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Everyone who is concerned by the health of future Ukrainian
citizensunderstands the need to cope with increasingly complex tasks,
protect not only the right to life, but also ensure the most complete
qudlity of life. Thisrequiresqualitativetraining of medical, pedagogical
and social professionals, continuous healthcare staff upgrading,
development of scientific potential and introduction of modern
innovativetechnologies.

Development of palliative care for children isa priority in many
countriesaround theworld. Joint efforts of communities, researchers,
doctors, psychologists, social workers, and clergy in this regard are
one of the key steps taken to enhance the proficiency of Ukrainian
specialists by studying international experience and disseminating
Ukrainian one.

Close attention to palliative carefor children, the need to introduce national and regional programs
onthisissue are conditioned not only by the necessity toimprovethe social statusof the child population,
but also moral and ethical issues.

Implementing the medical reform, we understand that it is necessary to raise the standards of care
for children, including palliative care. The mission of academics and researchers is to become the
standard of introduction of scientific achievements and best practices of theleading countriesin order
to take the next level in health care and improve the quality of life of our young patients.

| wish you successin achieving this ambitious goal!

Rector of Kharkiv National
Medical University,

Doctor of Medical Sciences,
Professor Volodymyr Lisovyi
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HISTORICAL INFORMATION ON KHARKIV REGIONAL
SPECIALIZED INFANT ORPHANAGE: ONE HUNDRED YEARS

Marabyan R.%, Gonchar M., Riga O.2

Kharkiv Regional Specialized Infant Orphanage No.1, Kharkiv, Ukrainet
Kharkiv National Medical University, Kharkiv, Ukraine?

The article presents historical data, which are currently known, on the organization and
transformation with the time of the public health institution "Kharkov Regional Specialized
Child Home No.1". Modern approaches to accompanying children not only of orphans, but
also children with specia needs are presented: rehabilitation, early intervention services,
pediatric palliative care. Astheclinical base of the Kharkiv National Medical University, the
institution carries out an educational program for the training of students, interns, clinical
residents, educational work, scientific work, which is represented by a large number of
participation in national and international conferences and congresses, publications, thesis,

internship.

KeyWords: Kharkiv Regional Specialized Child'sHome, Kharkov National Medica University,

children of early age.

Kharkiv Regional Specialized Infant Orpha-
nage No. 1 (Infant Orphanage) is a health care
institution, which provides medical, social, and
palliative carefor young children who have been
left without parental authority, aswell aschildren
who are brought up in families[1].

Specidigtsof different fieldswork intheinfant
orphanage. There are doctors, nurses, special
educators, speech therapists, psychologists.

The Infant Orphanage is one of the oldest in
Ukraine and was founded approximately in 1918
by the decree of Nadezhda K rupskayaand it was
situated in 3 Revolution street; it started fun-
ctioning asthe Infant Orphanage No.7 of the City
Health Department.

During the Second World War and occupa-
tion, all children were brought up under the
supervision of the remaining employees, who
preserved the records of the children'smovement,
books of orders (according to the senior worker
of the Infant Orphanage N.E. Sitnikova).

Corresponding author:

Olena Riga, MD, PhD, Professor of Pediatrics No.1
and Neonatology Department, Khharkiv National
Medical University, Ukraine.

E-mall: yeletskayael ena@gmail.com

Upon liberation of Kharkiv from German-
Fascist invaders on 23 August, 1943, the Infant
Orphanage was moved to 47 Artema street and
was hamed "Regional Specialized Infant Orpha-
nage No 1" of the Regional Health Department,
where the children of soldiers who died in the
war were brought up.

In 1945 a similar institution at the Infant
Orphanage was created in a suburb of Kharkiv,
inthevillage of Zeleniy Gai.

TheBoard of Trustees, whichwasestablished
on 7 September, 1945 functioned at the Infant
Orphanage from 1945 to 1955, and it conducted
itswork according to the Statute of the Board of
Trustees, approved by the USSR Ministry of
Health on 15 August, 1945.

In January 1956, the prefix "specialized" in
the documentswas omitted and the name Kharkiv
Infant Orphanage of the Regional Health Depart-
ment appeared

In 1972 the Infant Orphanage moved to a
new premisein 9 Rybalko street Kharkiv, where
it has been situated until now.

By the order of the Directorate of Health of
Kharkiv Regional State Administration as of
26.06.2001, the Infant Orphanage was given a
specialized status, and it wasrenamed as" K harkiv
Regional Speciaized Infant OrphanageNo 1" [3].

INTER COLLEGAS, VOL. 5, No.1 (2018)
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Groups of medical and social rehabilitation for
children with specia needsand Early Intervention
Service have been functioning in the Infant
Orphanage since 2010 (Fig. 1, Fig. 2).

B o)’ /) i)
ig. 2. Group rehabili
of disabled children with parents

On 29 January, 2018 the department of pallia-
tive care for children was founded, the five new
separate chambersfor children and their relatives
were opened. The World Health Organization
defines the pediatric palliative care as follows:
"Activeintegrated care for body, mind and spirit
of childand hisfamily" [4-7].

Palliative care starts when the child is diag-
nosed with an incurable disease, continuesregar-
dless of whether the child's illness is directly
treated and it requiresaversatile, multidisciplinary
approach. Thefirst in Ukraine palliative mobile
teams start working at patient's home [8] (Fig. 3).

Principlesof palliative careconsist of : 1) im-
proving thequality of the child'slifeand hisfamily;
2) involving the child and his family to identify
needs; 3) provideall necessary medical, psycho-
logical, cognitive, educational, entertaining and
educational resources; 4) provideround-the-clock
care with the help of qualified specialists of the
healthcare system, complementing each other's
functions[6-11].

The Infant Orphanage No 1 has become the
first homefor seven thousand orphansfor nearly
century-long history.

(> F 4 B &
Fig. 3. Pediatric palliative mobile team

Doctors and educators of the Infant Orpha-
nageare convinced and sincerely support theidea
that the family is the only place where a child
can be really happy and healthy. The most
important thing that all theinfantswho liveinthe
Infant Orphanage need is a huge amount of
human care and attention.

Since 2008, the Infant Orphanage hasbeen a
teaching clinic of the Department of Pediatrics
No. 1 and Neonatology. It trains Ukrainian and
English-medium six-year students, interns, clinical
residents etc.

It also develops educational work with
students as volunteers.

Physicians of Infant Orphanage have com-
pleted 3 Ph.D. theses and one is being written:

* R. V. Marabyan Optimization of mal-
nourishment diagnostic toolsin early agechildren
with paralytic disorders (2015);

* A.Yu. Pen'kov Improving of prevention of
health statusin children with paternal deprivation
by determining the effect of stress hormones on
devel opment. — Manuscript (2015);

* |.V. Gordienko Diagnosisand prediction of
physical disorders, neuro-mental development of
young preterm children. (2017);

* N.M. Konovalova Diagnosis of develop-
mental disordersand optimization of rehabilitation
of young children from mothers with alcohol
exposure.

There are more than 90 publications (articles
and abdgtracts), 7 educationa and tutorial recom-
mendations, 1 monograph, asaresult of teamwork.

There were four participations in Salzburg
CHOP Seminar of Open Medical Institute (Ame-
rican Austrian Foundation) in 2009, 2013, 2017.

The results of cooperative work were intro-
duced on 36 congresses, conferences, forumsin
Ukraineand includethefollowing:

e Congress of the European Academy of
Pediatrics (Lyon, France, 2013);

» De-ingtitualisation Project of 1C Lumos
(London, Great Britain, 2013);

ISSN 2409-9988
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8 PALLIATIVE CARE

» 5" Congress of the European Academy
of Pediatrics (Barcelona, Spain, 2014);

* International Neonatal AssociationsConfe-
rence (Vaencia, Spain, 2014);

e 24 International Congress on Pediatrics
Palliative Care (Rome, Italy, 2014);

e St. Sophia Hospital training (Rotterdam,
Netherlands, 2014);

» 4" International Conference on Pediatrics
Chronic Disease, Disability and Human Devel op-
ment (Jerusalem, Israel, 2015);

e Congress of the European Academy of
Pediatrics (Oslo, Norway, 2015);

» 1% Congress of joint European Neonatal
Societies (Budapest, Hungary, 2015);

» 1%International Developmental Pediatrics
Congress (Istanbul, Turkey, 2015);

» 39 Congress on Pediatrics Palliative Care
(Rome, Italy, 2016);

References

» 6" Congress of the European Academy
of Pediatrics Societies (Geneva, Switzerland,
2016);

« British children'shospicetraining (London,
Great Britain, 2016);

e EPEC-Pediatrics Conference (Montreal,
Canada, 2017);

e 15" World Congress of the European
Asso-ciation for Palliative Care (Madrid, Spain,
2017);

e 15" International Rare Diseases Confe-
rence "Rare Diseases — Open Your Heart and
Mind" (Bialobrzegi, Poland, 2017) [10-18].

Now the Infants Orphanage and Kharkiv
National Medical University are working on the
palliative care, de-ingtituaisation and rehabilitation
under the guidance of European Union, IF
Renaissance, UNICEF and GIZ (Germany)
authorities.
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ENSURING ACCESS TO PAIN RELIEF AS HUMAN RIGHTS

Shapoval-Deinega K., Rokhanskiy A.?, Riga O.3, Penkov A.*

IF RENAISSANCE!
Kharkiv Regional Center of Palliative Medicine " Hospice" 2
Kharkiv National Medical University, Kharkiv, Ukraine®
NGO " Eastern-Ukrainian Academy of Pediatrics"*

Abstract. The article presents the results of a selective study on the access to anesthesia. It
has been determined that in most cases the goal of chronic pain management has not been
achieved for along time, the expected level of successful anesthesia has not been achieved
in 80-90% of those in need, anesthesia is prescribed formally (“any prescription is a good
prescription™), without taking into account clinical recommendationsand clinical guidelines,
that is doctors do not adhere to the principles of the WHO regarding the prescription of
analgesics, approved by the Order of the Ministry of Health No. 311 asof 15April 2012 "On
the approval and implementation of medical and technological documentsfor standardization
of palliative carein chronic pain syndrome". The authors believe that professional training of
doctors requires changes regarding the quality of palliative care in accordance with WHO
standards, wide implementation of modern scientific concepts of anesthesiain all areas of

medical staff training.

Key words: palliative care, anesthesia, human rights.

"An acquaintance of mine, who is at the
fourth stage of cancer, is not able to receive a
prescription for anesthesia, morphine pellets,
from the district doctor. According to interna-
tional rules, a refusal to provide patients with
anesthesia is equated with torture. How long
will thislast? Our lectures, trainings, and orders
are all in vain. It is happening in Kharkiv
region. Where to complain, where to write?"

(posted on Facebook, September 2017)

In 2010, representatives of the international
organization Human Rights Watch (HRW) [1],
who at that time conducted research on access
to anesthesia and palliative care from the point
of view of human rightsin different countries of
theworld, drew the attention of the human rights
community of Ukraineto aflagrant violation of
human rights in the healthcare sector. The state

Corresponding Author:

Olena Riga, Doctor of Medical Sciences, Professor
of Pediatrics No.1 and Neonatology Department,
KhNMU, tel. +380662884409 e-mail:
yeletskayaelena@gmail.com

ORCID https://orcid.org/0000-0003-0531-3914

of Ukraine tortures its sick citizens through
numerous bureaucratic barriers and the lack of
effective medicinesin the pharmaceutical market
that thewholeworld hasrecognized asthe "gold
standard” for thetreatment of critically-ill patients
with severe pain [1, 2].

Thus, during 2010, the first Ukrainian study
on accessto pain relief for patients with chronic
pain was conducted. The findings of this study
were published in two separate reports: the
Human RightsWatch report "Uncontrolled pain.
Obligations of Ukraine in the field of providing
palliative care under the standards of evidence-
based medicine" and areport by Ukrainian human
rights organizations "We have the right to live
without pain and suffering: a report by human
rightsorganizationson the observance of therights
of paliative patientsin Ukraine" [3, 4].

The 2010 studies allowed a number of
important conclusions and recommendationsthat
should be taken into account by the state of
Ukraineinimproving the state of humanrightsin
the provision of palliative care. The researchers
found that therights of patientsliving at home, in
the countryside and away from district centers
and hospitals were largely not respected.

INTER COLLEGAS, VOL. 5, No.1 (2018)
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The studies showed violation
of the following fundamental human rights:

— Theright not to be subjected to torture or
cruel, inhuman or degrading treatment or
punishment;

— The right of every person to the highest
achievablelevel of physical and mental hedth[5].

In order to prevent the violation of therights
of people in need of palliative care and patients
suffering from pain, in 2011, within theframework
of the report of the Government of Ukraine,
recommendations were made for improving the
situation, most of which werefulfilled [6].

In 2016, seven human rights organizations,
together with Human Rights Watch and with the
support of the International Foundation "Renais-
sance", conducted a repeated study.

The purpose of the study was to determine the
gate of observance of the rights of patientsin need
of palliaive careand accessto anesthesiain Ukraine.

Materials and methods of the study.
Separate observations, interviews and analysis of
current legislation were carried out till September

2017. Respondentslivedin large citiesand rural
areas or were treated at inpatient facilities that
provide palliative care (hospitals, hospices).
Interviews were conducted at patients homes or
in institutions with the assurance of the right to
privacy, and with the informed consent of the
respondents. Family physicians, therapists, and
oncologists were interviewed for the purpose of
examining the opinion of medical workers who
directly provide medical care. A separate survey
was conducted among government officialsinthe
health care system of the city and regiona levels.
In total, the study involved assessment of
94 patient histories from 10 regions of Ukraine,
aswell asinterviewswith 50 health professionals
and 11 public health officials.

Conflict of interest. Part of the study was
funded by the International Foundation
"Renaissance”.

Results. The study in Ukraine was
conducted on the basis of evidence-based
medicine on the provision of palliative care and
anesthesia (Table 1).

Table 1

"Uncontrolled pain" Obligations of Ukraine to provide palliative care according to the
principles of evidence-based medicine 2011-2016

HRW recommendations, 2011.
The Government
of Ukraine shall immediately:

The status of implementation of the recommendations, 2016

Ensure the availability of oral
morphine

The government should actively
involve the company "Health of the
people" and other pharmaceutical
companies in the development and
manufacturing of oral morphine. The
public health system must ensure
that morphine is availableat all levels
of medical care

Recommendation was implemented in 2013.

There are two national producers of oral morphine of immediate
release in Ukraine.

On January 1, 2013 INTERKHIM Additional Liability Company,
Odesa city, became the first producer of morphine sulfate tablets
(5 mg and 10 mg).

“Zdorovia Narody” Kharkiv Pharmaceutical Company Ldt,
Kharkiv city became the second producer and received a license
for production of tablet Morphine-ZN (morphine hydro chloride,
tablets 5 mg and 10 mg) on December 27, 2013

Cancel requirement that injectable
morphine and other strong pain
relief medications should be
administered to patients at home
by medical personnel.

In collaboration with doctors from WH
and other relevant experts to foresee
new standards for medicationghat
patients take home to ensure a const
supply of pain relief medications.

For example, in areas where service
that delivers medicine to health care
facilities is functioning, patients shoul
be allowed to receive the medication
for 7 days to ensure continuous
availability of pain relief medications
while in rural areas where access to
health facilities that are licensed to
work with narcotic medications is

Recommendation was partially implemented in 2013, fully
implemented h 2015.

On May 13, 2013 the Cabinet of Ministers of Ukraine adopted
Resolution Ne333 “On approval of the procedure of acquisition,
transportation, storage, dispensing, use and elimination of
@arcotic drugs, psychotropic substances and precursors in health
care institution”, which changed the procedure for prescription,
sale and introduction of opioid analgesics.

gt until September 22, 2015 the provisions of the CMU
Resolution Ne333 contradicted with MoH Order Ne11 as of
21.01.2010 “On approval of the Procedu re on circulation of
narcotic drugs, psychotropic substances and precursors in health
ttare institutions in Ukraine”, even though according to the CMU
Resolution Ne333, three months were given to harmonize the
legislation.

MoH Order Ne11 was declared void by the MoH Order Ne494 as
of 07.08.2015 “On certain questions on acquisition,
transportation, storage, dispensing, use and elimination of
narcotic drugs, psychotropic substances and precursors in health

medications for at least 14 days.

difficult— allow patients to store needeTnEare institution” http://zakon5.rada.gov.ua/laws/show/z1028-15

ISSN 2409-9988
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MCU Resolution N2333 changed the procedure of
prescription and introduction of narcotic pain relief
medications:

Paragraph 27. Patients being treated on an outpatient basis,
including at home, shall be provided with narcotic drugs,
psychotropic substances and precursors by health care
institution or according to prescription by pharmaceuticals
institutions in amounts that does not exceed ten-day needs and
during palliative and hospice care - fifteen-day needs.
Paragraph 28. To receive narcotic drugs, psychotropic
substances and precursors for use at home patient himself or a
person who provides care for him (family me mber, guardian or
trustee) shall submit a request addressed to head of health care
institution in the form set in Annex 3. Head of institution shall
make a note of approval, after which the request is added to the
outpatient’s medical record.

CMU Resolution Ne333 as of May 13, 2013 does not require
the introduction of injectable analgesics only by medical
workers. Moreover, MoH Order Ne494 approved Information
sheet for the patient or care-giver (family member, guardian or
care-giver). The Information sheet includes information about
the introduction of injections and rules for handling narcotic
drugs.

