact on the
overall activity of 48% of patients. Similar data was collected
by the Landmark Survey in other countries [11].

Overall, almost a half of Ph(-) MPN patients reported re-
quiring assistance from a caregiver, with 46% of MF patients,

36% of PV patients and 13% of ET patients needing support
often or sometimes. These results are consistent with data
obtained in other countries [11].

A separate analysis was conducted on the responses of physi-
cians regarding treatment strategies at the time of diagnosis,
treatments that were prescribed in the past, and treatments
currently prescribed for their patients. It is interesting to note
that half of the physicians reported an increase in symptoms
as the reason for changing treatment, which emphasizes the
importance of improving approaches to symptom manage-
ment in Ph(-) MPN patients.

Responses of physicians on the approaches of Ph(-) MPN
prognostic risk assessment were also analyzed. It should be
noted that 70% of physicians used different tools to assess
prognostic risk in their practice, but a third of physicians did
not resort to their use due to lack of time, doubts about the
usefulness of these tools or simply due to insufficient infor-
mation about them.

Patient’s and physician’s responses regarding the MF, PV and
ET therapy goals are of particular interest. It is important to
note that both patients and physicians chose the improve-
ment of the quality of life and symptom relief, as well as
slowing the progression of the disease as the main treatment
goals. In terms of evaluating treatment success, most patients
(68%) mentioned the improvement in quality of life and
symptom relief. This fact highlights the relevance of patient
quality of life assessments as one of the important treatment
outcomes. Besides, the international guidelines on assessing
clinical response of Ph(-) MPN patients to treatment suggest
the use of information on patient’s quality of life and symp-
toms [15, 16].

Satisfaction with the treatment as well as with the physi-
cian-patient relationship was also analyzed. With regard to
the physician-patient relationship, 84% of physicians and
100% of patients were satisfied with it. According to the ma-
jority of the physicians (87%), patient awareness of the dis-
ease was rather high. Overall, 95% of patients were satisfied
with their knowledge of the various aspects of the disease.
At the same time, the issues identified in the survey of phy-
sicians and patients in relation to significant discrepancies
between physician’s and patient’s assessment of burdensome
symptoms, and specific perception of certain symptoms as
not related to their disease by the patients highlight the im-
portance of further improvement of symptom assessment
strategies in Ph(-) MPN patients and raising awareness about
the disease among the medical community, Ph(-) MPN pa-
tients and their relatives.

Despite the fact that the results were obtained in a limited
sample of respondents (40 patients with Ph(-) MPN and
30 physicians), it is the first comprehensive analysis of the
problems associated with the disease and treatment of Ph(-)
MPN obtained in the Russian population of these patients,
and the information is presented from the viewpoint of both
patients and physicians. In general, the results of our survey
demonstrate that patients with Ph(-) MPN feel a significant
negative impact of the disease on various aspects of their life,
have impaired quality of life and reduced work productivi-
ty. This data confirm the previously published results of the
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Landmark Survey conducted in other countries [6-11]. At
the same time, this analysis enabled us to identify features
of the disease impact and treatment upon various aspects of
daily life of Ph(-) MPN patients in Russia, to describe their
perceptions of the treatment goals, to assess the degree of
satisfaction with treatment and disease control, and also to
gain an insight into the physician-patient relationship and
the strategies that physicians use in real clinical practice
to obtain information about the impact of the disease and
treatment on various aspects of the patient’s life. Overall,
the results obtained support the value of patient’s perspec-
tive about the disease and its treatment for Ph(-) MPN to
improve quality of care of this patients’ population [17-19].

Conclusion

Evaluation and synthesis of the survey data collected among
Russian Ph(-)MPN patients and their attending physicians
as part of the Landmark Survey constitute an important
contribution to this project conducted in different coun-
tries. This data revealed that the patients with different Ph(-)
MPNs have serious disease-related restrictions in everyday
life, altered quality of life and reduced work productivity. In
addition, the survey has revealed discordance in physician’s
and patient’s assessment of the problems that patients face
in relation to the disease and treatment. These differences
indicate a need for new approaches, in order to improve of
quality of care for this patients’ population, as well as for rais-
ing knowledge on the Ph(-) MPNs among the medical com-
munity and patients. Further clinical research is required to
substantiate the development of patient-centered treatment
programs for chronic Ph-negative myeloproliferative neo-
plasms in Russian Federation, as well as to provide detailed
information for the patients and their relatives about the dis-
ease and its treatment.
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OTHOLeHMe K 3a00/1eBaHUIO U IEYEHUIO  MALMEHTOB

C XpOHNYECKUMK Ph-HeratTuBHbIMM HEONNa3uAMM;
pe3ynbTaTthl 0NPOCOB Bpayen U Mx nauneHTos B Poccuu,
KaK 4aCTb MeXAyHapogHoro ucuienosanma Landmark

