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The ongoing monitoring of the inpatient stage of treatment is the necessary condition for improving the quality of pharma-
cotherapy of such costly diseases as rheumatoid arthritis (RA) and optimizing the costs for its implementation. According to
the data of 100 case histories of patients with RA the use of glucocorticoids (GCs), non-steroidal anti-inflammatory drugs
(NSAIDs) and gastroprotective drug prevention of complications associated with their use at the inpatient stage of treat-
ment has been analyzed, and compliance of prescriptions with the provisions of the updated national unified clinical pro-
tocol of 2014 (UCPMC RA), as well as the recommendations of the European League Against Rheumatism (EULAR) in tak-
ing GCs and NSAIDs for rheumatoid diseases has been identified. It was formulated that GCs for systemic use and NSAIDs
were prescribed according to the regimens specified in UCPMC RA and in compliance with the algorithm of the rational
choice of NSAIDs for RA. It was determined that for the levels of prescriptions of GCs and NSAIDs set the gastroprotective
drug prevention of complications associated with their use in the rheumatology department was carried out properly and
according to the recommendations of UCPMC RA and EULAR. A high level of compliance by practitioners of a healthcare
institution with the provisions of the current UCPMC RA has been determined, and it will allow both preventing in advance
possible undesired effects of using GCs and NSAIDs and reducing the costs of their correction.

he ongoing monitoring of

drug therapy at the inpa-
tient stage of treatment and its
compliance with the provisions of
the industry standards of health-
care are significant steps to im-
prove the quality of medical care
and optimize the costs for its im-
plementation. This analysis is espe-
cially important for ICD diseases
with costly treatment and those
diseases that affect people of the
working age. Rheumatoid arthri-
tis (RA) is one of these diseases,
its peak incidence occurs in wo-
men aged 41 and men aged 45,
i.e. the working age. According to
epidemiological data approxima-
tely 20-30% of patients lose effi-
ciency during the first 2-3 years of
the disease, and up to 85% —-within
the following 8-11 years [4, 5].
According to estimates of most
countries it is indirect costs (in
particular those that are due to
premature mortality, deteriora-
tion of the life quality, payments
on sick leaves and disability) that
represent a significant share in the
expenditure pattern of RA [7, 8].

The updated national unified
clinical protocol of medical care
0of 2014 (UCPMC RA) defines two
areas of drug therapy for RA: 1) mo-
dification of the disease process
aimed at slowing or stopping the
radiographic progression, which
is closely correlated with the ex-
pression of functional disorders;
2) reduction of symptoms with
priority of pain relief in RA pa-
tients [5]. Glucocorticoids (GCs),
non-steroidal anti-inflammatory
drugs (NSAIDs) and analgesics are
prescribed to reduce quickly ex-
acerbation and suppression of the
pain syndrome intensity in joints.

When using GCs the necessi-
ty for mandatory risk assessment
of side effects development asso-
ciated with their administration,
and determination of the presen-
ce of comorbidities in the patient
are specified in the evidence-based
recommendations of the Euro-
pean League Against Rheumatism
(EULAR). Attention is paid to the
presence of the parallel treatment
of NSAIDs, hypertension, gastric
ulcer and duodenal ulcer, diabe-
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tes, chronic infections, bone frac-
tures, etc. It is recommended to
prescribe gastroprotective drugs
(proton pump inhibitors (PPIs)
or Misoprostol) to patients who
are treated with GCs and conco-
mitant NSAIDs, or as an alterna-
tive patients can be transferred to
a selective inhibitor of cyclooxy-
genase-2 (the [-stlevel of eviden-
ce, with 95% CI: 91 (84-98), which
is not characterized by gastroto-
xicity [6].

The algorithm of the rational
choice of a particular NSAID and
the concomitant therapy (PPIs, ace-
tylsalicylic acid) is shown in de-
tail in UCPMC RA (2014). Itis no-
ted that selection of both classi-
cal NSAIDs, and COX-2 specific in-
hibitors without/or with PPIs de-
pends on the presence and the
number of risk factors in the GIT
(previous events in the upper sec-
tions of the GIT, the age = 65 years
old, chronic administration of
NSAIDs, concomitant use of GCs
or aspirin) and in the CVS. In UCPMC
RA there are also cases when pre-
scription of any NSAIDs should
be avoided [5].

The aim of our study was to
analyze the use of GCs, NSAIDs and
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gastroprotective drug prevention
of complications associated with
the use of GCs, NSAIDs in pati-
ents with RA at the inpatient sta-
ge of treatment and to determi-
ne whether prescriptions are com-
plied with the recommendations
of EULAR and UCPMC RA of 2014.