On March 15, 2013 Ministry of Health approved the Order
Ne203 “On amending MoH Order Ne 360 as of July 19, 2005”,
which allowed patients not only to receive narcotic pain relief
medications at the expense of the health care facilities, but to
get them in pharmaceutical facilities upon prescription.
Paragraph 1.18 "During the provision of palliative care to
patients, including those who are entitled to a free-of-charge or
subsidized provision of medications, it is allowed to prescribe
the medications for fifteen-day need on one prescription form.
When writing out such prescription, a doctor shall indicate “For
chronically ill person”.

Note:

MCU Resolution does not distinguish residents of urban and
rural areas with regard to access to pain relief medications.
Pain relief medications may be prescribed to palliative patients
in the amount for 10-15 day need regardless of the place of
residence of the patient (CMU Resolution Ne333 as of May 13,
0213, MoH Order Ne41 as of January 21, 2013).

MoH Order Ne311 "On the approval and implementation of
medical and technological documents on standardization of
palliative care for patient with chronic pain syndrome” as of
April 24, 2013 approved standards and principles of the WHO
for the treatment of chronic pain, including pain scale, three
step ladder pain management, principles of pain relief “by the
clock” and others.

Instruction on the introduction of tablet morphine of Ukrainian
production is based on the WHO recommendations: “Initial
dose of the medication depend of the severity of pain and
peculiarities of previous introduction of analgesics. Medication
shall be administered every 4 hours. In case of increased
severity of pain or tolerance to morphine, the dosage may be
increased, and 5 mg and 10 mg dosage shall be used”.

At the same time, the instruction for administration of
morphine of Ukrainian production still does not meet the WHO
recommendations; in particular regarding addiction. The
instruction says: “... Morphine triggers strong euphoria.
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Repeated use of morphine lead to rapid development of psychic
and physical dependence (after 2-14 days of treatment).
Withdrawal symptoms may occur several hours after cessation
of prolonged treatment and reach a maximum after 36-72
hours"- even though the treatment of chronic pain within the
appropriate therapeutic dose cannot be accompanied by
euphoria and repeat (multiple) usage cannot cause physical
dependence (WHO recommendations).

Also maximum single and daily dose specified in the instruction
do not meet WHO recommendations: "The maximum dose for
subcutaneous administration for adults is 2 ml (20 mg morphine)
single dose and 5 ml (50 mg morphine) daily" - although
according to the WHO recommendations dose should be
selected individually for each patient and his/her needs, single
and daily doses may significantly exceed the instructions without
impacting patient’s health

Change the licensing
requirements for health facilities
in rural areas

Requirements for licenses to work
with narcotic drug should be such so
that all rural clinics could obtain such
a license, including medical and
obstetrical stations.

In particular, the Government shall
consider whether there is a
necessary requirement for a
separate room for the storage of
drugs in rural facilities, and whether
it's an appropriate measure to
protect against unauthorized use,
and whether similar results may by
achieved if safe is used in those
facilities.

The Government should introduce a
procedure where health care
facilities can get a license if they have
simple sound and light signal system
rather than a system connected to thg
police station.

If the Government makes a decision
to keep the current requirements
that require expensive solutions,
then the state should provide
appropriate state funding for health
care facilities.

Recommendation is partially implemented:

Order of the Ministry of Internal Affairs of Ukraine Ne 216 “On
approval of requirements for facilities and premises for activities
with narcotic drugs, psychotropic substances, precursors and
storage of seized drugs and such substances” as of 15.05.2009
in paragraph 2.1.4. sets the requirements for premises for
storage of controlled medications: «...separate room in a capital
building shall have safes or metal cabinets, secured to
floor(walls); doors shall be well adjusted to the box, metal or
wooden solid blocks with thickness not less than 40 mm, and
shall have at least two locks which cannot be closed
independently; window aperture shall be equipped with metal
bars on the inside or between the frames. Use of shutters which
are not weaker than metal bars may be used”.

Paragraph 3.1.4 of the MIA Order Ne216 states that: “...must be
equipped with autonomous alarm system that protect the
internal space and area, safes (metal cabinets) used for storage,
with connection of alert signal to the remote district surveillance
or local sound and light signal.

h

Distribute WHO guidelines on
pain relief among all health care
facilities.

The Ministry of Health should
encourage all physicians to
implement the recommendations of
the Guidelines on pain assessment
and treatment based on accurate
pharmacological principles.

Partially implemented.

On April 14, 2016, MoH approved Guidelines “Development of
local protocols on palliative care for management of chronic pain
syndrome”

Ministry of Health of Ukraine does not conduct inspections of
health care facilities regarding their implementation of local
protocols. Such monitoring, as well as training on skills for
development of local protocols are carried out by NGOs.

Provide in-service training on the
use of protocols on pain relief for
doctors throughout the health care
system.

Partially implemented.

Training for doctors about changes in legislation on handling
controlled substances in health care facilities and usage of
protocol on pain relief is conducted by NGO supported by donor
organizations, including the International Renaissance
Foundation.

Legislation and regulations

Develop a system of palliative
care provision at home.

Review the structure of the staff of
health care facilities in order to
enable hospices and other
institutions to provide palliative care
to patients at home; provide funds to
hospices to develop such services;
to reform the current system of
delivery of strong medications
(nurses visiting patients at home)
and transform it into a system of
palliative care provision.

Partially implemented.

In 2012 Law of Ukraine “On amendment to the basic law of
Ukraine on health care regarding improvement of health care
provision” was adopted. The Law defined the palliative care as
one of the types of medical care: “Article 35.4. Palliative care

In the course of the last stages of incurable diseases patients
are provided with palliative care, which includes measures
aimed at alleviating physical and emotional suffering of patients
and providing psychosocial and moral support to their families.
Palliative care is provided free of charge upon referral of health
institution where the patient was provided with secondary
(specialized) or tertiary (highly specialized) medical care, which
has an agreement on health services provision for the
population. The procedure on palliative care and a list of medical
indications for its provision are defined by central executive body

in health care.”
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But these changes came into effect only on January 1, 2015.
Acting MoH Order Ne41 as of January 21, 2013 contains no
specific staff regulations for hospice or on-site services.
Therefore, services based their activities on the Annex Ne50 to
the MoH Order Ne33 as of February 23, 2000 until its
cancellation on September 2, 2016.

Currently (as of December 2016) there are no regulations on the
staffing, organizational structure of institutions providing
palliative care. The cancellation of MOH Order Ne33 allows
health care facilities to independently decide on the structure of
the staff.

Approval MOH Order Ne41 preceded the entry into force of the
Law of Ukraine.

In 2016 amendments to the MOH Order Ne41 are being
developed by a working group of activists and practitioners.
Among other important things, these changes shall define the
peculiarities of pediatric palliative care.

The system of delivery of pain relief medications was changed
by CMU Resolution Ne333 as of May 13, 2013. But in some
areas there are still "narcotic treatment teams" which are
carrying out the injections of morphine to patients. At the request
of human rights organizations in particular in Kropyvnytskyi city,
Kirovograd region, regarding the necessity of such type of
service, the Department of Health during the “Forum on
palliative care" held on September 23, 2016 reported that such
service is necessary for the attendance of single patients or
patients who do require such services.

Since 2014 Institute for Legal Research and Strategies NGO,
together with the National Preventive Mechanisms under
Ombudsman, investigates the situation of all health care
facilities and social protection institutions, which could be
considered as those that provide palliative care. Preliminary
monitoring results indicate that 2/3 of facilities designed to
provide palliative care, do not meet the minimum standards of
WHO and international organizations regarding palliative care

Develop protocols on palliative
care and pain management.

The Ministry of Health, medical
universities, organizations providing
palliative care and respective NGOs
should develop protocols on
palliative care and pain
management based on information
from international best practices.
This clinical protocol should be
widely distributed to all medical
workers, and it will form the basis for
training of medical professionals in
palliative care and pain
management.

Partially implemented.

Order of the Ministry of Health of Ukraine Ne311 " On the
approval and implementation of medical and technological
documents on standardization of palliative care for patient with
chronic pain syndrome” as of April 24, 2012 " established
standards and principles of WHO for the treatment of chronic
pain syndrome.

In 2016 medical and technical documents on standardization of
palliative medical care for adults with chronic pain syndrome are
being reviewed by a working group of Ministry of Health of
Ukraine.

In 2016 working group selected WHO protocol as a priority
document to work on the development of medical and technical
documentation for pharmacological treatment of chronic pain for
children.

In 2016 working group is finalizing medical and technical
documents on standardization of palliative care for patients with
HIV/AIDS. The initial protocol was approved by the MoH Order
Ne368 as of July 3, 2007.

According to the provisions of MoH Order Ne41 "On organization
of palliative care" as of January 21, 2013 patients with HIV/AIDs
cannot stay in general hospices or palliative care departments.
The main reasons for refusal to take such patients is the inability
to provide sanitary conditions for HIV-infected patients in these
institutions. According to human rights advocates, this provision
is discriminatory and shall be removed from the Order.

Ensure the integration of
palliative care into strategies for
disease prevention.

The national programs on HIV/AIDS
and cancer, as well as respective
strategies for prevention of other
diseases shall include a powerful
palliative component have a list of
steps to be taken to integrate
palliative care into these strategies,
and provide targeted and
appropriate funding for the
development of palliative care.

Partially implemented.

The issue of palliative care is included into program for
prevention of cancer by 2016. But, unfortunately, there is no
funding foreseen
http://zakon2.rada.gov.ua/laws/show/1794 -17/page2
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Education

Introduce palliative care courses
as a part of educational programs
for doctors and nursing staff.

Set a clear standard of education in
the field of palliative care and pain
management for medical workers to
receive at least basic knowledge in
this discipline.

Partially implemented.

With financial and organizational support of the International
Renaissance Foundation in Ukraine two modules - EPEC-O and
ELNEC - were translated, adapted and successfully introduced
in lvano-Frankivsk National Medical University, Kharkiv Medical
College Ne1 and Cherkassy Medical College.

There is no clear standard of education in the sphere of
palliative care and pain management.

Introduce questions on palliative
care into state exams to receive the
diploma in medical sphere

Not implemented.

Experts note the extremely low level of knowledge among
medical personnel on palliative care and pain management
principles.

Introduce internships in palliative
care. The Ministry of Health should
establish internship in departments
of palliative care for students of
some postgraduate training
programs including oncology,
geriatrics, infectious diseases to
ensure that they receive clinical
practice of palliative care.

Not implemented.

Student from only few medical schools undertake internship in
palliative care. Ministry of Health of Ukraine has not introduced
specific legal and regulatory standards for internship in palliative
care.

Develop expert training centers.
The Ministry of Health should
develop geographically dispersed
training centers for palliative care,
possibly on the basis of existing
hospices.

Partially implemented.

Two training centers in palliative care, one based in lvano-
Frankivsk Regional Palliative Care Center in lvano-Frankivsk
(Western Ukraine) and one at Kharkiv Regional Palliative Care
Center in Kharkiv (eastern Ukraine) were opened and
successfully operate in Ukraine.

The training centers provide training according to international
programs EPEC-O and ELNEC for medical workers, social
workers, volunteers, clergy, psychologists, NGO activists.
Learning is supported by the International Renaissance
Foundation and conducted in cooperation with state educational
institutions.

Develop training modules. The
Ministry of Health should translate ke
documents on palliativecare into
Ukrainian and develop training
modules for doctors, nurses, social
workers, counselors and volunteers ir
collaboratiorwith hospices, civil
society and international experts in
palliative care.

Partially implemented.

WVith financial and organizational support of the International
Renaissance Foundation in Ukraine two modules - EPEC-O and
ELNEC - were translated, adapted and successfully introduced
in lvano-Frankivsk National Medical University, National Pharma
University (Kharkiv), Kharkiv Medical College Ne1 and
Cherkassy Medical College.

Introduce the postgraduate
medical education. Palliative care
and pain management should be
part of the mandatory programs of
postgraduate education for all
general practitioners, oncologists,
infectious disease specialists,
anesthesiologists, gerontologists
and others. The issue of palliative
care and pain management should
be included in the list of exams that
doctors and nurses have to pass at
the end of these programs.

Partially implemented.

A Department of Palliative Care at the P.L. Shupyk National
Medical Academy of Postgraduate Education was established.
Currently the process of creating departments at other medical
universities is extremely difficult.

Questions on adequate pain relief and palliative care are not
included in the list of exams.

Availability of narcotic medications

Ukraine needs to conduct
comprehensive review of
procedures for circulation of narcotic
drugs and make any amendments in
such a way that they ensure
adequate availability of strong opioid
analgesics, while minimizing the
risks of abuse

CMU Resolution Ne735-p “On approval of strategy of state drug
policy for the period till 2020” as of August 28, 2013.
Strategy provides, inter alia:
“Ensuring availability of narcotic drugs

To ensure the availability of narcotic drugs it is necessary to:
Evaluate the need for narcotic drugs, following international
methodologies in this area with the establishment of appropriate
quotas;
Develop and implement standard schemes for application of
narcotic drugs for treatment based on international experience;
Introduce access to n arcotic drugs through primary link of
health care, general practitioners - family doctors;
Reorganize and expand network of pharmacies with the right
to store and issuance of narcotic drugs.

Promoting development of palliative care
An important step to humanization of narcotic policy shall be:
Conduction of national assessment of need in palliative care,
in medications, primarily for pain relief;
Development and adoption standards and clinical protocols o

palliative care in accordance with the principles of the WHO;

3
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e Promoting domestic production of tablet morphine;

e FEstablishing a system of state support for drug producers
and pharmacies that have license for circulation of narcotic
medications in order to expand their range and availability;

e  Providing health care facilities and pharmacy network with
tablet forms of prolonged opioid analgesics;

e Creating the necessary conditions for the safe use of
narcotic drugs in the "in patient facility at home";

e Prescribing narcotic medications to patients witlhronic pain of
cancer and norcancer nature by doctor without further approval
and revision by medical board;

e [ncluding compulsory course on palliative care into
undergraduate and postgraduatéraining programs for doctors,
paramedics, nurses, counselors and social workers. “

Licensing requirements.

These requirements should be the
less burdensome, while providing
protection from possible misuse and
theft. The Government should
consider the possibility of using
safes for storage of small amounts
of opioid medications, which are
likely to be stored in rural hospitals.

Partially implemented.

The government did not consider the use of safe, which can
quite reliable protect small amounts of opioid medication in rural
hospitals.

Licensing requirements were simplified and system of filling in
documents for obtaining a license was improved under the CMU
Resolution Ne282 “Some issues of licensing the cultivation of
plants included into Table | of the List of narcotic drugs,
psychotropic substances and precursors, approved by the
Cabinet of Ministers of Ukraine, development, production,
manufacture, storage, transportation, purchase, sale (delivery),
import into Ukraine, export from Ukraine, use, destruction of
narcotic drugs, psychotropic substances and precursors
included in this list" as of April 6, 2016.

In particular, the list of required documents to obtain a license
was simplified to 8 items. Also paragraph 28 of the Resolution
states: “In case two health care facilities share the space for
storage, narcotic drugs, psychotropic substances and precursors
shall be stored in individual safes (cabinets). Sharing space is
confirmed by the relevant agreements”, which reduces the cost
of preparing the facilities for the storage of controlled
medications.

Medicines for use at home.

In many countries in the world it is a
standard practice to give patients
morphine supply for use at home for
a period from two weeks to one
month.

Implemented.

Pain relief medications may be prescribed to palliative patients
for a period of 10-15 days regardless of the place of residence of
the patient - CMU Resolution Ne333 of May 13, 2013; MoH
Order Ne360 as of July 19, 2005.

Note:

Medical staff having all legal grounds to prescribe adequate pain
relief medications, often do not ensure the sufficient amount of
medications for palliative patients. This primarily happens due to
limited finances to purchase pain relief medications, lack of
understanding of managers of health care facilities of need to
clearly identify the need and lay the funds for the purchase of
pain relief medications, lack of regular mechanisms for
calculating needs.

There have been cases recorded when managers of health care
facilities, referring to the CMU Resolution Ne240 as of February
7, 2014 “Issue of declaration of change of wholesale selling
prices for medicines and medical products" emphasized that it is
very hard to set procurement prices for the pain relief
medications:

"1) Since August 1, 2014 changes in wholesale prices shall be
declared excluding taxes and fees for:

medicines included in the list of medicines of domestic and
foreign production, which can be purchased by health care
facilities and institutions, that re fully or partially financed from
state and local budgets approved by the CMU Resolution
Ne1071 as of September 5, 1996 “Order of procurement of
medications by health care facilities and institutions at the
expense of the budget "(Article 480 of the Law of Ukraine Ne17,
1996), except narcotic and psychotropic drugs, precursors,
drug substances (substances), medical gases and dosage forms
produced in pharmacies from the substances and excipients
permitted according to prescription and as requested by health
care facilities."

Recording procedures should be
simplified to minimize waste of
imited resources

Implemented

CMU Resolution Ne333 as of May 13, 2013.
MoH Order Ne360 as of July 19, 2005.

MoH Order Ne494 as of August 7, 2015
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Number of signatures for a
prescription shall be reduced.
Doctors in most countries can make
their own decisions about
prescription of opioid analgesics.

Implemented

CMU Resolution Ne333 as of May 13, 2013.
MoH Order Ne360 as of July 19, 2005.

MoH Order Ne494 as of August 7, 2015.

Decisions about prescription of opioid analgesics are taken by
the attending physician and recorded to the patient history\card.

