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ABSTRACT

Rheumatoid arthritis is an inflammatory arthritis characterized by synovial tissue inflammation that leads
to structural damage and disability. There are several treatment options available, which include gluco-
corticoids, DMARDs and biologics given alone as monotherapy or in a variety of combinations. Recent
evidence has shown that early treatment is important in reducing the rate of progression of erosions and
decreasing disability. The lack of adequate statistical data on number of patients that are eligible for first-
line therapy/monotherapy of rheumatoid arthritis in Macedonia, triggered this epidemiological analyse
describing eligible patients for first-line treatment/monotherapy distributed by gender, age and geographical
allocation. The study was conducted by fulfilling a tailored questionnaire every two months in a period of
six months (September 2017-February 2018) by including summarized data not related to personal data
of patients nor specific drug information. The results have shown that a total of 115 patients in Macedonia
are eligible for first-line therapy, whereby 54 (46%) patients were eligible for monotherapy of rheumatoid
arthritis. Precise determination of these data provides patients’ determination by geographical allocation
and proper selection of the best treatment option and optimized therapy for each patient, furthermore when
subcutaneous formulation of tocilizumab is available as an effective clinically proven treatment option
for RA.,
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INTRODUCTION

Rheumatoid arthritis (RA) is a common
autoimmune systemic inflammatory disease with
an unknown aetiology that exerts its greatest im-
pact on those joints of the body that are lined
with synovium, a specialised tissue responsible
for maintaining the nutrition and lubrication of
the joint. It typically affects the small joints of
the hands and the feet, and usually both sides
equally in a symmetrical distribution, though any

synovial joint can be affected. RA results in joint
pain, stiffness, swelling, and destruction [1]. Re-
garding diagnosis, American College of Rheu-
matology (ACR) and European League Against
Rheumatism (EULAR) have developed a new
set of criteria to classify RA based on new labo-
ratory parameters such as anti-citrullinated pep-
tide antibodies (anti-ACPA), C- Reactive protein
(CRP), and Rheumatoid factor (RF). The new
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set of criteria aims to identify early RA patients
in order to institute early drug therapy, thereby
reducing the functional disability and articular
lesions [2]. RA affects approximately 1% of the
worldwide population [3], being more common
in women than in men, and at ages between 40
and 60 years [4].

RA is one of the most common chronic in-
flammatory diseases, and in contemporary eras
has become a prototype disease entity for defining
the molecular and pathological basis of chronic
inflammatory syndromes [5]. It causes function-
al disability and premature death. Approximately
70% of patients have irreversible joint destruction
and 80% of active young adults in the labour mar-
ket are affected by stiffness and devastating pain.
This situation generates a big loss of daily activ-
ities and vocational productivity resulting in sig-
nificant reduction in quality of life. Additionally
rheumatic diseases are considered public health
problems affecting millions of people worldwide
resulting in high and rising health-care costs [6].
There are several treatment options available,
which include glucocorticoids, DMARDs and bi-
ologics given alone as monotherapy or in a variety
of combinations. Recent evidence has shown that
early treatment is important in reducing the rate
of progression of erosions and decreasing disabil-
ity [7-9]. There is no uniform agreement among
rheumatologists on the best first-line DMARD in
early RA, and there is considerable inter-individ-
ual variation in drug prescription [10].

The current therapies used to treat RA
include nonsteroidal anti-inflammatory drugs
(NSAIDs), used for the management of pain
and inflammation; disease-modifying anti-rheu-
matic drugs (DMARDs), used as first-line ther-
apy for all newly diagnosed cases of RA; and
biological-response modifiers, targeted agents
that selectively inhibit specific molecules of
the immune system. Glucocorticoids and other
anti-theumatic drugs are also used to treat RA.
DMARD:s include methotrexate, hydroxychloro-
quine, sulfasalazine, and leflunomide. NSAIDs
and glucocorticoids are effective in controlling
the pain, inflammation, and stiffness related to
RA. Unlike NSAIDs, they slow down clinical
and radiographic progression of RA. The biolog-
ical-response modifiers include: tocilizumab, a
humanized monoclonal antibody against the in-
terleukin-6 receptor (IL-6R); infliximab, etaner-
cept, and adalimumab (inhibitors of tumor ne-
crosis factor [TNF]-a); anakinra, a recombinant

inhibitor of interleukin-1; abatacept, the first
costimulation blocker; and rituximab, a chime-
ric anti-CD20 monoclonal antibody. [11] Given
the superior efficacy that tocilizumab has shown
versus long time block buster adalimumab with
the clinical study ADACTA [14], tocilizumab
should be taken into consideration as first choice
when treating patient with biologic agents.