Materials and Methods

The objects of the study were
case histories of patients with RA
who were treated in the rheuma-
tology department of one of the
regional clinical hospital. The fol-
lowing methods of research were
used: a retrospective analysis of
case histories and drug adminis-
tration records of patients with
RA; a supplementary method of
clinical and economic analysis -
frequency analysis, which at the
inpatient treatment stage deter-
mines the proportion of patients
who this or that pharmacothera-
peutic group and/or drug (drugs)
were prescribed to [6]; analytical
(analysis of the EULAR recommen-
dations for treating RA and the
RA National Clinical Guidelines
0f 2014 (UCPMC RA)).

Results and Discussion

100 Case histories of patients
with RA were analyzed, and 21 pa-
tients were diagnosed with the first
stage of the disease (the process
activity DAS,, <3.2), 67 and 12 pa-
tients - with the second stage
(DAS,;3.2-5.1) and the third sta-
ge (DAS,4>5.1), respectively. Conco-
mitant diseases of the endocrine,
cardiovascular, musculoskeletal
and nervous systems were obser-
ved in the study range of case his-
tories. The largest group (35.9%
of all comorbidities) consisted of
pathologies of the musculoskele-
tal system, namely spondylarthro-
sis, primary and secondary osteo-
arthritis, generalized osteoporo-
sis, etc. The second place among
all the comorbidities in RA pati-
ents is taken by diseases of the
endocrine system, among which
the most patients (34.6%) have a
diagnosis of “glucocorticoid de-
pendence.”

Table

Frequency of prescriptions (%) of drugs of groups
A02,H02 and MO1 to patients with rheumatoid arthritis
according to the data of the drug administration records

taking into account the stages of the disease

Frequency of prescriptions (in %)
ATC group Stages of RA

| stage Il stage Il stage
A02 - drugs for t.he treatment 71.42 % 91.04% 91.66%
of acid-related diseases
HO2 — GCs for systemic use 123.81% 137.31% 183.34%
MO1 ~ anti-inflammatory 100% 88.06% 100%
antirheumatic drugs

The frequency analysis con-
ducted by these drug administra-
tion records made it possible to
determine the proportion of pa-
tients who GCs, NSAIDs and PPIs
were prescribed to.

According to the data of the
frequency analysis at the inpati-
ent stage of treatment GCs were
prescribed to the patients with
RA diagnosed with the [, [l and III
stage of the disease in 123.81%,
137.31% and 183.34% cases, re-
spectively (Table). That is for the
part of the patients various GC
treatment regimens were used si-
multaneously or one after another:
pulse therapy, combination back-
ground therapy (methotrexate +
GCs orally) and local therapy. For
rapid inhibition of the inflamma-
tory activity and induction of re-
mission in 28% of the RA pati-
ents with the stage I, in 59.7% and
100% of the patients with the sta-
ge I and IlI, respectively, the GC
pulse therapy was used. It is be-
lieved that in contrast to the re-
gular hormone therapy the GC pul-
se therapy causes no persistent side
effects, no hormonal dependence
and does not inhibit the adreno-
cortical function [1]. In practice,
various regimens of the pulse the-
rapy are used, and among them
the methylprednisolone therapy
(1.000 mg intravenously) has pro-
ven its efficacy in many studies [8].
Simultaneously with the aim of sta-
bilizing the remission the second

line of therapy - methotrexate +
GCs (orally) - was prescribed. GCs
were also used for topical appli-
cation (intra-articular) as the ad-
ditional method of eliminating RA
complications.

The NSAIDs therapy was re-
ceived by 100% of patients with
the stage [ of RA. Only parenteral
forms of NSAIDs were prescribed to
these patients; among them 57.14%
were non-selective (n-NSAIDs), na-
mely - diclofenac, and 42.86% -
moderately selective in relation
to COX-2 (ms-NSAIDs) - meloxi-
cam. NSAIDs were prescribed to
the majority (71.42%) of patients
with the stage I of RA in combina-
tion with PPIs (pantoprazole and
omeprazole). Taking into account
the algorithm of the rational choice
of NSAIDs presented in UCPMC RA,
[PPs were not probably prescri-
bed to other patients in the ab-
sence of risk factors in GIT and
CVS, or vice versa - when com-
bining of the high CVS and GIT
risks. The presence of the own
class-specific side effects in PPIs
(the increased risk of intestinal
infections, pneumonia, progres-
sion of osteoporosis, etc.) is also
considered to be a contraindica-
tion for their use [2].