CMU Resolution Ne333 as of May 13, 2013:

“Paragraph 26. Prescription of narcotics drugs, psychotropic
substances and precursors to patients for more than ten days
shall be done by the attending doctor with obligatory reasoning
of further use of such drugs, which is recorded in the medical
record of the patient. Prescription sheet shall be stored in the
patient's medical record.”

MOH Order Ne360 as of July 19, 2005:

"1.4. Prescriptions shall be stamped with square stamp of the
health care facilities and certified by signature and personal seal
of a doctor, and in the cases stipulated by this order (para. 1.14
(appointment of narcotic (psychotropic) drugs on the prescription

form F-3)) additionally by a round seal of the entity, which
carries out activities related to medical practice.

1.13. Prescription form F-3 shall be additionally signed by the
head of health care facility or deputy head on clinical work (and
in their absence - the signature of the head of the department,
who is responsible for the appointment of narcotic (psychotropic)
drugs) and certified by the seal of the entity, which carries out
activities related to medical practice.

1.12. All specific instructions, notes of the medical worker
("Chronically ill", "For special purpose"”) are additionally certified
by signature and seal of the doctor.

1.18. If necessary (business trip, vacation etc.), patients,
including those who are entitled to free or subsidized provision
of medication, is allowed to receive prescription for medications
in amount for three-month need, taking into account the rules of
supply of medicines.

When providing palliative care to patient, including those who
are entitled to free or subsidized provision of medications, is
allowed to receive prescription for medications in amount for
fifteen-day need. When writing out prescription, an indication
“Chronically ill” shall be made".

Conclusions:

1. A sampling study showed that in most
cases, the goal of treatment for chronic pain,
namely the elimination of pain or its significant
reduction for along time, was not achieved.

2. The expected level of successful anes-
thesia has not been achieved in 80-90% of those
in need; conditionally successful anesthesia has
been achieved in 5-14% of patients.

3. Anesthesia is prescribed formally ("any
prescriptionisagood prescription), without taking
into account clinical recommendationsand clinical
guidelines, that is, physiciansdo not adhereto the
principles of the WHO regarding the prescription
of anagesics, approved by the Order of theMinistry
of Health No.311 as of 25 April 2012 "On the
approval and implementation of medical and
technological documents for standardization of
palliative carein chronic pain syndrome".

4. According to interview materials, the
formal prescription of anesthetic regimens and
the lack of doctors desire to achieve successin
pain management can only be explained by the
reluctance of medical professionals to perform
their professional duties — to treat chronic pain
syndrome. Separate explanationsfrom physicians
concern the fears of causing drug dependence,
or fears of provoking respiratory depression in
patients, or ignorance of theordersof the Ministry
of Health — all these excuses cover the Soviet
tradition of medical education: not to prescribe
opioidsfor pain relief in any case.

5. Professiona training of doctors requires
changesregarding the quality of paliativecarein
accordance with WHO standards, wide imple-
mentation of modern scientific concepts of
anesthesia in all areas of medical staff training
[8-18].
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OPEN QUESTIONS ABOUT THE USE AND DEFINITION
OF THE STATUS OF A PALLIATIVE PATIENT

Zhogno Yu.}, Riga 0.2

NGO "ELEOS", Odessa national Medical University, Ukrainet
Kharkiv National Medical University, Kharkiv, Ukraine?

The article discusses the issue of determining the status of a palliative patient in the context
of ingtitutionalization of the national system of palliative care in Ukraine and the statistical
obscurity of palliative patients. The definition of "palliative status of a patient” is studied
using the materials of scientific Ukrainian and foreign sources. Semantics of the concepts
of "status’, "patient" and "palliative” are featured. The criteria for determining the patient's
palliative status and its differential diagnosis are discussed using modern approaches to its
categorization. Recommendations for determining the patient's palliative status, including

that of a child, were developed.

Conclusion. The question of the status of a palliative patient still remains unanswered in
practice, especially when palliative careis not finadly institutionalized as an integral part of
both clinical practice and collective consciousness of Ukrainian society.

Key words: paliative care, status of apalliative patient, discrimination.

As it has been emphasized by the World
Health Organization (WHO), the global need in
palliative care (PC) will continuetoincreaseasa
result of thegrowing burden of non-communicable
diseasesand the continuing aging of the population
[1]. The WHO also recognizes that of the
40 million people on the planet who require PC
annually, only 14%receiveit (dataof 2011), which
is the evidence of a low level of PD and pain
relief accessibility and is a sign of the global
humanitarian crisis [2]. Unfortunately, most
patients requiring PC do not receiveit [3, 4, 6].
Thissituation, in our opinion, hasapredictor of a
methodol ogical, cultural and bioethical kind that
requires some theoretical and practical
elaboration. Moreover, the complexity and
inconsistency of the definition and differential
diagnosis of palliative patient status (PPS), the
guestion of itsdiagnostic limitsand classification
complicates the introduction of PC, which is
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accompanied by a certain degree of
misunderstanding among the medical community,
patientsand their families.

Inthe United Kingdom and the United States,
where PC system isinstitutionalized, the project
of the National Consensus on PC Quality
Improvement emphasizesits "importance ... asa
viable option for patients of any age with alife-
threatening, debilitating chronicillnessor injury"
(cit. in [3; 7]). Such phenomenological
descriptions, lack of specificity, normalized
unambiguous determinants and practical
recommendations in a language unified to
specialists of acertain national health and social
protection system that would enable the patient
identification asapalliative and provide him with
the necessary PC services. The necessity of
terminological unification and standardization for
the greater accessibility of PC, was emphasized
by the WHO in 2009 [1; 278]. It should also be
noted that such terminological interference,
according to the WHO, is a so observed with the
methodology used for the global assessment of
disability, whichisstill not up to dateand isbeing
improved [8].

Theaim of thiswork wasto raisethe problem
of determining the clinical and legal boundaries
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of the concept "patient's palliative status' in
Ukraine, which increasesthe PC accessibility and
preventsstatistical obscurity of palliative patients.

The object of the study was the definition
and differential diagnosis of the status of a
serioudly ill (incurable) patient.

The method of research was content
analysis of scientific literature on the semantics,
legal and clinical content of the concept of
"patient's palliative status’.

Conflict of Interest. The authors state that
thereisno conflict of interest.

Results and discussion. In Ukraine, there
isaclinical protocol that addresses the issue of
PC, but at the same time there is insufficient
implementation (about 25% were fulfilled fully)
of Human Rights Watch's recommendations on
PC standardsin Ukraine. Human rights activists
point out that, despite the changesinthe normative
framework, the legislation on PC (pain relief) is
ignored by the doctors and not implemented [9].
Obviously, Ukraine "needs an immediate
restructuring of the health system based on
humanism, human rights, 'patient-centeredness
inthe provision of medical services' [10; 1]. Itis
also clear that by introducing apalliative approach
in Ukraine, professionals and decision makersin
the health sector who are responsible for ensuring
that PC is accessible to the population are faced
with the problem of determining the palliative
status per se, since it is extremely difficult to
explain such situation using only economic
reasons. We also assume that this is precisely
the methodological "stumbling block™, which
nevertheless has the foundation of the collective
consciousness of anation that allows such astate
of affairs.

Historically, PC programsfocus primarily on
the needs of cancer patients with a very heavy
burden of aggravating symptoms[7]. Therefore,
the status of apalliative patient has been discussed
especially actively in cases that go beyond the
traditional focus of oncology [1], or neglected
because of the so-called phenomenon of
"medicalization" [11; 4]. Speciaistsdeciding on
the initiation of PC, also discuss the moment at
thetime of theterminal stage of the disease, when
PC should necessarily be proposed to the patient,
because of the difficulties associated with the
development of precise predictive criteria, in
particular, for non-malignant diseases[4; 12]. The
socio-psychological aspect of PPSisaso actively
debated by Ukrainian professionals and experts
because of fears of a certain stigmatization on
the basis of the presence of an incurable

disease/condition, even despite the legal
possibility for the patient with asimilar statusto
freely use pain relievers[12].

In Ukraine, since 2013, it has been legaly
determined that "a palliative patient is a patient
of all age groupswhoseillness does not respond
to the treatment aimed at recovery, and is
accompanied by chronic pain syndrome and
significant limitation of vital activity in its
absence"; the legal status of "palliative" is
determined by "aphysician sincethediagnosis of
anincurable progressive disease with a predicted
lifeexpectancy "[13]. A similar definition, despite
the criteria for exclusion from these medical
indications. acute and chronic (infectious, mental)
diseases in the stage of exacerbation, acute
surgical states and conditions after surgical
interventions, isobvioudly rather multipleand not
sufficiently deterministic. The situation of
statistical obscurity, obviously, originates from
normative (legal) plurality andincorrectness.

In the first approximation, the meaning of
PPSisdisclosed clinically and can be systematized
by ICD-10, DSM-IV and ICF headings[14]. The
featuresof classification of the phenomenological
diversity of the palliative human state have not
received the appropriate nomenclature yet, which,
asaconsequence, hasan unambiguous diagnostic
conclusion of thedoctor andisthelegal basisfor
the further route of the patient inthe medical and
social plane of his life. It should aso be noted
that the differential diagnosis of a palliative
condition/diseaseisstill not defined, and even the
expertsof the countriesleading inthefield of PC
(Great Britain, Australia) in spite of thehigh level
of achievement of their national PC systems, still
discuss the questions of the clinical aspects of
PPS[7, 11].

The most relevant answer to the dilemma
being discussed seems to have been found by
the experts from Australia and Germany in the
methodol ogy for cal culating the popul ation's needs
in the PC services.

Palliative status and its derived assessment
of the needsfor PC are complex and controversia
issues, and the corresponding methodology is
improved by the gradual specification of the
inclusion-exclusion criteriaadjusted by regional
peculiaritiesof the population of palliative patients,
resources of regional experts. Thelatter, in turn,
are regulated by national professional (ethical)
standards, which directly reflect the level of
culture and humanity of society.

It should be noted that palliative child patients
occupy a specia place in solving the discussed
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dilemma. To determine PPS in a child patient,
thereis"List of Lifestyle Restrictions' containing
about 400 | CD-10 codes associated with illnesses
that can restrict the child'slife. The classification
of the state as one that "restricts life" means: its
dynamics can be accurately described by at least
one of the archetypes set forth in the standards
of the Royal College of Pediatrics and Child
Health in 1997, aong with the Association for
child PC[15]. Thiscatalog was obtained in 2011
by grouping diagnostic data from children's
hospices and specialized groupson PC provision
from all over the UK and combining these data
with death certificate data [16]. As the authors
point out, the catal og isnot exhaustive. Thereare
certain conditionsthat alsolimit life, but they were
not included in the catalog because of the fact
that they were encountered extremely rarely.

The catalog is not decisive. Thisisalist of
conditionsthat can restrict life, not alist of children,
who should be sent to a specialist for PC. Not
every child withacondition from thislist will need
aspeciaized PC at any time, and it will probably
never be necessary for some, as some conditions
may be of varying degrees of severity, such as
cerebral palsy; even those children who will need
PC at some stage may not yet need it; not al PC
needsto be provided by specialists.

The catalog is not final. What is considered
"life-restricting” requires a certain subjective
judgment, which is influenced by modern
concepts, the availability of technologiesthat can
change over the time. The emergence of gene
therapy can make the states of the directory list
curable and they will not need to be included in
thelist. An acutetrauma, such asaroad accident,
on the other hand, isnot considered to bea"life-
restricting” state at this stage, but there are
reasons to consider it as such in the future.

Consequently, such multiplicity, polysemy and
etiologic diversity constitutethe obligatory context
of the palliative status process, which must be
taken into account by the clinician. The variety
of nosologies, clinical forms and pathological
health conditions that according to their
transfinitum have a subjective significance of
destruction of autonomy and self-service abilities
of the patient and, above all, a limited life
expectancy and an over-threshold risk of death
for the patient, in our opinion, constitute the
fundamental content of the palliative status per se.

Fromthe standpoint of multidimensiondity the
above clinical manifestations consider that in an
individual with apalliative status, it ispossibleto
detect awidevariety of damageat dmost dl levels

of life: chronic life-threatening and persistent
dysfunction of organs and systems of the body,
including dueto pain syndrome, psychophysiological
exhaustion, asense of lossof dignity and theright
quality of life. Multidimensionality, criterion
uncertainty, correlation with regional peculiarities
of the problem of PPSdeterminationisconfirmed,
in particular, by the definition of the European
Palliative Care Association (EPCA) inthe White
Book, "... PCisrequired by amuch larger number
of patients suffering from both cancer and non-
cancer illnesses. The number of these patients
also depends on the incidence of different
nosological forms in different countries. The
duration of PC can aso bedifferent - from several
days to several years, because due to the
possibilitiesof modern medicine, PCwill beneeded
for some patientsfor alonger time, and not only
during the last year of life"[4; 5].

A generally accepted European definition is
crucial: "PCisindicated to all patients since the
diagnosis of a life-threatening or debilitating
disease is made", which emphasizes the life-
threatening and debilitating ilIness of the palliative
patients"... who are constantly or periodically in
a state which negatively affects their everyday
life" [4; 12].

Semantically, PPSisdefined using thegeneric
conceptsof "gatus’, "patient” and "pdliative’. The
|atter two, as opposed to thefirst one (legal), are
purely clinical. Their intersection areais denoted
by thelegal fact that the doctor identifiesacertain
illness/condition asrequiring PC, thuslegitimizing
all subsequent clinical and social routes of a
particular paliative patient. Let us consider the
notion of PPS both from the legal perspective,
and fromitsclinical presentation.

The notion of "status" (Latin status - state,
position) hasa social and legal connotation, and
denotes a stable position of an individual within
the social system, associated with certain
expectations, rightsand obligations[17], whichis
determined by a number of features (economic,
professional, ethnic, etc.) [18]. Theterm "status'
relatesto the state of aserioudly ill patient within
the social stratification system of society,
reflecting the gradual destruction of his social
roles and situation with the course of the disease.
For our analysis, the semantic load, the explicit
(declarations and legal norms of society
concerning theserioudy ill patients) and thelatent
(the real attitude of the society to the incurably
sick person), which accumul ates and reflectsthe
social system of values and morals, is decisive.
Giventhe specific lifestylethat unitesthetotality
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of individuals in a similar status situation
(incurable illness), we can talk about the
corresponding status group.

Due to alimited life expectancy, the human
condition a priori has a downward trend in line
with the level of actual social and psycho-
physiological damage. It should be noted that the
notion of status has one more facet, alegal one,
which implies the direct effectiveness of the
constitutional rightsand freedoms of any citizen,
including therightsof aserioudy ill person, andis
ensured by the protection by justice (the content
of normative legal acts, direction of the activity
of all branchesof government, etc.). Consequently,
the concept of "status' of a person determines
the social and legal status situations between the
person and society: rights, duties, normative
communication, which stigmatize and/or
discriminatethe patients. For example, in Ukraine
thereisaspecial lega status of anindividual for
personswith disabilitiesand victims of Chornobyl
accident, which are defined by the rules of a
special legidation[19]. Actually, the existence of
a legal status defines a person as a subject of
law, thuslegally establishing arange of possible
and appropriate actions in his relations with the
society. It should be noted that only the legal
determination of the corresponding status (as a
collective decision of the state medical and social
expert commission, on therecommendation of the
doctor, who establishesthe preliminary diagnosis)
allowsacertainlevel of provision of thiscategory
of the population resources: financial, socid, etc.

With regard to the concept of "patient”, the
national legal framework providesthefollowing
definition: "a patient is an individua who has
applied for medical care and/or is provided with
such care" [20, 21], which, according to some
experts, is concise and incomplete, because it
contains" one-sided characteristics of the patient
as a consumer of medical services' (cited by
[22]). In the context of palliative issues, this
meaningful interference does not cause
conceptual remarks of the specialists, but is an
important component of theexisting semanticfield
of the concept of PPS, which complicates the
question of itsdefinition.

In our opinion, the main complexity and
contradictory of PPS definition are the practical
problemsof establishing itsdiagnostic boundaries
through polynosology that isimmanent. Based on
the definition of the WHO, which focuses on the
complexity of the physical, psychosocial and
spiritual problems, "associated with life-threatening
illnesses’ and suffering [ 23], wetend to distinguish

the main problem not only in its medical
components, but, first of all, of the main psycho-
physiological performanceindicators.

In general, the status of a palliative patient
makes debut alittlelater after setting the " patient
status', namely with the onset of apalliative stage
of the disease, when clinical manifestations of
the disease already contain indications of
incurability and/or theloss of self-care (autonomy)
of the patient. PPS should legally confirm the
aready existing "patient status', emphasizing the
deterioration of the clinical presentation and
limitation of the patient's life expectancy. The
clinical aspect of PPSis poorly explored due to
phenomenological manifestations of the
corresponding condition/disease, which, in turn,
are indicated by the codes of the known
international classifiers.

Itisobviousthat certain diagnostic collisions
are concentrated in the dynamic peculiarities of
the palliative status and its possible changes: the
diagnosis, the start/stop of the palliative period of
the disease/condition, possible exacerbation/
remission of the disease, the death of the palliative
patient, which, according to pp 2.4 of the order
of theMinistry of Health No. 41, "monitoring the
state ... when changing the patient's status' [24].
Consequently, thenotion of "palliative" obvioudy
attributes the state of health of a person who is
ontheverge of abnormal functioning and/or life-
death, when the basic psychophysiological indices
indicate the presence of athreatening pathol ogy,
which makes impossible adecent quality of life.
Theimpossibility of normativefunctioning to some
extent can be offset by medical, psychosocial
measures, but no means (technol ogy) can provide
dignity of a person's life/desth, as they reflect
the plane of the attitude towards the sick person,
his/her needs and values from the environment (
micro, meso- and macrosocium).