Tocilizumab, in combination with metho-
trexate (MTX), is indicated for:

* the treatment of severe, active and pro-
gressive rheumatoid arthritis (RA) in adults not
previously treated with methotrexate (MTX).

* the treatment of moderate to severe active
RA in adult patients who have either responded
inadequately to, or who were intolerant to, pre-
vious therapy with one or more disease modify-
ing anti-theumatic drugs (DMARDs) or tumour
necrosis factor (TNF) antagonists. In these pa-
tients, tocilizumab can be given as monotherapy
in case of intolerance to MTX or where contin-
ued treatment with MTX is inappropriate.

Tocilizumab has been shown to reduce the
rate of progression of joint damage as measured
by X-ray and to improve physical function when
given in combination with methotrexate [15] Ac-
cording to the data from the University Clinic of
Rheumatology, Skopje, 1100 patients suffering
from rheumatoid arthritis (RA) are registered at the
Clinic. Most of them are treated with DMARDs
and corticosteroids. Patients suffering from more
severe forms of RA are treated with biologics. In
the Republic of Macedonia until recently patients
with more severe forms were treated only with sec-
ond-line biologic treatment. The motive for under-
taking the study was precisely the lack of adequate
statistical data on number of patients that are eligi-
ble for first-line therapy/monotherapy of RA in the
country, in accordance with patients’ gender, age
and geographical allocation. We aim that the study
will provide data for the epidemiological character-
1stics of rheumatoid arthritis in Macedonia, includ-
ing geographical allocation of patients, which data
will be useful in the future planning and organiza-
tion of the health care, and selection of the most ap-
propriate treatment option for each patient eligible
for first-line therapy/monotherapy for treatment of
rheumatoid arthritis. This is particularly important
given the situation where effective and easy to use
subcutaneous formulation of tocilizumab is avail-
able for RA patients (patients may be self-admin-
istered with pre-filled syringe of tocilizumab after
proper training by medical personnel).



EPIDEMIOLOGICAL ANALY SIS AND GEOGRAPHICAL DISTRIBUTION OF PATIENTS SUFFERING FROM RHEUMATOID... 71

MATERIAL AND METHODS

Objectives

The main objective of the study was to pro-
vide epidemiological data on patients with rheu-
matoid arthritis treated at the University Clinic of
Rheumatology (UCR), Skopje, Macedonia eligi-
ble for first-line therapy/monotherapy with sub-
cutaneous formulation of tocilizumab, covering
the period from September 2017 until February
2018. The epidemiological assessment included
information on patients with RA in accordance
with their geographical allocation in order to pro-
vide a precise distribution of patients across the
country. Our goal was to help improve the se-
lection of each patient eligible for first-line treat-
ment/monotherapy for RA in light of availability
of subcutaneous formulation of tocilizumab for
first-line treatment/monotherapy of RA. Precise
determination of these data provides a proper se-
lection of the best treatment option and optimized
therapy for each patient at the University Clinic
of Rheumatology (UCR), Skopje and dispersed
healthcare centres across the country.

Design

A standard questionnaire was developed
only for this study and discussed with local RA
experts to ensure relevance and easy compre-
hension. The questionnaire contained questions
related to number of patients eligible for first-
line therapy distributed by gender, geographical
allocation and age, and number of patients eligi-
ble for monotherapy as well distributed by geo-
graphical allocation.