The proportion of patients with
RA of II and III stage who re-
ceived NSAIDs was 88.06% and
100%, respectively. Among paren-
teral forms of NSAIDs, ms-NSAIDs
and n-NSAIDs were used in 75% and
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85.7% cases, respectively. Among
oral dosage forms ms-NSAIDs (Ni-
mesulide) and selective NSAIDs
(Celecoxib) were used in 100%
of cases.

In the above levels of pre-
scriptions of NSAIDs and GCs in
patients with stages Il and III of
RA the drug gastroprotective the-
rapy with PPIs (pantoprazole, ome-
prazole, esomeprazole) was used
in 91.04% and 91.66% cases, re-
spectively.

All NSAIDs prescribed in the
healthcare institution, except for
Nimesulide, are specified in the
recommendations of UCPMC RA
concerning the balanced use of
NSAIDs for rheumatic diseases.
[t should be noted that Nimesu-
lide is presented in National Drug
Formularies of the 5" and 7 edi-
tions (2013-2015) with the recom-
mendations for the symptomatic
treatment of the pain syndrome
in case of RA, osteoarthritis and
other diseases of the musculoske-
letal system. It is considered that
tolerability of Nimesulide is better
compared to n-NSAIDs. However,
as to development of GIT bleed-
ing and perforations, Nimesulide
has no advantages over traditio-
nal NSAIDs [2].

Thus, the data of the structu-
re of NSAIDs prescriptions analy-
zed indicate a balanced approach
of medical practitioners to their
choice and compliance with the
provisions of UCPMC RA (2014)
for the rational choice of NSAIDs
for rheumatic diseases, as well
as the recommendations of the
National Drug Formulary.

Taking into account the amount
of the PPIs administration this
group of drugs was probably pre-
scribed in the presence of clear in-
dications to their use. One should
be also considered the class-speci-
fic undesired side effects of these
drugs (progression of osteoporo-
sis, increased risk of intestinal in-
fections, etc.), as well as the fact
that 24% of patients were diagno-
sed with glucocorticoid-induced
osteoporosis together with RA,
and 54% - with hormonal de-
pendence.

CONCLUSIONS

According to the data of 100
case histories of patients with RA
the analysis of the use of GCs,
NSAIDs and the gastroprotective
drug prevention of complications
associated with their use has iden-
tified compliance of prescriptions
with the provisions of the upda-
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OIIIHKA BIINIOBIAHOCTI ®APMAKOTEPAIIIi CTALIIOHAPHOI'O ETAITY JIIKYBAHHA PEBMATOI/JHOT'O APTPUTY
MOJIOKEHHAM IAJIY3EBUX CTAHAAPTIB

O0.M.KupuueHko, €.1. Xudxcka
HayioHaavHuil ghapmayeemuyHuii yHigepcumem

Karouosi cnoea: pesmamoioHuli apmpum,; cmayioHapHuill eman AIKy8aHHs; YaCMOMHUI aHANI3; 2CMPONpoOmMeKmopHa
MeOUKAMEHMO3HA npoPiiakmuka

TocmitiHuti MoHIMopuHe cmayioHapHo20 emany AiKy8aHHs € He06XiOHUM nidxodom do nideuweHHs skocmi papmako-
mepanii ma onmumisayii sumpam Ha ii peasizayio makux sucoKkosapmicHux y AiKy8aHHI 3aX80pO8aHb sIK peeMamoio-
Huti apmpum (PA). 3a danumu 100 icmopitl xeopo6 nayienmis 3 PA nposedeHo aHai3 BUKOPUCMAHHS 2110KOKOPMUKOidie
(TK), HecmepoidHux npomusanaabHux ma npomupesmamuyHux 3acobie (HIII13) ma zacmponpomekmopHoi meduka-
MeHMO3HOi npodinaKkmuku ycKaadHeHb, N08’I3aHUX i3 iX 3acMOocy8aHHsIM HA cMmayioHapHoOMy emani AiKy8aHHs ma eu-
3Ha4eHo 8i0nN0GIOHICMb NPU3HAYEHb NON0NHCEHHIM OHOB/AEHO20 HAYIOHA/NbHO20 KAIHIYHO20 npomokoay 2014 p. (YKIIM/
PA) ma pekomendayiam €sponeticbkoi anmupesmamuyHoi nizu (EULAR) 3 eukopucmants I'K ma HIIII3 npu peemamo-
ioHux 3axeoptogarHsx. Chopmyavosaro, ujo npusHavenHs I'K das cucmemHozo sacmocysanus ma HIIII3 npogodusocs
3a 3asHaveHumu 8 YKIIM/] PA cxemamu ma 3 00mpuMaHHIM a/120pummy payioHasabHozo subopy HIII3 npu PA. BusHa-
YeHo, Wo Npu 8CMAHOB81eHUX pisHsX npusHaveHb 'K ma HIII13 2cacmponpomekmopHa medukameHmosHa npogisakmuka
YCK/AadHeHb, N08’sI3aHUX 3 IX 84CUBAHHAM Y pe8MAMO.102i4HOMY 8i00i/NeHH], BUKOHYBAAACL HA/IEHCHUM YUHOM Ma 3d
pexomendayismu YKIIM/] PA ma EULAR. BcmaHo8.1eHo 8ucokuli cmyniHb 00mpuMaHHs NpakmMuKyr4YuMu AiKapsamu 3a-
Ks1ady 0xXopoHu 300p08’s no1odxceHb ditouozo YKIIM/] PA, ujo 003801ums sk 3a84acHo nonepeodxcamu MoxcAusi HebaxcaHi
Hacaioku sukopucmarHs 'K ma HIII3, mak i 3mMeHwysamu aumpamu Ha ix Kopekyir.