It seemsthat the very concept of "palliative"
concentrates methodological dilemma, which
leads to existing collisions of hypo- and
hyperdiagnosis of PPS. In fact, the determinant
definition of "paliative’ intheorder of theMinistry
of Health No. 41 issemantically disclosed through
the diagnostic procedureand clinical signs; "acute”
"chronic" and "exacerbation”, together with a
negative particle"no". Thismethod of determining
PPS, asit seemsto us, requires urgent correction
to alevel that will make statistical obscurity of
palliative patients and their discriminator
impossible[26; 56].

There is also a need to distinguish between
the palliative status and the diagnosis, which was
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pointed out by the WHO and WPCA that call for
caution when using | CD-10 diagnostic headings
for such an assessment, sincenot all patientswith
a definite diagnosis require PC [25]. To clarify
the PPS, they distinguish three groups of patients
who definitely need PC: (1) those who have a
palliative period of aprogressivedisease; (2) with
a stable/unstable course of the disease, with a
relatively small number of symptoms, whose
condition may deteriorate even to sudden death;
(3) and those suffering from chronic illnesses,
when the disease does not progress, with periods
of progression and remission, and who benefit
from the use of PC. The WHO and WPCA
emphasi ze the uncertainty of the proportions of
these three groups of patients and indicate the
specific symptomsof PPS: pain, end of lifeperiod.
Relative diagnosis is also indicated by the
European standard of PC, the White Paper: "PC
isnot limited to providing careto the patientswith
somedefinitediagnoss, it should be accessibleto
all patientswith lifethreatening illnesses’ [4; 21].

Conclusion. Our brief critical review of the
state of PPS diagnosis can be summarized as
follows: PPSdefinitionistheresult of interaction
of conventiond (legal, socid), expert (professiona)
and ethical (traditional, social) markers. These
include, in particular, mortality dataof theregion
(country), the resources of the regional health
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further professional discussion.
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AN ASSOCIATION BETWEEN PALLIATIVE MEDICINE
AND EDUCATIONAL PROCESS IN KHARKIV

Markova V., Gavrilenko O.

Kharkiv Regional Medical College, Ukraine

The article presentsthe experience of the Kharkov Regional Medical Collegefor thetraining
of nurses and social workers in the field of basic concepts of palliative care. Aspects of
motivation to acquire knowledge and skills of dealing with incurable patients are presented.
Theissuesof cooperation of the Kharkov regional medica college with the German delegation
of the European project on pediatric palliative care considered. It's shown qualitative palliative
care dependency on the level of professional competence. The problems of psychological
support of the staff, which provides the palliative care, are revealed.

Key words: incurable patient, psychological help, training of social workers.

"Do not leave me!
Listen to mel

Help me!"

Cecily Saunders

In one of the most important documents of
the modern medical ethic, namely "Lisbon's
declaration of patient'srights' of TheInternational
Medical Association, the "the patient's right to
death with honor" is formulated quite clear and
has a very deep international sense [4].

The process of population aging in Ukraine
and Europe leads to changes in the structure of
morbidity and death rate. The number of people
dying from different types of somatic diseases
becomes greater and this is accompanied by
different physical and mental diseases|[2, 6].

Besides, a very limited access to effective
anesthetizing and lack of necessary medical
sources and the low accessibility of palliative
institutions in the combination with lack of
qualified experts and practical impossibility to
attract non-state organizations to the situation —
all thesefactorsresult in the absence of adequate
timely medical assistance. This stipulated the
expedienceof sudying thedevel opment of pdliative
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and hospice help in Ukraine and the role of the
medica staff in caring for hospice patients [1].

Theterm "palliativetherapy” comesfromthe
Latin word "pallium" which means "the woolen
coat" and implies a possibility to eliminate the
suffering of the patient at the final stage of the
illness. It also means to supply the patient with
the necessary help. Palliative help preventsfrom
the absence of help to the person who suffers
but does not complain or to a person on the stage
of incurable disease without a chance to recover.
Palliative treatment has the idea not to relieve
pain in one particular area but to give the patient
the opportunity to feel that heisnot doneinthis
world and surround him with help and
understanding until the last moments of hislife.
The goal of palliative medicineis not to prolong
or shorten life, it servesto the natural process of
the existence and the end of the individua'slife
[3,5,7].

The doctors and nurses of Kharkiv and
Kharkiv region had a unique opportunity to take
part in the project, and also share the
achievements and problems, meet some friends
among German colleges, exchange the
experienceof trangportation of serioudy ill patients
(being at different stagesof illnessandin different
condition).

There were several master-classes, where
the chief methods of biomechanics were
demonstrated. We received val uable knowledge,
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learnt how to look after criticaly ill people, people
with trophic ulcers, and how to work with such
complication as hypostatic pneumonia. The
scientific-practical conference was held at
Kharkiv City Multispecialty Hospital No.17 to
exchange knowledge on providing palliative care
toserioudy ill patients.

The doctors and nurses of Hospital No.17
and teachers and students of Kharkiv Medical
College No.2 attended the conference.

The students of the medical college had
special practical training for mastering different
methods of caring after serioudly ill patients.

The students were shown the methods, how
to transport such patients according to the rules
of biomechanics: moving the patient from chair
to chair, or moving the sitting patient from the
couch to the moving armchair.

Theconferencewasheldjust intimein order
not only to exchange and extend knowledge
between the staff of hospicesand clinics, but also
to help medical educational establishmentsof the
first and second accreditation level.

In March with support from the Coordination
Committee for Palliative and Hospice Medicine
in our city, Kharkiv Medical College started to
train social workersfrom theterritory centers of
the residential service.

The working program of education includes
88 hours for three months course. The program
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incorporates chapters of practical classes from
human anatomy, and care about patients as well
as medical procedures involving safe
transportation of serioudly ill people, assistance
in observing personal hygiene, prophylaxis of
trophic ulcers, patient’s feeding, assistance in
dysfunction of physiological needs, etc. We
consider that the classes incorporating
communication with such typeof ill peoplewould
be very helpful.

Kharkiv Medical College pays particular
attention to thework with incurable patientswhile
training groups of people and working with such
patients.

Hereafter the programs will imply teaching
social workers to understand correctly all the
needs of the patient and will be enable them to
make their urgent decision, if necessary. In
addition, it will help to work with the patient's
relatives.

The quality of palliative treatment greatly
dependsontheleve of qualification of the social
workers as they perform both physically and
psychologically difficult work. Not al themedical
staff members are able to cope with this work.
Nurses have a specific role in hospice and
palliative treatment. That is why it is equally
important not only to train the staff members
professionally, but also to prepare them
psychologically [4, 8].
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NUTRITIONAL SUPPORT OF PALLIATIVE CHILDREN
WITH SERIOUS NUTRITION DEFICIT

Kurilina T.%, Marushko T.%, Pysariev A.,
Loboda R.2, Shurygina |.2, Mashurenko K.2

Shupyk National Medical Academy of Postgraduate Education, Ukrainet
Kyiv City Children Hospital No. 1, Ukraine?

Children with severeinjury of nervous system compose high risk group on nutrition deficit.
The purpose of the study is to assess the degree of nutrition deficit, calculate its actual
requirement in enteric substrate and organization of adequate feeding. Indices of Broke 2,
Pine, Z-score were used for determination of nutrition insufficiency degree. Physiological
and actual requirementswere defined by Schofield (W1 ) equation. Broke 2 index accounted
for 40 %, BWI —9.18, Z-score for BW on age—"-"6, for height on age—"-"12, for BW on
height —"-3.5", which attested about extreme degree of nutritive insufficient (cachexia) and
significant delay in physical development. High requirementsin energy and low tolerancefor
necessary volume of feeding determine the administration of specialized isocaloric clinical
product. Conclusion. Employment of simple standardized indices alows to determine the
degree of nutrition deficit in palliative children. The definition of actual, instead physiological,
requirements and administration of specia clinical products permits to provide adeguate
nutrition in spite of low tolerance for high volume of feeding.

Keywor ds: children, palliativecare, nutrition'sdeficit, clinica feeding, polymeric enteral products.

Introduction. The development of medical
technologies and an increase in survival rate of
childrenwith critical anomaliesor illnessesduring
recent years have led to an increase in the
proportion of children who are in need of a
complete palliative care system, including arange
of nutritional support. Itisthiscategory of children
where ahigh incidence of nutritional deficiency
is observed, whereas malnutrition of alimentary
originamong other children's population, changes
its structure and decreases its frequency [1].

Due to the presence of severe chronic
diseases that contribute to the inappropriate
delivery of substratum substances, and cause an
increase in the needs of certain constituents of
the enteric substrate depending on the type of
pathological condition in the child, significant
guantitative and qualitative deficiencies of
nutrients in such children can be expected.
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Insufficiency of feeding and its imbalance in
children of the palliative group leads to changes
in body composition, which isdetermined by the
total content of fat and lean mass (muscle, viscera
structures, bone tissue) [2, 3]. Determination of
the body composition component is a complex
and expensive method for ng nutrition that
requires certain equipment and staff and is not
usually performedinclinical practice.

Close attention to theinsufficiency of feeding
and nutritional deficiency is due to the
development of stressin each functional system
of the organism, triggering an increasein cortisol
production and augmentation in the correlation
of cortisol/insulin [4]. The intensification of
catabolism under these conditionsisdeepened by
a decrease in synthesis of growth factors and
hormones of thethyroid gland. Themain priority
of thebody isthe provision of asubstrate (glucose)
into the brain tissue which causes starvation of
other tissues, impaired insulin-dependent tissue
growth, weight loss and deceleration of linear
growth, deep disorders of the function of organs
and systems, immunity. Severe malnutrition leads
to adecreasein therate of physical development,
physiometric disorders, thus much more
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complicating the intake of the disease and
affecting functional systemsof thebody [2, 4, 5].

A separate problem is the provision of
necessary nutrients to orphans at child welfare
institutions. Lack of nutritionists, adequate
financing of the costs on the corresponding food
substrates, insufficiency of staff of the facilities
of orphanages causes a high frequency of severe
formsof nutritional deficiency inchildren not only
of the palliative group, but also of those with
uncritical chronic somatic morbidity.

Particular groupisassembled of childrenwith
pathology, which leads to severe damage of
nervous system. Disturbances in nutrition in
mentioned above children are combined, both due
tothenutritional factor, and asaresult of violation
of the assimilation of macro- and micronutrients
and theincreased need for them [6, 7]. Theterm
mal nutritionisused to characterizethe nutritional
status of such children, which is wider than
protein-energy deficiency.

The assessment of the child's nutrition and
calculation of his needs, taking into account the
lack of growth, isthe key to the organization of
nutrition for palliative children [8, 9]. Most
common methods of diet calculation or asimple
"empirical" approach (will eat or not, will tolerate
or not) cannot be the basisfor the organization of
catering for children with diseases of the nervous
system, although, unfortunately, isthe reality of
most orphanages.

Theaim of the study isthe evaluation of the
degree of nutritive deficiency in palliative group
children, calculation of necessary enteric
substrates and organization of catering.

The study was approved by the human
research ethics committees of the participating
hospital's, and informed consent was obtained for
infants. The authors declarethat the research was
conducted in the absence of any commercial or
financial relationshipsthat could be construed as
apotential conflict of interest.

Materialsand methods. The study involved
the employment of anthropometric method of
diagnosing the degree of protein-energy
insufficiency with the definition of the percentage
of body weight deficiency, indices of physical
development in children with severe congenital
pathol ogy.

Several indices recommended by the WHO
for physical growth were used to determine the
degree of nutritional deficiency [3, 4]. Brock 2
index is the determination of the degree of
hypotrophy or obesity asapercentagerelativeto
the average va uesin the popul ation according to

the formula100 x MT (kg) / M (kg), where MT
isthe child'sbody weight, M isthe average body
weight of children of the corresponding sex and
age. ThePiney Index isanindex of proportiondity
between the indices, which is determined by the
formulaP— (O + M), where Pisheight, M isthe
body weight, O isthe circumference of the chest,
thefluctuationsaround 20 are norma values. The
assessment of the physical development indices
for the Z-score, which is accepted as the most
accurate by using the median of the reference
population, and is calculated by the following
formula: individual value—median value/ value
of the average reference population, is the most
commonly used. Recent years working groups
of the WHO nutrition expertsrecommended using
thebody massindex (BMI) or Kettleindex, which
isdetermined by theformula: body weight (kg) /
height (m) in the square. The standard value of
the BMI is19.5 - 22.9 kg/m2).

Apart from cal culation of indices of physical
development we evaluated clinical signs of
nutritional deficiency.

The second phase of the child's examination
was to determine the actual energy and protein
consumption, and calculate the energy
requirements of the WHO, Schofield (W) and
Schofield (WN) equations [4,10]. We also
calculated the child's physiological needs and
actual needs according to additional correction
coefficients: factor of activity, thermal factor, body
weight deficit, factor of damage. Thecalculation
of basal metabolism was adjusted according to
the introduced coefficients[5].

The next step was to identify food and to
develop a plan for administering the enteric
substrate to monitor food tolerance, clinical signs
and anthropometric indices, as well as working
out recommendationsfor the child after discharge
from the hospital.

Results and its discussion.

A boy |., at theageof 1year 2 monthsweighs
4 kg, height 66 cm, entered the hospital from an
orphanage due to acute lower respiratory tract
disease secondary to chronic aspiration
syndrome. A child was born preterm at 36 weeks,
with body weight of 1920 g, height of 46 cm, with
asymmetric form of the 3" degree intrauterine
growth retardation syndrome with multiple
congenital malformations of the bone and
muscular system. At present, the main diagnosis
of the child ismicrocephaly, spastic tetraparesis,
Larsen syndrome, neurotrophic syndrome. At the
age of 4.5 months he entered the orphanage. From
the 5" month of life up to the present condition
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he had six cases of acute respiratory infection
(ARI) with complicated intake. He is fed every
two hoursthrough a catheter, a semi-customized
milk formula with conventional feed additives
appropriate for his age. He tolerates small
capacity of food, up to 60-80 ml. Between
feedingsthe child isnot calm, periodicaly cries.
The dlegpisnot deep, with the changed formula,
difficulty in falling asleep. An increase in body
weight over the last six monthsis 250 g.

Establishment of the degree of body weight
and height deficiency. The assessment of the
child'sphysical development wasdifficult dueto
the extremely small body weight (morethan 4 3)
and large deformations of the joints and bones
that influenced the accuracy of the measurement
of growth and required segment measurement,
taking into account combined muscle contractions
and spasticity [11].

Brock 2 index was 40 %, BMI 9.18. The
Z-scorefor body weight for the age representing
acute nutritional deficiency was"-" 6, a Z-score
for the growth for the age that indicated long-
term growth retardation secondary to chronic
nutritional deficiency, was "-" 12. The Z-score
for body weight on body length, evaluating the
harmony of the child's development, and proving
acute fasting, was "-3.5". The obtained data
confirmed extreme degree of nutritional
insufficiency (cachexia) and a significant
retardation in physical development.

Despite the apparent nutritional deficiency,
the Piney index was 19, thus indicating
proportionality between the growth rates, the body
weight and the circumference of his chest. That
is, withasymmetricdelay inall indicesof physical
development, the assessment may be
normotrophy, while the child has a severe form
of malnutrition.

That is why the child had criteria for the
diagnosis of severe chronic protein-energy
deficiency (ICD-10 — E43) in the form of extreme
expression of themain syndromes: trophic disorders,
edemadisorders, dysfunction of the nervoussystem
and adecreaseinimmunological reactivity.

Calculation of real energy and protein
intake. The child received 60 ml every two hours
with a break at night during the day10 times a
day, whichis600 ml per day. Composition of the
enteral substrate: 20 ml of anti-reflux formulaand
40 ml of the usua milk formula, during theillness
the addition of vegetables and cereals was not
provided due to a marked decrease in tolerance.
The actual intake of energy at a dose of 600 ml/
day was 100.5 kcal/kg, protein — 2.2 g/kg/day.

Calculation of physiological and actual needs
of the child in energy and protein according to
thedegree of nutritional deficiency 4,12. It should
be noted that calculation of physiological needs
should be based on the weight loss and certain
states that increase energy costs and it is
necessary to apply basic coefficients of the
amendments.

Thebasic energy requirement inall agegroups
increases because of inflammation, fever, chronic
cardio-pulmonary disease 4,5 . For children with
severenutritional deficiencies, the cal cul ation of
theinitial needsisbased ontheideal body weight
and height that corresponds to 50 %o per child's
actual age [2, 3, 8, 12]. This approach is
recommended by |eading nutrition committeesto
achieve catch-up growth.

Different equations are used to determine
basic needs in energy of infants, such as the
WHO, Schofield (W) and Schofield (WN)
equations. Calculation of the physiological energy
requirement according to the WHO
recommendations for the examined child is
189.6 kcal/day, Schofield (W) —207.59 kcal/day,
Schofield (WN) —384.55 kcal/day. Thisdifference
isdueto different approachesto datacomputation,
taking into account the presence of additional
factors that increase the outgoes of energy and
protein. That is why it is considered that the
Schofield (WN) equation is most appropriate in
determining the energy needs of infantswith the
presence of pathological conditions.