Enena B. Mopo3sosa ', Mapus B. bapa6anmukosa ', Tarbsina V. VionoBa 2,| Bopuc B. Apanacbes ' |

' HVIV meTcKoit OHKOIOI MM, TeMaToIoruy 1 Tpanciiantonoruy uM. P. M. Top6auesoii, Ilepsoiit Cankt-IletepOyprekuii
rOCy[apCTBEHHbII MeIUIMHCKIIT yHUBepcuTeT uM. akap. V. I1. [TasnoBa, CankT-IleTep6ypr, Poccus

* CaHKT-IleTepOyprckmil rocygapCcTBEeHHBI YHUBEPCUTETCKUIT rocnnTanb, CaHKT-IleTepbypr, Poccus

Pe3slome

Ilenblo MaHHOV CTaTby ObIIA OleHKa U 000O0IIeHMe
TaHHBIX, IOJTYYEHHBIX IIPK OIIPOCAX POCCUIICKIX OO/Ib-
HBIX M VX JIeYallyX Bpadeil, IPOBEJEHHBIX B paMKax
MeXgyHapopHoro uccregoBanust Landmark mis cTpan
C pasBUBAIOIIMMCS PBIHKOM, HAIPaB/IEHHOTO Ha BbI-
sICHEHVe TIPo6/IeM U BOIPOCOB BefeHNMs MALMEHTOB C
xponndeckumy Ph-HeraTuBHbIMU Muenonpomudepa-
TUBHBIMIU HOBOOGpasoBanusamu (MITH). PasocmanHusre
oHmaiH-popMbl 3amonHs 40 B3POC/BIX MAIMEHTOB
¢ Ph(-) MIIH (uctunHas momuuuremus — 42,5%; mue-
nodubpos — 37,5%; scceHIuanbHas TPOMOOIUTEMIS —
20%), a Taxoke 30 Bpayeit ¢ JOCTATOYHBIM OIIBITOM JIe-
gennst Ph(-) MITH. B pamkax 3TOro mcciegoBaHus,
Jevalye Bpady ¥ MALMeHTHl OTBEYanM Ha BOIPOCH,
Kacaroliyecss BOCOPUATYSI CMIITOMOB 3a00/IeBaHNs 1
MX BO3MENCTBMSI Ha KadeCTBO JKVM3HM, [OBCEFHEBHYIO
aKTMBHOCTb ¥ HPORYKTMBHOCTb PAaOOTHI ITAI[VIEHTOB,
a TaKKe MX OTHOLIEHVS] K OCHOBHBIM ILI€/ISIM Tepamniu
Y Pa3NIMIHBIM aclleKTaM 00IieHysi 60/IbHOTO ¥ Bpava.
Pe3ynbTaThl: BBIABIEH DAL Pasiuumii MEXAY BOCIPK-

ATHEM 3a00/IeBaHUA ¥ JIe4eHMs OOJBHBIMU M Bpada-
MM, YTO JOIO/THAET JaHHbIe uccnenoBanmsa Landmark,
HO/Ty4eHHbIe B JPYIMX CTpaHaX. BbIIo mokasaHo, 4To
OonbpHble ¢ pasmuyHbiMu Bapmantamyu Ph(-) MITH
CTaJIKMBAIOTCS CO 3HAYMTEIbHBIMY IIpo6/IeMaMul B IO-
BCEJHEBHOVI JKVM3HM, HApPYIIEHMAMU KadecTBa >KVM3HU
Y CHIDKEHMEM paboTOCHOCOOHOCTH, OOYC/IOBIEHHBI-
My 3aboneBanyeM. OTCYTCTBYE COBIAJEHV B OLICHKe
TSDKECTH U JIedeHVs1 00JIe3HM BPauoM U OOJIbHBIM yKa-
3bIBa€T Ha HEOOXOAMMOCTb HOBBIX ITOAXOMOB K yIyd-
IIEHMIO KauyecTBa KIMHMYECKOTO OOCTY>KMBAHMSA I
9TOJI KaTeropuu 60/1pHbIX. [JanpHeiime 1ccaefoBaHs
B 3TOJ1 00/1aCcTV OBUIY OBI BaYKHBIM IIATOM K BHEAPEHUIO
B Poccuiickoit @enepanyuy mporpamm nedenus Ph(-)
MIIH, opyieHTpOBaHHBIX Ha OOIbHBIX.

Kniouesble ¢10Ba

MI/IeHOHpO)’H/I(l)epaTI/IBHI)Ie HeoIta3ny, XpOHUYECKUE,
Ph—HeI‘aTI/IBHbIe, OIIPOC MANVIEHTOB " Bpaqeﬂ, CUMIITO-
MbI, Ka4€CTBO J>KNM3HM, IAalVIEHT-OPMEHTNPOBAHHBIE
IIpOrpaMMBbl.
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