OLIEHKA COOTBETCTBUA ®PAPMAKOTEPAIIMU CTALMUOHAPHOTI'O 3TAIIA JIEHEHUA PEBMATOU/IHOTO APTPUTA
MOJIOXKEHHUAM OTPACJ/IEBBIX CTAHAAPTOB

O0.H.Kupuyenko, E.U.Xusxcka
HayuoHaawHblll hapmayeemuyeckuii yHugepcumem

Karouesvle cno6a: pesmamouduslii apmpum, cmayuoHapHblill aman se4eHust; 4acmomHblll aHaAu3; 2acmponpomexKmopHas
MedukaMeHmMo3Has npoduaakmuka

ITocmosiHHbIl MOHUMOPUHZ CMAYUOHAPHO20 3MANA JeveHuUsl s18151emcsi He06X00UMbIM YCA08UEM NOBbIUIEHUS Kade-
cmea papmakomepanuu u OnMUMU3AYUU 3amMpam Ha ee peaau3ayuro Maxkux 00po2ocmoAwux 8 1eyeHuu 3a60.1e8aHuUll
Kak peamamoudHwtii apmpum (PA). ITo danuwim 100 ucmoputl 60s1e3Hu nayueHmos ¢ PA nposeden aHaus ucnonv3o8ea-
HUs a2atokokopmukoudos (T'K), HecmepoudHbix npomuegosocnaaumensHsix cpedcma (HIIBC) u 2zacmponpomekmopHotl
MeOUuKaMeHMOo3HOU NpoPUAAKMUKU 0CA0HHEHUT, CBA3AHHBIX C UX NPUMEHeHUeM Ha CMAayuoHApHOM amane Jie4eHusi
u onpedesieHbl COOMBEMCMBUS HA3HAYEHUL NON0HCEHUAM 0OHO8/1EHHO20 HAYUOHA/AbHO20 KAUHUYECKO20 NPOMOKOAA
2014 (YKIIMII PA) u pexomendayusam Esponetickoii anmupesmamuueckotii auzu (EULAR) no ucnoavsosaruto I'K u HIIBC
npu peeMamoudHblx 3a6os1esanusix. Cpopmynuposaro, ymo HasHa4eHue 'K 015 cucmemHozo npumerenus u HIIBC npo-
8odus0cb no ykasavHvim 8 YKIIMII PA cxemam u ¢ cobaodeHuem aszopumma payuoHaabHozo 8bibopa HIIBC npu PA.
OnpedeseHo, Ymo npu ycmaHosAeHHbIX yposHsx HasHaveHull 'K u HIIBC zacmponpomekmopHas MedukameHmo3Has
npoduaakmuka 0cA0HCHEHUT, C8A3AHHBIX C UX ynompebieHUeM 8 peeMamo.102u4eckomM omoeneHulU, 8bIN0JAHANACH
dosicHbiM 06paszom u no pekomendayusim YKIIMIT PA u EULAR. YcmaHos.ieH 8bICOKULl ypo8eHb cO61100eHUsI NpAKMUKY-
WUMU 8pavyaMmu yupescoeHusl 30pasooxpaHeHus noaoxceHuli deticmayowezo YKIIMII PA, umo no3eoaum kak 3a6aa-
208peMeHHO npedynpexcoams 803MOXiCHble HedcesamebHble nociedcmaus ucnoav3osanus I'K u HIIBC, mak u ymeHb-
wams 3ampamal Ha UX KOPPEeKYUio.
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