The evaluation of energy expenditure of this
patient revealed that the actual needs, taking into
account all coefficients, were 460.92 kcal/day
(115.23 kcal/kg/day), and were based on the
actual body weight, and not on the ideal one.
Calculating energy needsfor anideal body weight
givesmuch higher index —up to 140-150 kcal/kg.
However, considering theimpossibility of asharp
load and an increase in feed volume, the energy
demand was estimated at 115 kcal/kg during the
adaptation period.

Accordingto ESPHGAN recommendations,
protein needs for children with neurological
pathology are similar to healthy children [2] .
Exclusions are children with bedsores. The
additional administration of protein due to high
protein metabolism in enteric nutrition can be
reviewed in case of reduced level of albuminin
serum and urea, combined with high levels of
cognitiveimpairment.

High protein intake in children with severe
nutritiona deficiencies can haveanegative effect
on the function of kidneys and organs of the
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digestive tract. As aresult, the needs in protein
for children are set at 1.2-1.5 g/kg per day. The
actual intake of high quantity of proteinisdueto
the extremely low body weight of the baby and
does not require additional correction. For the
examined patient, the protein requirement is6 g
per day, in recount on the real body weight and
12-15 g per day for theideal body weight.

After determining the real energy loss, the
main issue for children with severe diseases of
the nervous system, especialy in combination with
another congenital somatic pathology, is to
determine the way to increase the energy supply
capacity. Most of these children have major
problems with the feeding process itself
(decreased capacity of the gastrointestinal tract,
intolerance to large volumes of food, lack of
oromotoric skills, etc.). For one-year-old children
the only solution isthe enrichment of breast milk
or the use of special formulas. In the world's
practiceit iscommon to administer one-year-old
patients specia productsof clinical nutrition with
alow risk of overloading fluid, eectrolytes, having
the ability to accurately calculate caloric intake
and dosage 13.

Since ESPGHAN recommendationsfor high
nutritional deficit and reduced tolerance to high
levels of food recommended the introduction of
ahigh-calorie polymer substrate (1,0 kcal/ml) [2],
it was decided to add the product of clinical
nutrition Infatrini (composition on 100 ml: proteins—
2.6 g, fats—5.4 g, carbohydrates—10.3 g), which
corresponded to these requirements.

The calculation of needs in relation to the
real child'sweight iscarried out at the beginning
of the adjustment of feeding during a certain
period of adaptation 4,14 . When the positive
effect and evaluation of the product's tolerance
arereceived, the recount of needsis performed
according to theideal body weight. Abrupt initial
hyperalimentation may worsen the state of a
child 14.

Regular assessment of the needs of the child
depending on thetime course of the body weight
and the correction of the enteric substrate
composition depending on the period of the outlet
fromthestate of nutritional deficiency (adaptation,
reparation, enhanced nutrition) is an extremely
important stage in the organization of nutrition.
Except taking into account the results of the
assessment and cal culation of dataon the physical
development of achild, clinica examination should
be conducted in children with implementation of
nutritional adequacy and specific signs of
insufficiency of theindividual componentsof food.

Children with a severe degree of protein-
energy deficiency have the greatest risk during
the first week since the start of the adaptation
periodinfeeding. Initial enteric feeding for infants
with severenutritional deficiencies(BMI lessthan
16 kg/m?, body weight loss morethan 15%) begin
with 75% of the needsin the nutrients 4,14 . In
caseof good tolerancetheinitial adaptation period
can be reduced to 5-7 days. Small volumes of
enteric isocaloric nutrition help avoiding fluid
loading.

During five days of life, the gradual
replacement of the enteric substrate with a
product of clinical nutrition was provided. At the
end of the week, the child assimilated 70 ml of
food, of which: 20 ml of anti-reflux formula,
50 ml Infatrini. The reception mode was left as
the previous one, namely 10 times a day. Thus,
480 kcal/day (120 kcal/kg/day), 16.2 g per day
protein was hold in the volume of the enteric
substrate, which the child tolerated well. Checking
the residual stomach contents in the child
indicated lack of residual volume. The child less
vomited which suggested the possibility of a
progressiveincreasein volumesof bolusnutrition.

During 10 days of specialized nutrition
administration the child increased body weight by
100 g. After 5 days of receiving an adjusted
nutrition, the child became calmer, for alongtime
he could observethe staff or toys, showed interest
in environment, sleep duration increased after
feeding. The child was discharged from the
hospital and returned to the orphanage with further
recommendations in accordance with the rates
of increase in volume and changes in the
composition of the enteric nutrition.

Recommendations for the organization of
further nutritional support included the
maintenance of a high level of energy supply
during thereparation period (120 kcal/kg/day) with
the progressive transfer of energy needs for the
ideal body weight. In future, thechild will haveto
undergo along period of intense feeding with a
possibleincreasein energy intaketo 130-145 kcal/
kg/day, introduction of other food products
(vegetables, cereals and fruits), an increase in
the single volume of food.

The way and methods of administration of
the enteric substrate are also crucial aspect of
the organization of feeding for theexamined child.
Dangerous swallowing with constant aspiration
pneumonia requires adjustment of gastrostoma,
adminigtration of proton pumpinhibitorsand active
speech therapy with sensomotor therapy for the
improvement of thefunction of the orofacial zone.
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Conclusions. Children of the palliative group
have ahigh risk of nutritional deficiency, both of
alimentary nature and dueto insufficient digestive
problems. Deep protein-energy insufficiency in
children with combined neurosomatic pathol ogy
can be corrected by carefully calculating the
actual energy and protein needs and the
gppointment of speciaized clinica nutrition (1 keal/
ml). Infants of the palliative group, deprived of
parental care and who are in orphanage, have
the greatest risk of developing nutritional deficits.

Lack of a standardized approach to feeding
such children, lack of qualified staff and insufficient
financia support have extremely negative effects
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Cystic fibrosis related diabetes (CFRD) — is the most common comorbidity in people with
cystic fibrosis , occurring in 20% of adolescents and 40-50% of adults. According to the
Guidetothe Development of Children's Palliative Care Services life-limiting conditions may
be delineated at four broad groups. Cystic fibrosis is a problem from group 2 — conditions
wherethere may belong periods of intensive treatment aimed at prolonging lifeand allowing
participation in normal childhood activities, but premature death is still possible.

Basic aspects of CFRD were discussed, such as cause of the disease, genetic defects,
differential diagnosis and principles of treatment. Two clinical cases of pediatric CFRD
patients resented to highlight problems of management in terms of potential palliative care.
According to our observations, patients with the CFRD, unfortunately, are perceived as
patients with cystic fibrosis with no clear attention to diabetes. Both of them were presented
with pure diabetes control due to unclear understanding CFRD with concomitant diet
incompliance, irregular records, missed insulin injections, exercising limitations.

We concluded that CFRD patients must be assessed by members of multidisciplinary team
at CF centers, working by the principle of palliative care. There is necessary since the
moment of CF diagnosing to involve endocrinologist and dietician due to of endocrine
problems. Psychologist, social worker and well-trained educators are necessary to increase
awareness of the CF comorbidities problem.

Key words: Cystic fibrosis, cystic fibrosis related diabetes, pediatric palliative care,

multidisciplinary team.

Palliative care is an approach that improves
the quality of life of patients and their families
facing the problem associated with life-threatening
illness, through the prevention and relief of
suffering by means of early identification and
impeccabl e assessment and treatment of pain and
other problems, physical, psychosocial and
spiritual (WHO, 1998) [1].

Palliative carefor children and young adults,
defined as the "active, total care" of a young
person'sbody, mind, spirit, and family, fromlife-
limiting diagnosisuntil death, isaninternationally
recognized priority [2].
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There is a limited access to the pediatric
palliative careinlow- and middle-income countries
[3]. It'sclear asthe growing demand for palliative
care, coupled with financial constraints, demands
asustainable public health approach. That'swhy
WHO emphasisthat palliative careisacomponent
of integrated treatment throughout thelife course
and demand ahierarchical approach to structure
of relevant healthcare service with
multidisciplinary management [4]. Inthisway, the
first book in pediatric palliative care for doctors
and other trainees published in Ukraine looks as
aserious progressin the field [5].

Life-limiting conditionsmay be delineated at
four broad groups[6]:

» Group 1. Life-threatening conditions for
which curative treatment may be feasible but can
fail. Palliative care may be necessary during
periods of prognostic uncertainty and when
treatment fails. Children in long-term remission
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or following successful curative trestment are not
included. Examples include cancer, irreversible
organ failure of heart, liver, or kidney.

» Group 2. Conditions where there may be
long periods of intensive treatment aimed at
prolonging lifeand dlowing participationinnormal
childhood activities, but premature death is till
possible. Examples include cystic fibrosis and
muscular dystrophy.

» Group 3. Progressive conditions without
curative treatment options, for which treatment
isexclusvely paliative and commonly may extend
over many years. Examples include Batten's
disease and the mucopolysaccharidoses.

» Group4. Conditionswith severeneurological
disability, which may cause weakness and
susceptibility to health complications, and may
deteriorate unpredictably, but are not usually
considered progressive. Examplesinclude severe
multiple disabilities such asthose that can follow
brain or spinal cord injuries (including some
children with severe cerebra palsy).

Cystic Fibrosis (CF) ICD-10: E84.0, E84.1,
E84.8, E84.9; ORPHA: 586; OMIM: 219700 —is
the most common genetic disorder among
Caucasian children. Theincidence varies between
populations: the condition is considerably less
common inAsian and African populationsthanin
thewhite popul ationsof Europeand NorthAmerica,
with variation within each country. The exact
prevalence in Europe is unknown, but estimates
range between 1/8,000 and 1/10,000 individuals.

CFischaracterized by dterationsinthe CFTR
protein, which plays arole in the regulation of
transmembrane hydro electrolytic flux. Alterations
intheproteinlead to changesin the characteristics
of exocrine excretions. An absence of functional
CFTR in the epithelial cell membrane leads to
the production of swesat with a high salt content
(associated with a risk of hyponatremic
dehydration) and mucus secretions with an
abnormal viscosity (leading to stasis, obstruction
and bronchial infection). Cystic fibrosis is a
monogenic autosomal recessive disease caused
by mutationsin the CFTR gene (chromosome 7).
More than 1250 mutations have been reported.
Nearly 70% of all cases are caused by the delta
F508 alele, with 30 other mutations accounting
for a further 20% of cases. There is no clear
correlation between genotype and phenotype. In
addition to the allelic heterogeneity and the
occurrence of multiple mutations in the same
gene, awiderangeof other factorsmay influence
the phenotype, including the environment and
disease modifying genes[7].

Certain CFTR genotypes that cause
completelack of protein function, such asdelF508
(also referred to as F508del, p.Phe508del, or
¢.1521 1523delCTT), carry a much higher risk
of pancreatic problems than do genotypes that
partialy spare protein function[8, 9].

Cydtic fibrosis related diabetes (CFRD) —
isthe most common comorbidity in people with
cystic fibrosis (CF), occurring in ~20% of
adolescents and 40-50% of adults [10].

The primary cause is a relative insulin
deficiency related to destruction of pancreatic
isets. Insulin resistance aso may play arole,
especially in association with acute exacerbations
or chronic progression of pulmonary disease[11].

Defective CFTR function reducesthevolume
of pancreatic secretions, predisposing to plugging
of small ducts, and increases acidity, promoting
premature activation of digestive enzymes[12].

Abnormal glucose tolerance is notably
prevalent among young children with cystic
fibrosis. Children with cystic fibrosis lack the
normal increase in insulin secretion that occurs
inearly childhood despiteincreased glucose. Thus,
glycemic abnormalitiesbegin very early in cystic
fibrosis, possibly because of insufficient insulin
secretion. [13].

Cystic fibrosis-related diabetes is a distinct
form of diabetes mellitus that is an important
complication of cydticfibrosis. It isdifferent from
either type 1 or type 2 diabetes mellitus, but shares
features of both [14].

There are common features between CFRD
and both type 1 and type 2 diabetes (table 1).

Since the cause of diabetes associated with
CF is insulinopenia due to damage to the
pancreatic tissue, the main method of treatment
isreplacement insulin therapy. Thelong-term use
of beta-cell-stimulating drugs is still limited.
Patientswith CFRD are susceptibleto early onset
of chronic complications of diabetes, and
therefore require appropriate regular follow-up
[16]. On the other hand, better glycemic control
isassociated with better respiratory function and
lesscommon infections[17].

On the one hand, CFRD is a violation of
carbohydrate metabolism, which requires
compliance with diet, exercise and insulin
replacement therapy. Dietary recommendations
for CFRD includeindividualized based reginens
[18]. On the other hand, CFRD is one of the
symptoms of cystic fibrosis with a high risk of
premature death due to the rapid progression of
pulmonary dysfunction, which requiresintensive
long-term therapy. Thus, Patients need to comply
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Table 1l

Differential diagnosisof CFRD [15]

Characteristics Type 1. Diabetes

Type 2. Diabetes CFRD

alleles including
HLA class Il

Age of onset Young Predominantly in adults Young

Onset Acute Gradual Gradual

Islet antibodies Present Absent Usually absent

Genetics Multiple susceptibility Polygenic association Most common in patients with

with more than 20 gene
variants

homozygous Phe508del mutation
of CFTR.

Possible association with TNF,
HSP60 and chaplain 10.

Insulin secretion Eventually absent

Diminished

Gradual deterioration

Insulin sensitivity Variably decreased

Severely diminished

Diminished (severely during acute
exacerbations)

Propensity to ketoacidosis No

Yes

No

with the diet, constant respiratory therapy and
insulininjections.

Obviously, children with CFRD and their
families need permanent social and psychol ogical
support. It'sareason for the creation of volunteer,
parental and patients' organizations. Recent
studies show that paliative care and intensive
care do not exclude each other in CF patients.

We analyzed the medical records of two
pediatric patientswith CFRD to highlight problems
of management intermsof potentia paliativecare.

Clinical case # 1

The girl V., at the age of 3 weeks was
diagnosed an acute pneumonia followed by
several exacerbations for next months. After the
examination, at the age of 8 months she was
diagnosed with cystic fibrosis, pulmonary-
intestinal form, severe course (genotype del F508).

The exacerbations occurred once a month,
except for the summer months. At the age of
9years, thechild devel oped polydipsia, polyphagia,
polyuriaand CFRD was diagnosed. Basis-bolus
regiment of Insulin treatment (Novo Rapid and
Levemir) used to compensate hyperglycemiawith
an average dosage 1.07 U/kg/24h. Diabetes
control was not satisfactory.

At the age 15y.0. against the background of
diabetes, number of CF exacerbations increased
up to 8-10 times per year. Inflammatory process
was more protracted with no response at massive
antibacterial and enzymatic therapy. There was
accelerated lung function deterioration — FEV 1
decreased from 51 % to 30 % on spirometry [19],
whichisprognostically unfavorablefor CF patients
according to the literature as FEV lis a well-
established predictor of survival in CF[20, 21].

Her physica development wasdisharmonious:
weight —38 kg, height — 146 cm (-2.3 SD), BMI —
17.82 kg/m? (15 percentile). Puberty — Tanner
stage 1. Thus, girl presented with the short stature,
underweight and delayed puberty. Fluctuationsin

blood glucose from 3.0 mmol/l to 20.0 mmol/l,
HbA1 level — 8.6 %.

Clinical case # 2

The boy A was diagnosed with CF at the age
4 years. At the age 14 y.0. hewas hospitalized to
thelCU dueto vomiting, thirst and polyuria, where
CFRD was established when hyperglycemiawith
random blood glucose 17.9 mmol/l revealed.

After 6-month CFRD was diagnosed, he
admitted clinic dueto pneumoniawith atel ectasis.
Portal hepatic fibrosisrevealed aswell. Diabetes
control was not satisfactory dueto problemswith
self-control. Thereweredifficultieswith diet and
diary records. Fluctuationsin blood glucosefrom
4.1 mmol/l to 21.1 mmol/l, HbA1 level —8.9 %.
Basis-bolusregiment of Insulintreatment (Actrapid
and Protaphane) used to compensatehyperglycemia
with an average dosage 0.92 U /kg/24h.

At the moment of admission his physical
development wasdisharmonious; weight —32.5kg,
height — 151 cm (-2.5 SD), BMI — 14.25 kg/m?
(< 5 percentile). Puberty — Tanner stage 1.
Asthenic body composition and clubbing fingers
attracted attention during inspection (fig. 1, 2).

Patients had different course of CF and
CFRD — patient #2 had later onset of CF and
CFRD aswell. In both cases, patientshad delayed
physical development (both short stature and
underweight) and puberty. Both of them were
presented with pure diabetes control due to
common problemslisted below:

 diet incompliance (wrong or absent
calculation of bread unitsfor carbsintake control;
irregular records);

« insulin injections (which were missed time
totime);

 exercising limitations due to impaired
respiratory function;

« unclear understanding that DM isaserious
complication of CF, which is an independently
potentially life-threatening problem.
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Figu?e' 1. General appearance of 14 y.o.
mal e patient with CFRD

Figure 2. Clubbing of fingers of 14 y.o.
mal e patient with CFRD

Specific approach to management is
recommended for CF and DM separately. So
combination of respiratory therapy, insulin and diet
are indicated for the patient with CFRD.
Regardless of DM type, it is prognostically
unfavorable for the complications. Thus, in
patientswith CFRD acute diabetic complications
are associated with bad glucagon response to
hypoglycemia [22]. They also have a brisk
catecholamine response and normal hypoglycemia
awareness. Meanwhile, severe hypoglycemiais
lesscommon in CF than in Type 1 diabetes [23].
Diabetic microvascular complications occur in
CFRD, athough the prevalence of retinopathy
and nephropathy appearsto belessthan that found
in other forms of diabetes[24].