The questionnaires comprised of closed
questions (Y/N questions) and questions that
could be answered only numerically (Appendix).
The collected data were not related to an individ-
ual patient, but only to the total number of patient
eligible for treatment of the specific disease area
in scope. The summarized report did not include
any personal data of the patients or data related to
any specific drug information. This observational
study was conducted over a period of six months
(September 2017-February 2018).

Study population

All patients included in the study were di-
agnosed with rheumatoid arthritis, distributed by

gender and geographical allocation. This assess-
ment of patients eligible for first-line therapy/
monotherapy for rheumatoid arthritis included
only patients that were present and treated at the
University Clinic of Rheumatology in Skopje,
Macedonia, in sixth month period from Septem-
ber 2017 until February 2018.

Statistical analysis

All data were obtained from fulfilled ques-
tionnaires collected every two months, afterward
a summarized report was prepared, in a period of
six months (September 2017 - February 2018).
Collected data were analysed as available with-
out source data verification. The database was
locked at the end of February 2018, with a total
of 3 summarized valid questionnaires covering
the following periods: September-October 2017,
November-December 2017 and January-Febru-
ary 2018. Analysed data were presented as an ab-
solute number and percentage (%) of patients el-
igible for first-line therapy/monotherapy for RA
presented at UCR, Skopje. Descriptive statistics
was used to report the results in terms of percent-
age of eligible patients distributed by gender, age
and geographical allocation.

RESULTS

The study included 115 patients in total, di-
agnosed with rheumatoid arthritis and eligible for
first-line therapy, whereby 29 (25.22%) were males
and 86 (74.78%) females, as shown in Table 1.

Table 1. Distribution of patients eligible
for first-line therapy by gender

Number of » % < 3
patients eligible S s s =
for first- line = > = oY
therapy Jan-Feb
10 26 | 36 2018
DISTRIBUTION Nov-Dec
BY GENDER 71 320 39| 2017
Sep-Oct
12 28 | 40 2017
29 86 | 115 Total
% 25.22 | 74.78 100

In order to gain a detailed insight and de-
termine the current number of patients eligible
for first-line treatment/ monotherapy, the patients
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were additionally distributed by geographical al-
location and age, as shown in Table 2, 3 and 4.
According to the results showed in Table 2, the
highest number of patients, 34 pts (29.57%) that
were eligible for first- line therapy were between
the age of 51-60 years, while the lowest number
of patients, 12 pts. (10.43%) eligible for first-line
therapy were older than 60 years.

These data are followed by 13 patients
(11.30%) eligible for first-line therapy aged less
than 30 years, 22 patients (20.00%) aged between
30-40 years and 33 patients (28.70%) aged be-
tween 41-50 years. The number of patients eligible
for first-line therapy younger than 60 years was 103
patients or 89.57% of total number of RA patients.

Table 2. Distribution of patients eligible for first-line therapy by age

Number of patients | <30y. | 30-40y. | 41-50 | 51-60 | >60y. Period
eligible for first- y. y.
line therapy Jan-Feb
an-Fe

1 9 12 11 5 2018
DISTRIBUTION Nov-Dec
BY AGE 6 11 10 7 5 2017
Sep-Oct
6 3 11 16 2 2017
13 23 33 34 12 Total
% 11.30 20.00 | 28.70 | 29.57 10.43 100

The study has shown that the highest rate
of patients eligible for first-line therapy is ob-
served among patients aged between 30 to 60

years, 90 pts. in total (78.27%) out of 115 pa-
tients included in the study (Figure 1).

Number of patients eligible for first line therapy distributed by age

<30y m30-60y

>60y

Figure 1. The highest rate of patients eligible for first-line therapy

On the other hand, statistical data show that
according to the last publication of available la-
bour force in Macedonia distributed by economic
activity, gender and age in 2017 the highest rate
of labour force consists of inhabitants aged 25
to 54 years. Out of 954212 force labour in total,
616154 are aged 25 to 54 years which represents
64.57% of the work capable population whereby
433308 are females and 295494 males [16]. Table
3 shows the number of patients eligible for first-
line therapy distributed by geographical allocation
whereby the highest number of patients eligible
for first-line therapy are allocated in Skopje, 52
pts (45.22%), while the lowest number of patients

eligible for first-line therapy are 2 (1.74%) located
in Gevgelija followed by 1 (0.87%) in Bitola.