According to our observations, patientswith
the CFRD, unfortunately, are perceived aspatients
with cystic fibrosis. Thereis alack of a unified
system of care for such children, which leadsto
difficulties in attracting the patient's family to
work inthe school of diabetes. Asaconsequence,
these children do not adhere to the recommended
diet, glycemic control, which affects the level of

glycemic control andisespecially aggravated by
such factorsastherestriction of physical activity.

Our datamatchesresults of other researchers,
who emphases on problems with patient and
parent perceptions of the diagnosis and
management of CFRD. Accessibility of the health
care team is imperative for most patients.
Patients valued that their health care team not
only recognized how important it was for the
CFRD regimen to fit into their lives, but also
hel ped them come up with strategiesto integrate
it. It is important to find physicians who were
knowledgeable about both CF and diabetes.
According to the data, improvement in lung
function associated with better diabetes control
was motivating for patients[25].

There is no specific correction of nutritional
status, growth and puberty for the CFRD.
Meanwhile, endocrinologist and dietician are
necessary members of multidisciplinary team as
might early manage the named problems.
Dietitians/nutritionists of the CF center are
responsiblefor therecommendationsand education
of patients and their caregivers on the basic
principlesof dietin CFand CFRD. Some of them
are: determining nutritional reguirements and
meeting these requirements at different stages
of the disease, pancreatic enzyme replacement
therapy, vitamin and mineral supplementation etc.
Age-specificrecommendations, plansfor nutritiona
intervention and nutritional care, appropriate to
the nutritional and clinical status, should be
developed. Process of patients' education is a
continuous and evolving process[26].

The same nutritionist should provide patient
counseling both at the inpatient and outpatient
stagesof trestment to ensure continuity of care[27].

Conclusions

Complex of endocrine disorders aggravates
the patient'squality of life, worsensthe prognosis
of the disease, leadsto disability and isthe basis
for an additional increase in the number and
duration of hospitalization.So endocrinologist,
dietician must be a full members of CF
management team since the moment of CF
diagnosing. It is necessary because of risk of
delaying physical development and puberty, as
well as due to potential CRFD onset.

On the other hand, there are lot of
psychological problemsand social issuesrelated
to CFRD such as pure problem awareness of
patients parents and, unfortunately, healthcare
specialists. There is necessary to involve
psychologist, social worker and well-trained
educators into the team.
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Thus, CFRD patients must be assessed by  structureof palliative care of subjectswith chronic
membersof multidisciplinary team at CF centers,  diseases. Algorithm of specific multidisciplinary
working by the principleof palliativecare. Besdes  surveillanceisapromising areaof palliative service
CFRD patientsrequiresadditional attentioninthe  development inlow- and middleincome countries.
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TREATMENT OF CHRONIC PAIN IN CHILDREN
WITH ONCOLOGICAL DISEASES
(CASE REPORT)
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Abstract. Acute myeloid leukemiaaccountsfor about 4.2% of all formsof cancer in children
and adolescents. Significant progress has been made in the treatment of oncohematol ogical
pathology in recent years, especialy in the treatment of lymphoblastic leukemia (survival
rate is up to 80%). However, unsolved problems remain in many diseases, in particular in
myeloid leukemia, in which the surviva rate is 38-41%. In this regard, the most critical
issue is the provision of care for children with an unfavorable prognosis with malignant
neoplasms. The death of a child is always incredibly difficult to accept, but understanding
the feelings that causes death can help find the right approach to proper organization and
provision of carefor critically ill patients at the end of life.

Key words: chronic pain, children, palliative care, oncological blood diseases.

"Heal sometimes,
heal often, comfort always"
Ambroise Paré 1510-1590

Relevance. Acute myeloid leukemia
accounts for about 4.2% of all forms of cancer
in children and adolescents. Significant progress
hasbeen madein thetrestment of oncohematological
pathology in recent years, especially in the
treatment of lymphoblastic leukemia(survival rate
is up to 80%). However, unsolved problems
remainin many diseases, in particular in myeloid
leukemia, in which the survival rate is 38-41%.
In this regard, the most critical issue is the
provision of carefor children with an unfavorable
prognosis with malignant neoplasms. The death
of achildisawaysincredibly difficult to accept,
but understanding the feelings that causes death
can help find the right approach to proper
organization and provision of carefor criticaly il
patients at the end of life.
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Clinical case

A 12-year-old child M. was brought to the
hematol ogical department with diagnosis: acute
leukemia, myeloid variant MO, undifferentiated,
second bone marrow relapse.

According to his medical history the child
received polychemotherapy for acute myeloid
leukemia for 6 months as part of the OML-95
program (chemotherapy protocol for the
treatment of myeloid leukemia). After the main
therapy, the child's condition improved, clinico-
hematol ogic remission was achieved and the child
was discharged home.

After 3 months the child's condition
deteriorated sharply: he developed intoxication
and hemorrhagic syndrome, in connection with
which the child re-entered the hospital and was
diagnosed with bone marrow relapse. Asaresult,
palliative chemotherapy was started, in view of
the non-curability of this case. | chemotherapy
block was effective and the child was diagnosed
with Il clinical-hematol ogic remission (absence
of blast cellsinthe periphery and lessthan 5% in
the bone marrow). After 28 days, the condition
deteriorated sharply (due to toxic-septic state,
DIC syndrome) secondary to the second bone
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marrow relgpsein connection withwhich paliative
chemotherapy was continued.

Psychological aspectsof theclinical case: the
child was with the parents when the child was
admitted and diagnosed, the diagnosiswas made
onthethird day of the patient'sstay inthe hospital,
which was communicated to the parents and the
patient in the presence of the attending physician
and the head of the department. It was also
reported that the child entered a high risk group
with a38-41% survival rate. Parents of the patient
took thisinformation negatively, becausethey had
an opportunity to observe patients in the
department who received chemotherapy, and the
results of the therapy were evident in these
patientsin theform of "Cushing's', alopeciaand
more serious complications. However, through a
deep conversation with the mother of the child,
the medical staff of the department managed to
convincethe expediency of protocol therapy. On
the 15th day of chemotherapy, bone marrow
remission was obtained, and the parents reacted
positively to the continuation of therapy.

At the same time, parents had confidence in
themedical staff. Whilethe child wasundergoing
chemotherapy, the department wasvisited as part
of the delegation of the "GLOBAL 2000"
sponsorship fund, specialistsin oncohematology
from GermanyHe said: "Your child has no
chances. Keep up your spirit!" After that the
mother of the child refused to care for him and
the child was transferred to the intensive care
unit, where he spent the last days of his life,
without relatives.

In recent decades, great advances have been
made in the treatment of children with
oncohematological diseases [4, 5]. Despite the
use of intensive modern chemotherapy programs,
complex treatment, acertain part of childrenwith
oncology is recognized as incurable at a certain
stage, and therapeutic measures are directed not
at attemptsto completely cure the patient, but to
alleviate his condition. It is extremely important
to develop a strategy for care at the end of a
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CATAMNESTIC OBSERVATION OF CARDIOVASCULAR STATUS
IN PRETERM INFANTS
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Toidentify peculiaritiesof the diastolic function development of the heart ventriclesin preterm
infants following clinical and instrumental examination in the neonatal period and in the
process of catamnestic observation the study involved examination of 244 preterm infants
at gestation age from 26°7 to 377 weeks. Control group comprised 100 healthy full-term
infants. The study showed that peculiarities of the development of diastolic function of the
heart ventricles in prematurely born children included diastolic dysfunction by the type of
delayed relaxation, which istypical for the fetus, until the child reaches the postconceptual
age of 3941 weeks. Normalization of the diastolic function of the heart ventricles occured
in 46/61 (75.41 + 5.51%, p = 0.1:10°) prematurely born children to 5-6 months of actual
age, in 15/61 (24.59 £ 5.51%) children to 6-8 months of actual age. Spontaneous closure of
open oval window up to the age of 1 year occurred in 22/32 (68.75 + 8.19%, p = 0.009)
full-term newborns and in 21/61 (34.43 + 6.08%) preterm infants. Hemodynamically
significant patent arterial duct in 58.82 + 11.94% of children spontaneously closes during
the first three months of life. The incidence of myocardial dysfunction in newborns from
mothers with extragenital pathology increased to 89.39 + 3.79% versus 76.67 + 5.46%, p = 0.046
children born from healthy women. The presence of extragenital pathology in mothers,
including cardiovascular disorders, is a risk factor for the development of cardiovascular

diseases in preterm children.

Key words: preterm infants, myocardial dysfunction, catamnesis.

The transition from fetal to extrauterine life
is the most complex physiological process of
adaptation of the newborn. The beginning of
independent breathing resultsin radical changes
not only in the respiratory tract, but also in the
cardiovascular system [1], which is associated
with changes in pressure in heart chambers, the
direction of blood flow on the level of fetal
communication, aswell asin remodeling of heart
chambers and great vessels due to changes in
hemodynamic load. Preterm labor causes
difficultiesin adaptation of prematureinfants[1],
triggering a delay in neonatal remodeling of
intracardiac and systemic hemodynamics. An
instance of blood circulation adaptation
impairment after birth is persistent pulmonary
hypertension [2]. Issues of the development of
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diastolic function of heart ventricles and
interpretation of the rate and time parameters
according to echocardiography data remain
urgent not only inthe neonatal period[3, 4, 5, 6],
but during thefirst year of life.

Proper assessment of hemodynamic state and
detection of myocardia dysfunctionin newborns
enables promptly diagnose the first signs of
cardiovascular involvement, even as early as at
preclinical stage. Polymorphism and nonspecific
clinical manifestations of cardiovascular
mal adaptation creste certain diagnogtic challenges
that can only be solved with time, in the process
of catamnestic observation.

The purpose of the study: to identify
peculiaritiesof the diastolic function development
of the heart ventriclesin preterm infantsfollowing
clinical and instrumental examination in the
neonatal period and inthe process of catamnestic
observation.

Object and methods of the study: The
study involved examination of 244 preterminfants
at gestation age from 26°7 to 37%7 weeks. The
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newbornsweredividedinto thefollowing groups:
Group 1 (<28 weeks — extreme degree of
prematurity) — 25/244 (10.25 + 1.94%), Group 2
(28>"— 3157 weeks — very early preterm infants) —
40/244 (16.39 = 2.37%), Group 3 (32%7"-
33%7 weeks — early preterm infants) — 61/244
(25.0 £ 2.77%), Group 4 (34%"— 3657 weeks —
"late preterm infants') — 118/244 (48.36 + 3.2%)
children. "Late preterm infants' was the most
numerousgroup, whichwasassociated with generd
satistical data[7]. Giventhat "late preterminfants’
have a higher level of short-term morbidity
compared to full-term children[8], thisgroup was
analyzed separately.

Control group included 100 healthy full-term
newborns, with uneventful early neonatal period.

The study implied assessment of medical
histories, clinical and laboratory-instrumental
examination of childreninthe neonatal period and
at theage of 3, 6, and 12 months of the actual age.

Doppler echocardiography (DECG) was
performed using ultrasound scanner
"MyLab25Gold" manufactured by "Esaote” (Italy)
with determination of indices characterizing the
systolic and diastolic function of theventriclesin
accordance with the recommendations for
neonatologist performed echocardiography in
Europe: Consensus Statement endorsed by European
Society for Pediatric Research (ESPR) and the
European Society for Neonatology (ESN) [9].

Statistical processing of the datawas carried
out using SPSS Statistics 17.0 and STATISTICA-
10 software. Comparison of the studied groups
by quantitativefeatureswas carried out using the
Mann-Whitney and Student criteria. For qualitative
signs, statistical significance of the differences
was checked by nonparametric criteria: %2, the
exact Fisher criterion with calculation of the
value. The value of p <0.05 was taken for the
threshold of statistical significance.

Results of the study and their discussion.
Assessment of obgtetric history showed pathologica
course of pregnancy (threstened abortion, placental
dysfunction, antenatal distress of the fetus,
premature rupture of membranes) in 68/105
(64.76 + 4.66%, p = 0.00001) women. Multiple
pregnancy occurredin 19/105 (18.1 + 3.76) women.
Two triplets and 17 twins were born.

Extragenital pathology was found in 54/105
(51.43 + 4.88%, p=0.38) of women. Exacerbation
of chronic pyelonephritis was observed most
frequently (16/105 (15.24 + 3.51%). Allergic
diseasesand bronchid asthma, which complicated
the course of pregnancy, were diagnosed in 3/105
(2.86 £ 1.63) mothers. Gastrointestinal diseases

(chronic gastritis, duodenal ulcer, chronic
cholecystitis) werefoundin 6/105 (5.71% + 2.26%)
women, endocrinepathology (primary hypothyroidism,
medi cation compensated, obesity) in 3/105 (2.86
+ 1.63%) of women. The course of pregnancy
secondary to anemia of mild and moderate
severity was reported in 16/105 (15.24 + 3.51)
mothers. The study showed that extragenital
pathol ogies complicated the course of pregnancy
in 40/55 (72.73 = 6.01%, p = 0.036) women.
Every fourth woman, 22/105 (20.95 + 3.97%),
had compromised heredity for cardiovascular
disease, and almost every fourth one 18/105
(17.14 + 3.68) had cardiovascular pathology. More
often, cardiovascular pathology was registered
in mothers of newbornswith extremely low birth
weight (11/30 (36.67 + 8.8%)) and mothers of
newbornswith very low birthweight (9/28 (32.14
+ 8.83%, %> = 14.672, p = 0.001)) compared to
mothers of low birth weight children (5/68 (7.35
+ 3.16%).

After birth, 92/126 (73.02 + 3.95%, p=0.3-10™)
of preterm infants were diagnosed with infant
respiratory distress syndrome (IRDS) and / or
74/126 (58.73 £ 4.39%, p= 0.01) asphyxiaat birth,
with clinical and laboratory and instrumental
confirmation. Besides, 43/103 (41.75 + 4.86%)
newbornswere shown to have hypoxic-ischemic
impairment of the central nervous system and 23/
126 (18.25 + 3.44%) of children were somatically
healthy - these were children at gestation age of
32.28 + 0.95 weeks.

Clinical examination of preterm childrendid
not reveal specific Sgnsof myocardia dysfunction.
It showed microcirculatory disordersintheform
of marble hue of the skin in 69/103 (66.99 +
4.63%, p=0.000005) newborns, periora cyanosis
in 29/103 (28.16 + 4.43 %), tachypneain 66/103
(64.08 £ 4.73%, p = 0.0002), participation of
auxiliary musclesin the act of respiration in 28/
103 (27.18 + 4.38%) patients. Theseclinica signs
more often testified to the presence of respiratory
disorders and microcirculatory disorders
secondary to perinatal damage to the central
nervous system.

Auscultation of the heart showed systolic
noiseinthe 2"-3 intercostal spaceto theleft of
the sternum in 37/126 (29.37 + 4.06%) preterm
children which intensity depended onthe presence
of patent arterial duct, itsdiameter, aswell asthe
time course of IRDS and the mean pressure in
the pulmonary artery.

Accordingto LeoneA, ErsfeldP. et al. (2012)
the "late preterm infants" are a specia group for
the development of medical complicationsat the
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stage of postpartum adaptation [8], which is
important for assessing and identifying the
features of hemodynamic adaptation in the
neonatal period.

The study involved examination of 118/244
(48.36 £ 3.2%) "late preterm" newborns at
gestation age from 3497-36%" weeks. Multiple
pregnancy was observed in 29/88 (32.95 + 5.01%)
women, of whom 28/29 (96.55 + 3.39%, p =
0.000001) had twins, one woman had triplets.
Pathological pregnancy occurredin 68/88 (77.27
+4.47%, 8 =0,5-10™) women. Moreover, 24/88
(27.27 = 4.75%) of women had premature rupture
of membranes and 12/88 (13.64 + 3.66%) had
preeclampsia. Antenatal distress and fetal
development delay syndrome were recorded at
the same frequency, namely 4/88 (4.55 + 2.22%)
of pregnant women, and the same frequency was
associated with placental dysfunction and
abnormal changesintheamount of amniotic fluid
(oligohydramnios, polyhydramnios) in6/ 88 (6.82
* 2.69%). Placenta previa was observed in 4/88
(4.55 £ 2.22%) mothers. The threat of preterm
delivery wasregistered in 40/88 (45.45 + 5.31%)
mothers.

Extragenital pathology was diagnosed in 60/
88 (68.18 £ 4.97%, p = 0.000007) women.
Chronic infectious pathology was the most
common, namely chronic pyelonephritisin 18/88
(20.45 + 4.3%) and chronictonsillitisin 2/88 (2.27
+ 1.59%); exacerbation of bronchial asthma
occurred in two women. Endocrine pathology
(primary medically compensated hypothyroidism,
obesity) wasfoundin 8/88 (9.09 + 3.06) mothers.
Pregnancy in patients with anemiawas observed
in 7/88 (7.95 + 2.88%) of mothers. One woman
had apast history of acutelymphaoblastic leucosis.
Varicose disease of thelower extremitiesoccurred
in 6/88 (6.82 + 2.69%) women. Cardiovascular
diseases (arterial hypertension, secondary
cardiomyopathy, congenital heart defect, heart
rhythm disorders and vegetative-vascular
dysfunction) were observed in 25-88 (28.41 +
4.81%) mothers. A statistically significant
relationship was found between the presence of
cardiac pathology in a mother and the presence
of 27/67 (40.30 £ 5.99%, p = 0.024) of myocardial
dysfunctioninachildintheearly neonatal period.
Each third woman (28/88 (31.82 + 4.97%)) had
a comorbidity of somatic pathology, which
complicated the course of pregnancy.

According to the results of the clinical and
instrumental examination, 30/118 (25.42 + 4.01%)
of "late preterm" infants had clinical problems
suchasIRDS, in21/30(70.0 + 8.37%, p = 0.007),

moderate degree of asphyxiaduring labor in 10/
30 (33.33 £ 8.61%, p = 0.03) children, and 5/30
(16.67 = 6.8%) newborns had a delay in
intrauterine development.

"Late preterm" infantswere not found to have
specific signs of cardiovascular maladaptation.
Themost common wereclinical signstypical for
IRDS and asphyxia during labor. Auscultation
detected systolic noisein 109/118 (92.37 + 2.44%,
p = 0.00001) newborns, of whom 91/118 (77.12
+ 3.87%, p=0,3:10%) in a.pulmona e dueto the
presence of patent arterial duct and / or minimal
physiological reverseflow inthe pulmonary arterial
valves.

Doppler echocardiography showed that the
formation of diastolic function of the heart
ventricles in healthy full-term neonates occurs
during the first week of life. Parameters of
diastolic flow in newborns in the early neonatal
period have a phase redistribution: with the
prevaenceof early diastolicfilling and amoderate
increase in theratio of early and late transmitral
flow for the left ventricle; with predominance of
theatrial component for the right ventricle [4].

Myocardia dysfunction was registered in
105/126 (83.33 + 3.32%, p=0.7-10*) of preterm
children. Extragenital pathology in amother was
shown to be associated with an increase in the
percentage of myocardial dysfunction incidence
in newborns to 89.39 + 3.79% versus 76.67 +
5.46%, p = 0.046 children born from healthy
women. Clinically important is the fact that the
risk of developing myocardia dysfunction in
children whose mother had arisk of abortion was
57/105 (54.29 + 4.86%, p = 0.01). Diastolic
dysfunction of the heart ventricles was recorded
most commonly, in 80/105 (76.19 + 4.16%, p =
0.3:10'?). In 45/105 (42.86 + 4.83%) of
newborns, aviolation of the systolic function of
theright ventricle(mainly in children a gestational
agefrom 24 to 31 weeks) wasdiagnosed ininfants
with respiratory distress, severe asphyxiaduring
labor or prosthetic repair of externa breathing
function. Systalic dysfunction of theleft ventricle
was diagnosed in 16/105 (15.24 + 3.51%) of
prematurely born children.

Doppler echocardiography showed myocardial
dysfunction in 67/118 (56.78 + 4.56%), "late
preterm” newborns, statistically more ofteninin
those born from mothers with extragenital
pathology (51/67 (76.12 + 5.21%, p = 0.1-107)).
Diastolic dysfunction wasfound in 63/118 (53.39
+ 4.59%) of the "late preterm" neonates. left
ventricular in 25/63 (39.68 + 6.16%) and
biventricular in 38/63 (60.32 + 6.16%). The left
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ventricular systolic dysfunction was detected in
12/118 (10.17 £ 2.78%) newborns and right
ventricular in 34/118 (28.81 £ 4.17%)).

High incidence of diastolic dysfunction can
be attributed to the fact that type 1 myocardia
dysfunction (delayed relaxation) is more typical
for fetal heart ventricles. Its presence can be
explained by the systemic intrauterine functioning
of the right ventricle in the absence of a
hemodynamic load on theleft ventricle[10]. Our
independent studies have found that a neonatal
myocardium in apremature baby showsfeatures
of the diastolic function of the heart ventricles,
whichistypical for thefetusuntil postconceptual
age of 3941 weeks. In future, the diastolic
functionin preterminfantsisnormalized and does
not differ from the normal values of full-term
infants by the rate and time parameters.

Systolic dysfunction of the heart ventricles
was detected in newborns with respiratory
disordersand/ or asphyxiasecondary toinsufficient
hemodynamic adaptation of the left ventricle to
theload.

After discharge from the perinatal center at
the age under 12 months of the actual age,
93 children were examined, of whom 61 were
preterm and 32 were healthy children of the
control group. They underwent follow-up
examination: in theinterval of 1 month, 3, 6 and
12 months of actual age. Given the fact of
premature birth, morphofunctional immeaturity, the
time of stabilization of diastolic function in
prematurely born children and "late preterm
infants" was different from that of newborn
babies. Rate and time indices were found to
normilizein 46/61 (75.41 + 5.51%, p=0.1-10-6)
prematurely born children from 5-6 months of
actual age, indicating the normalization of diagtolic
function, in 15/ 61 (24.59 + 5.51%) children to
6-8 months of actual age.

Hemodynamically significant open arterial
duct wasdiagnosedin 17 children with extremely
low and very low birthweight. All patientsinthis
group were found to have disturbances in the
diastolic function of the left and right ventricles
of the heart by the type of delayed relaxation. In
10/17 (58.82 + 11.94%) patients, spontaneous
obliteration of the duct occurred at the end of the
third month of life (from 31 to 68 days of life)

References

with gradual normalization of thediastolic function
of the ventricles in the heart at the age of 6-8
months of actual age.

Open oval window functioning was
established in 100% of newbornsin the neonatal
period: the diameter in Group 1 childrenwas 2.7
+ 0.5 mm, Group 2 and 3—3.5 + 0.3 mm, Group
4 - 3.5 £ 0.4 mm. Spontaneous closure of open
oval window in newborninfantsoccurred up to 6
months of lifein 10/32 (31.25 + 8.19%) and 12/
32 (37.5 + 8.56%) children up to 1 year.
Spontaneous closure of open oval window in
prematurely born children under oneyear of age
occurred in 21/61 (34.43 £ 6.08%). The study
showed that the size of open oval window did not
depend on gender, weight at birth, gestation
period.

Conclusions:

1) The peculiarities of the development of
diastolic function of the heart ventricles in
prematurely born children included diastolic
dysfunction by the type of delayed relaxation,
which is typical for the fetus, until the child
reaches the postconceptual age of 39-41 weeks.

2) Normalization of the diastolic function of
the heart ventricles occurred in 46/61 (75.41 +
5.51%, p = 0.1-10°) prematurely born children
to 5-6 months of actual age, in 15/61 (24.59 +
5.51%) children to 6-8 months of actual age.

3) Spontaneous closure of open oval window
up to the age of 1 year occured in 22/32 (68.75 +
8.19%, p = 0.009) full-term newbornsand in 21/
61 (34.43 £ 6.08%) preterm infants.

4) Hemodynamicdly significant patent arterial
duct in 58.82 + 11.94% of children spontaneously
closes during thefirst three months of life.

5) The incidence of myocardial dysfunction
in newborns from mothers with extragenital
pathology increased to 89.39 + 3.79% versus
76.67 = 5.46%, p = 0.046 children born from
healthy women.

6) The presence of extragenital pathology in
mothers, including cardiovascular disorders, isa
risk factor for the development of cardiovascular
diseases in preterm children, which requires
dynamic monitoring and monitoring of
hemodynamic statusfor timely correction of the
revealed changes.
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PECULIARITIES OF HIGHER PSYCHOLOGICAL FUNCTIONS
AND EMOTIONAL SPHERE IN PATIENTS WITH DEMENTIA
OF VARIOUS TYPES ASSOCIATED WITH SUICIDAL RISK

Mudrenko .
Sumy State University, Medical Institute, Ukraine

Abstract. The study involved 208 patients with dementiawho were divided into three groups
according to the type of dementia: 75 patients with Alzheimer's disease, 73 patients with
vascular dementia and 60 patients with the mixed type of dementia. In each group, patients
were divided into the main group (in which high suicidal risk (SR) was determined) and the
control group (without signs of suicidal risk).

The aim of the study was to assess the influence of disturbances of higher psychological
functionsand emotional-volitional sphere on theformation of suicida behavior (SB) in patients
with different clinical types of dementia.

On the basis of clinical, pathopsychological, neuroimaging examination of patients we
determined clinical and psychopathological peculiarities associated with high risk of suicide.
The state of the following spheres of the psyche was determined: thinking, memory, will,
emotions, attention, speech, perception, motor sphere.

Thus, it was established that torpidity of thinking, pseudomaniaand micromania, prevalence
of hypomymia and hypothyroidism, inhibition of speech, attention fatigue and emotional
disordersin theform of depressive affective manifestations are typical for patientswith high
risk of suicide. The patients of the control group without the signs of suicidal behavior have
difficultiesin planning and organization of activity, differed in psychomotor agitation, severity
of fixative amnesia, and difficulty concentration.

The obtained data should be considered for diagnosis and prevention of suicidal behavior in
this patient population.

K ey wor ds: thought disorder, memory impairment, attention disorder, perceptual disturbance,
speech disturbance, emotions, vascular dementia, mixed dementia, dementiain Alzheimer's
disease.

Introduction. According to statistics, from
5t0 25% of elderly people suffer from dementia.
Inabsoluteterms, itisat least 30 million patients
intheworld [1].

The semioticsof mental disordersindementia
includes a wide range of psychopathological
disorders, namely cognitive, emotional and
behaviord symptoms. Usually cognitive symptoms
(higher mental, higher cortical, higher brain
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functions) include memory, intelligence, thinking,
praxis, gnosi s (perception), attention, speech. The
impression of these mental functions causes
violation of the processes of perception of the
environment and social interaction of patientswith
dementia[2, 3, 4].

Non-congenital mental disordersin patients
with dementiamost commonly includedepression,
anxiety, agitation, aggression, insomnia and
vagrancy [1-5].

About 40% of patients are known to have
suicidal thoughtsat theinitial stagesof dementia.
Some authors provethe involvement of cognitive
impairmentsto suicidal behavior. So thelevel of
memory in elderly patientswho committed suicide
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waslower thanin patientswith depression without
suicidal manifestations [6]. In accordance with
the concept of stress-diathesis, thebasisof suicide
isthe cognitive (mental) control impairment, deficit
of socia functioning and impulsiveness|7, 8].

So far, modern literature has not adequately
covered the mechanisms of the influence of
higher mental functions and emotional sphere
disorderson theformation of suicidal behaviorin
patientswith vascular and degenerative dementia.

2.Purposes, subjects and methods:

2.1. Purpose was to study the influence of
higher mental functions and emotional-volitional
sphere disorders on the formation of suicidal
behavior (SB) in patientswith variousclinical types
of dementia.

2.2. Subjects & Methods. The study
involved 208 patients who underwent clinical-
psychopathol ogical and neuroimaging examination
in Sumy Regional Clinical Psychoneurological
Dispensary, Sumy Regional Clinical Hospital for
Veteransof War, Geriatric Boarding House, Sumy
City Hospital No.4. The patients were divided
into three groups according to the type of
dementia: 75 patients with Alzheimer's disease,
73 patientswith vascular dementiaand 60 patients
with mixed type of dementia. In each group, the
patientswere divided into the main group (which
determined high suiciderisk (SR)) and the control
group (without thesignsof suicidal risk). Thus, in
the group of patients with Alzheimer's disease
the main group composed 36 patients, the
comparison group — 39 patients; in vascular
dementia, 39 people were included in the main
group and 34 in the comparison group; in mixed
dementia, 30 patients composed the main group
and 30 patients — the comparison group.

Thediagnosiswas established in accordance
with the ICD-10.

Specification of clinico-psychopathological
structure of higher mental functions was carried
out following to theassessment of thought disorders,
mnestic processesviolations, emotiona-volitional
sphere and speech disorders, processes of attention
and perception disturbance in different types of
dementiataking into account thefeaturesof suicidd
risk (SR) inthese pathologies.

All thought disorders in accordance with the
clinical classfication (Sidorov PI., ParniagkovA.V.,
2000) were divided into two groups. quantitative
(pathology of theassocidtive process) and quditative
(pathology of judgmentsand inferences).

Associative process pathology included
violations of tempo, mobility and purposefulness
of thinking, and pathology of judgments and
inferences — intrusive thoughts, valuable and
delusional ideas, aswell asthe ability to plan and
organizeactivities.

Statistical processing of the results was
performed with the Student's criterion and Fisher's
exact test.

Conflict of interests. There is no conflict
of interests.

3. Results and discussion. Statistical
comparative analysisof thought disordersamong
patientswith high SRindifferent typesof dementia
showed that theviolation of thetempo of thinking
in the form of its acceleration was more
pronounced among patientswith mixed dementia
compared with patientswith Alzheimer's disease
(p < 0.025, DK = 8,57, MI = 0.74). The study
also showed that by mental mobility in patients
with vascular dementia prevailed the detailed
thinking compared to Alzheimer's disease (p <
0.01, DK =-3.75, M| = 0.50) and mixed dementia
(p<0.001, DK =6.64, MI =1.20), in which stiff
thinking prevailed ((p < 0.01, DK =4.03, MI =
0.47) and (p < 0.05, DK = -3.36, MI = 0.30)
respectively). Violation of the purposefulness of
thinking in the form of disintegration of thought
wasmore pronounced in patientswith mixed type
of dementia compared to vascular dementia
(p<0.05, DK =-4.15, M| = 0.34).

Comparative analysis of speech impairment
in patients with high SR in different types of
dementiaallowed to establish that the number of
patientswith stereotyped oral speech wasgreater
inAlzheimer'sdiseasethan in vascular dementias
(p < 0.025, DK = 4.15, MI = 0,43). It was also
established that the number of patients with
sensory aphasiaprevailed in Alzheimer's disease
(p=<0.025, DK =4.15, M| = 0.43) and in mixed
dementia (p < 0.005, DC =-5.29, Ml =0,81) in
comparison with vascular dementia, and patients
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with optic-amnestic aphasia prevailed in mixed
dementias than in vascular dementia (p < 0.01,
DK =-2.65, Ml = 0.34).

Comparative analysis of volitional disorders
among patientswith high SR in different types of
dementia was a so conducted. It was found that
the severity of the hypobuliadistinguished patients
with Alzheimer's disease compared to patients
with vascular and mixed dementia ((p < 0.005,
DK =-2.27, M| =0.36) and (p<0.00025, DK = 3,68,
MI = 0.82) respectively), among which there
were more patients with hypobulia ((p < 0.025,
DK =4.42,MI =0.43) and (p< 0.05, DK =-4, 31,
M1 =0.41) respectively) and echopraxia((p<0.01,
DK =6.02, Ml = =0.75) and (p < 0.025, DK =
-5.56, M| = 0.60) respectively). The number of
patientswith parabuliaand parakinesiawashigher
in mixed dementia than in Alzheimer's disease
((p<0.01, DK =-5.19, M1 =0.66) and (p< 0.0001,
DC=-11, 58, M| =2.16) respectively). Invascular
dementia, the number of patientswith parakinesia
was lower compared to patients with mixed
dementia (p <0.01, DK =-4.15, M| = 0.51), but
thenumber of patientswith psychomotor agitation
wasgrester thanwith Alzheimer'sdisease (p<0.005,
DK =7.43, Ml =0.94).

The expressed hypomimia was typical for
patients with Alzheimer's disease and mixed
dementia as opposed to patients with vascular
dementia((p<0.001, DK =4.68, M| =0.82) and
(p<0.025, DC=-3.48, MI =0, 38) respectively).
Theinhibition of libido was more pronouncedin
patients with Alzheimer's disease compared to
patients with vascular and mixed types of
dementia ((p < 0.0001, DK = 10.20, M| = 3.72)
and (p<0.0001, DK =4,80, M| =1.29) respectively.
It should be noted that in the mixed type of
dementia, the number of patients with inhibited
sexual desire was greater than in vascular
dementia (p < 0.025, DK =-5.40, M| = 0.51).

Statistical comparative analysisof violations
of the emotional sphere in the main group in
different types of dementia was performed to
understand theinfluence of SR in different types
of dementia on the emational sphere. It showed
that the feeling of exhaustion was higher in
patients with mixed type of dementia than in
Alzheimer's disease (p < 0.005, DC = -3.01,
MI = 0.50) and vascular dementia (p<0.05, DK =

-1.60, M1 =0.16). Emotional lability wasthe most
pronounced in vascular dementia(p < 0.005, DK =
-3.84, M| =0.61), and thelability of the emotional
sphere was moreinherent to patients with mixed
type of dementiathan to patientswith Alzheimer's
disease (p < 0,05, DK = -2,90, MI = = 0,31).
Patients with Alzheimer's disease differed from
patients with vascular dementia with a higher
severity of depression (p <0.01, DK =1.81, Ml
=0.24), anxiety (p<0.05, DK =2.22, M| =0.25)
and melancholia(p<0.01, DK =2.72, M| =0.33).

The comparison of patients with high SR in
different types of dementia made it possible to
establishthat fixative and progressveamnesiawas
more pronounced in patients with Alzheimer's
disease ((p<0.01, DK =-2.78, Ml ==0.38) and (p
<0.005, DK =-2,27, M1 = 0,36) respectively) and
mixed dementia((p< 0,005, DK = 3,14, Ml =0,51)
and (p<0,01, DK =2,20, M| =0,34), respectively)
incomparisonwith vascular dementia. Thetendency
to describe the events that have never occurred in
thelifeof patients(confabulations) wasmoretypica
for patients with vascular dementia compared to
patientswith Alzheimer'sdisease (p< 0.025, DK =
4.22, M1 =0.48).

Clinico-psychopathological analysis of
perceptual disturbancesallowed to establish some
typical peculiarities, characteristic for patients
with SR in different types of dementia.

Thus, it was established that the symptoms
of depersonalization were more pronounced in
mixed type of dementia compared with vascular
dementia (p < 0.05, DK =-3.36, Ml = 0.30) and
Alzheimer'sdisease (p< 0.025, DK =4.77, M| =
=0.53), and the symptoms of derealization were
more pronounced in Alzheimer's disease and
mixed dementiathaninvascular dementia((p< 0.05,
DK =-2.49, Ml = 0.27), and (p < 0.05, DC =
-2.49, MI = 0.27) respectively). Patients with
vascular dementiahad less pronounced agnosias
compared with Alzheimer'sdisease (p<0.05, DK =
-2.39, MI = 0.22) and visual hallucinations
compared to mixed dementia (p < 0.05, DK =
-3.48, M| = 0.38).

Thus, the analysis of clinical and
psychopathological structure of higher mental
functions and emotional sphere in patients with
suicidal risk invarioustypes of dementiaallowed
to determine the clinical diagnostic criteria of
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Table 1
Clinical diagnostic criteria for patients with high SR in different types of dementia

Patients . Patlen.t S . Patients with
Indices with vascular dementia with A_Izhelmers mixed dementia
Disease
Diagnostic coefficient (DC)
Thought disorder  |Inhibition 2.41 1.14 1.58
Circumstantial thinking - - 2.30
Delusions of self-effacement 8.95 9.89 -
Delusions of self-blame - 5.79 -
Emotional The feeling of despair 1.79 3.55 5.56
sphere disorders  |The feeling of hopelessness 3.51 2.78 9.03
The feeling of helplessness - - 2.76
Depressed mood 2.00 4.82 2.79
Asthenia 4.18 - -
Inner agitation - 3.08 -
Apathy - 2.85 3.01
Anxiety - 2.57 -
Melancholia - 4.68 8.13
The feeling of guilt - 3.11 -
Exhaustion - - 3.01
Volitional Hypomimia - 2.72 6.02
disorders The reduction of volitional process - 1.60 -
Decreased interest - 1.75
Inhibition of autokinesia processes - 217 -
Speech disturbance|Bradylalia 2.21 3.1 2.79
Attention Exhaustion 1.17 1.96 1.46
disturbance Poor attention - 3.60 -

patientswith high SRin different typesof dementia
(table 1).

4. Conclusions. Table 1 showsthat themain
clinical and psychopathological disorders in
patientswith high SR in varioustypes of dementia
are mental retardation, delusions of self-blame
and salf-effacement, predominance of hypomimia
and oligothymia, decrease of tempo of speech,
attention fatigue and numerous violationsin the
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emotional sphere, which are mainly expressed by
depressive affective manifestations. Patients in
the control group had difficulty in planning and
organizing activities, psychomotor agitation, the
severity of fixative amnesia and difficulty
concentration.

The obtained data should be taken into
account when performing differential diagnostics
of patientswith SR in different typesof dementia.
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NEW APPROACHES TO THE TREATMENT
OF PATIENTS WITH SEBORRHEIC DERMATITIS

Bolotna L. A., Narozhna M. V., Sarian 1 . I.
Kharkiv Medical Academy of Postgraduated Education, Ukraine

Abstract. The article presents results of complex treatment of 55 patients with seborrheic
dermatitis (SD) at the age of 26-48 years. Patients with SD are divided into two groups,
homogeneous by age, sex, clinical forms, severity, laboratory parameters. Patients of group
linthecold period of the year (November-March) were administered cholecalciferol (vitamin
D3) and synbiotic (combined probiotic) DermaPro in the background of complex traditional
therapy. Patients of group 2 received only traditional treatment. Clinical remission and
significant improvement were detected in group 1 patients (88.2%) more often compared
with the similar result in group 2 patients (52.4%). Relapses of the disease were detected in
23.6% of patientsin group 1 and 50.0% in patientsin group 2 within oneyear. The appoi ntment
of patients with SD cholecalciferol and DermaPro led to an increase levels of 25(OH)D by
81.5% and cathelicidin LL-37 by 78.4%, normalization and improvement of gut microbiota
in 88.2% of cases. The use of traditional therapy resulted in only normalization and
improvement of intestinal biocenosis in 28.5% of patients.

Key words: vitamin D3, probiotic, clinical and laboratory efficacy, treatment, seborrheic

dermatitis.

Introduction. Seborrheic dermatitis (SD) is
a common chronic inflammatory skin disease
associated with increased secretion of sebum, a
changein its qualitative composition. Yeast-like
fungi Malasseziaspp. is supposed to bethemain
cause of SD, however, the amount of these
lipophilic microorganismsis often within normal
limits on the skin of patients [1, 2]. Genetic
predisposition, hormonal status change,
gastrointestinal tract and the nervous system
diseases, dysfunction of the epidermal barrier may
provoke the disease [3, 4].

New therapeutic technologieswhich allow to
reducerapidly the sign of the SD main symptoms
(itching, skin lesionsand scal es, redness, plagues
and hair loss) have emerged during the last decade.
M edicines containing topica glucocorticosteroids,
antifungal and antimicrobial substances, zinc
pyrithione, selenium sulphide and othersare used
in treatment most often [5, 6]. When carrying
out complex treatment, the availability of the body
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with vitamin D, the state of innate immunity and
the gut microbiota of the patients have not been
taken into account until now. The prognosis of
some patients remains unfavorable, which is
caused by insufficient effectivenessor resistance
totraditional therapy, frequent recurrence, despite
the successes achieved in the treatment of
dermatosis. The search for new approaches to
treatment continues, asthese issues are an actual
problem.

2. Purposes, subjects and methods:

2.1. Purpose. The purpose of the present
study was to estimate the effectiveness of SD
patients therapy whichisheld using vitamin D and
aprobiotic containing L actobacillusramnosus GG.

2.2. Subj ects. The study included 55 patients
with SD at the age of 26-48 years (35 men and
20 women). Patients didn't have concomitant
diseases at the stage of exacerbation or
decompensation, primary hyperparathyroidism.
Patients didn't take antifungal drugs,
corticosteroids, anticonvul sants, vitaminswithin
the last three months. All patients voluntarily
signed informed consent to participatein the study.

Peatientsshowed avariety of clinical SD signs,
caused by thelocalization and type of the rashes,
the prevalence of the skin process. The disease's
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severity degree was established on the base of
the SDASI calculations (Seborrheic Dermatitis
Area Severity Index [7]. In average SDASI was
10.3+1.6 pointsamong the patients. Exacerbation
of dermatitis occurred in 76.4 % of cases in
autumn and winter, the disappearance of rashes
or significant improvement in 85.4 % of patients
insummer. 67.3 % of patients showed insufficient
intake of foodsrichin vitamin D (seafish, eggs,
milk). Associated diseases of the GIT and
hepatobiliary system were diagnosed in 52.7 %,
clinical manifestations of dysbiosisin 65.4 % of
patients (discomfort or mild aching, blunt regular
abdominal pain, flatulence). Laboratory signs of
largeintestine dysbiosis (decreasein the number
of bifidobacteriaand lactobacilli, aerobic E. coli
typical, anincreasein the number of saprophytic
and opportunistic bacteria — epidermal
staphylococcus, enterobacter, cytrobacter, yeast-
like Candida fungi) were detected in 100 % of
patients.

2.3. Methods. Patients with SD are divided
into two groups. The group 1 consisted of
34 patients (24 men, 10 women), the average age
was 36.4 + 2.2 years, SDASI - 10.6 £+ 1.8 points.
The group 2 consisted of 21 patients (11 men,
10women, theaverageagewas 37.5+ 2.5 years,
SDASI — 10.1 £ 1.7 points. Both groups of
pati ents were homogeneous by age, sex, clinica
forms, severity, laboratory parameters.

Patients of the group lwere prescribed
colecalciferol (vitamin D3) in the cold period of
the year (November-February) and synbiotic
(combined probiotic) DermaPro on the background
of complex traditional therapy. Nolecalciferol was
taken at a dose of 2000 1U once a day during
6 weeks with vitamin D deficiency (level of
25(OH)D in the range of 51-74 nmol/l). The
medicine was recommended at a dose of 3200
U once aday during 8 weekswith atransitionto
2000 U for 2 weeks in case of vitamin D
deficiency (level of 25(OH)D lessthan 50 nmol/L).
The patients took DermaPro for one capsule
during 14-21 days (taking into account the degree

of dyshioss). The Patientsof thegroup 2 received
only traditional treatment — oral antihistamines
(levocetirizine, phencarol), vitamins of group B
(vitamin B6, biotin, Neurovitan), antifungal drug
itraconazole (in case of widespread and resi stant
totherapy), topicd corticosteroids, topical inhibitors
calcineurin, shampoos with antiproliferative,
antifungal, keratolytic components.

Clinicd and laboratory resultswere compared
after thetreatment with various methodsin order
to study the effectiveness of the therapy. The
results of the treatment were assessed using the
following clinical criteria: clinical recovery,
significant improvement, improvement, no effect.
The determination of the level of 25(OH)D and
cathdlicidin LL-37 in serum was carried out by
the method of enzyme immunoassay. The
standard bacteriological method of faeces
examination was used to assess the state of the
intestinal microflora

The obtained data were processed with the
determination of the arithmetic mean (M), the
standard deviation (8) using the STATISTICA for
Windows 5.5 software system. Differences
between groups were established using the
ANOVA test and Mann-Whitney U. Thecriterion
for statistical reliability of the findings was the
value p <0.05.

The study was conducted according to the
international bioethical standards.

Conflict of interests. There is no conflict
of interests.

3. Results and discussion. The clinical
results (table 1) established that the clinical
remission was 2.7 times more frequent among
the patients of the group 1 (38.2%) than among
the patients of the group 2 (14.3%). Significant
improvement took place more often with the
patients who received the therapy with vitamin
D3 and probiotic (52.9%) than those who got the
traditional therapy (38.1%). Improvement was
more often registered in group 2 (33.3%)
comparing to the same indicator in patients of
thegroup 1 (accordingly, 8.8%). Thetherapy was

Table 1
Results of the treatment of patients with seborrheic dermatitis by various methods
Patients, groups
Results of the treatment 1,n=34 2,n=21
abs. / % abs. /%
Clinical remission 13/38,2 3/14,3
Significant improvement 17 /50,0 8/38,1
Improvement 4/11,8 71333
Lack of effect - 3/14,3
Total 34/100,0 21/100,0
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ineffective only for the patients of the group 2
(14.3%). Positive results were achieved in
100.0% of patientsin group 1 and 85.7% among
thepatientsingroup 2. However, clinical remission
and significant improvement were more often
determined among the patientswho were treated
according to the developed method (88.2%),
comparing with the similar results among the
patients who received the traditional therapy
(52.4%, respectively).

Regression of themain clinical symptoms of
Seborrheic dermatitis under the influence of
therapy occurred after different times. The more
rapid disappearance of subjective and objective
manifestations of dermatosis was revealed in
patients who received supplemental vitamin D3
and probiotic. Shorter time to regression of
erythema and scaling in patients of the group 1
(5.1+0.5and 6.3+ 0.7 days, p <0.05) comparing
to the patients of the group 2 (9.4 = 0.9 and
10.1 + 1.0 days) attracts the attention. Analysis
of the decreasein SDASI in patients of different
therapeutic groups also revealed the advantage
of the developed differential treatment. Reduction
of SDASI in 4.2 times was noted in patients of
the group 1 (main), while in the group 2 —
in1.7 times.

Observation of patientswithin one year after
treatment revealed relapses of the disease in 8
(23.6%) patients of the group 1 and 11 (50.0%)
patientsin the group 2.

The patients of the group 1 experienced a
significant increase in serum 25(OH)D level
(p < 0.05) after trestment reaching the target level
(75-150 nmol/l, according to the guidelines for
Central European countries[8]) and cathelicidin
LL-37 (p < 0.05), whereas in the patients of the
group 2 — the values of both indices practically
did not change (table 2).

onthe qualitative and quantitative composition of
theintestinal microbiotaof the complex approach
with additional use of cholecalciferol and
DermaPro. It was expressed in restoring thelevel
of obligate microflora to reference values,
reducing the number of facultative, eliminating
pathogenic microbes. In patients of the group 2,
intestinal dysbacteriosis persisted in most cases
(71.4%), the indices improved or normalized in
patients with the first degree of dysbiosisin the
background of a diet. The use of therapy with
vitamin D3 and synbiotic led to normalization or
significant improvement in the quantitative and
qualitative composition of the gut microflorain
most patients.

Theresults of the study indicate that patients
with seborrhei c dermatitisrequire the appointment
of vitamin D3 and a synbiotic, which not only
increased the effectiveness of therapy and the
rapid regression of clinical manifestations (a
decrease of SDASI by more than 75%), but also
the normalization of most laboratory indicators.
All patients tolerated the treatment well.

Detection of anti-inflammatory and
immunosuppressive activity of vitamin D has
opened up new possibilities for the therapeutic
use of thissubstance and itsana ogsfor the control
of inflammatory skin diseases supposedly
associated with hyperproduction of cytokines
(psoriasis, atopic dermatitis, urticaria,
scleroderma) [9, 10, 11]. Data on the use of
vitamin D in patients with SD don't exist in the
availableliterature, although in 92.3% of patients
adeficiency / insufficiency of thevitamin (at 20%
in practically healthy individuals) was detected
[12]. The choice of the optimal dose of vitamin
D3 depends on the initial concentration of
25(OH)D in the blood. Calculation of the daily
dose of vitamin D3 was carried out depending on

Table 2

Dynamics of vitamin D status and innate immunity in patients
with seborrheic dermatitis during the treatment

Patients, groups
Parameters 1 n=34 2 n=21
25(OH)D, nmol/l 53.06+4.30* 57.33+4.50
96.29+7.18 63.15+5.11
Cathelicidin LL-37, 18.1+1.9* 19.2+42.1
ng/ml 32,3+2,7 21,4422

Note: the numerator indicates pre-treatment indicators, the denominator indicates after treatment;
differences are significant between the indices in the group for p < 0.05 —*.

Comparative analysis of the results of the
study of faeces on intestinal dysbacteriosis in
patients with SD after the treatment (table 3)
showed the most pronounced corrective effect

the initial concentration of 25(OH)D according
to the schemedeveloped by Garland et al. (2011)
[13]. Thedosesfully satisfied therecommendations
of the International Endocrinology Society.
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Table 3
The state of the intestinal microbiota in patients with seborrheic dermatitis
in the course of treatment
Patients, groups
Parameters 1,n=34 2,n=21

abs. / % abs. /%
Dysbacteriosis of the intestine 4 (11.8) 15(71.4)
Normalization of intestinal biocenosis 24 (70.6) 2 (9.5)
Improvement of bacteriological parameters 6 (17.6) 4(19.1)

One of the "nonclassical" effects of the D-
hormone, along with the inhibition of cellular
proliferation and angiogenesis, an anti-
inflammatory effect, is the stimulation of the
production of antimicrobial peptides (cathelicidins,
defensing) [14]. To date, it is believed that the
role of vitamin D in the pathogenesis of allergic
diseases is due to its regulatory effect on the
immune system, participation in antimicrobial
protection and the barrier function of the skinand
mucous membranes [15, 16]. The appointment
of colecalciferol in patients with seborrheic
dermatitis confirms the modulating effect of
vitamin D on the functioning of innateimmunity
on the basis of asignificant increase the level of
LL-37inthe blood of patients by afactor of 1.8.

Probiotics acquire great importance in the
treatment of seborrheic dermatitis, taking into
account their normalizing effect on the state and
balance of intestinal microflora, immunity and
immune response - modulation of the Th1/ Th2
response, inhibition of 1g E synthesis, stimulation
of 1g A production, antimicrobial peptides,
macrophagesand soon[17, 18]. High importance
and leading positionsin the number of communities
of symbiotic microorganismsof "heathy" people
of all age groups of lactobacillus led to a choice
for correction of dysbiotic disordersin SD of the
DermaPro synbiotic [19].

Thedrug consistsof aprobiotic (lactobacillus)
and a prebiotic (fructo-oligosaccharide).

References

Lactobacillus rhamnosus GG, included in the
preparation 1.5 billion CFU, prevent the
proliferation of pathogenic microorganismsinthe
intestine and help restore the balance of useful
microflora, eliminate dysbiosis and normalize
digestion, immune response. It should also take
into account the normalizing effect of vitamin D
on the state of theintestinal microflora[20].

The obtained results of theresearch alow us
to state that the use of vitamin D3 (cholecalciferal)
and synbiotic DermaPro in the complex treatment
of diabetes is an effective and safe method of
therapy.

Conclusions:

1. Theuseof vitamin D3 and synbicticinthe
treatment of SD contributed to anincreasein the
effectiveness of complex therapy —remission and
significant improvement were noted in 88.2%,
relapsesin 23.6% of patients compared to those
in patients receiving only traditional therapy
(52.4 % and 50.0 %).

2. The appointment of patients with SD
cholecalciferol and DermaPro led to an increase
in blood levels of 25(OH)D by 81.5% and
cathelicidin LL-37 by 78.4%, normalization of gut
microbiotain 88.2% of cases.

3. The use of drugs that have a normalizing
effect on the vitamin D status and the level of
cathelicidin LL-37 of blood, intestinal
microbiocenosisisanew pathogenetic grounded
approach to the therapy of patients with SD.
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