Additionally, patients have been distributed
by eligibility for monotherapy in accordance with
the distribution by geographical allocation and eli-
gibility for first-line therapy as previously described
in Table 2, whereby 21 patients with RA (18.26%)
out of 52 pts (45.22%) in Skopje, (as the city with
the highest rate of pts eligible for first-line therapy)
are eligible for monotherapy. The second rate of
patients eligible for first-line therapy is Kumanovo
(10 patients, 8.7%), followed by Struga and Stru-
mica (5 patients, 4.35%), Kavadarci (4 patients,
3.48%), Tetovo (3, 2.61%), and Prilep (2, 1.74%).
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Table 3. Geographical distribution of patients eligible for first-line therapy
Number of patients s 3 < <
eligible for first-line .§ § § & :§, ,§ §° :_E _E § ~§ §
therapy B S 3 S z 3 g S S S %" S
“Y g ©« g 3 3 Y
GEOGRAPHICAL Jan-
DISTRIBUTION 14 3 4 2 2 0 1 0 3 3 2 Feb2018
Nov-Dec
17 7 4 4 0 0 3 0 2 2 0 2017
Sep-Oct
21 5 3 0 3 1 1 0 5 3 0 2017
52 15 1 6 5 1 5 0 10 8 2 T‘ftlasl
%
45.22 13.04 9.57 | 5.22 4.35 0.87 4.35 0.00 8.70 6.96 1.74 100
Table 4. Number of patients eligible for first line-therapy — monotherapy
Number of patients e - ©
eligible for first-line . g R 2 s =
.2 < e = ) =]
therapy Sl E s e | 12228 2] & > g
% 2 = & & & | & | © | & @ ©] &
Jan-Feb2018
MONO-THERAPY 5 0 0 2 0 1 0 3 2 2
14 5 3 1 0 0 3 0 1 2 0 | Nov-Dec 2017
2 3 0 0 0 1 1 0 0 1 0 | Sep-Oct 2017
21 10 3 1 2 1 5 0 4 5 2 | Total 54
% 18.26 8.70 | 2.61 0.87 1.74 | 0.87 | 435 | 0.00 | 3.48 4.35 1.74 46.96

Regarding cities with the lowest num-
ber of RA patients eligible for first-line thera-
py Gevgelija, 2 pts (1.74%) and Bitola, 1 pts
(0.87%), all three of them are eligible for mono-

Table 5. Distribution of patients eligible for first-line treatment by region/city

therapy 1.74% and 0.87%, respectively. In total
54 (46.96%) patients are eligible for monother-
apy out of 115 patients that were eligible for
first-line therapy.

Region Total population * No. of patients with | % of patients Portion of
RA eligible for eligible for first- patients eligible
first-line treatment | line treatment in for first-line
each region (%)" treatment in
Macedonia (%)"
Skopje 619279 52 0.0083 0.00251
Kumanovo 108942 15 0.0137 0.00072
Tetovo 91431 11 0.0120 0.00053
Kavadarci 38937 10 0.0256 0.00048
Strumica 56961 8 0.0140 0.00038
Stip 48657 6 0.0123 0.00028
Prilep 75484 5 0.0066 0.00024
Struga 65485 5 0.0076 0.00024
Gevgelija 22764 2 0.0087 0.00009
Republic of 2070226 115 0.0055 0.0055
Macedonia
Bitola 92329 1 0.0010 0.00004

a. The data on total population of citizens distributed by cities is extracted from the statistical review
of the population on 30.06.2015 and 31.12.2015 by gender and age, distributed by municipalities and
statistical regions, NTES 3-2007, Republic of Macedonia, State Statistical Office (http://www.stat.gov.mk/
Publikacii/2.4.16.10.pdf)

b. The provided data refers to the data collected during the six months investigational period (Septem-
ber-January)
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In accordance with the results described
in Table 5 the highest rate of patients eligible
for first-line treatment who suffer from rheu-
matoid arthritis, when taking into consideration
the total population of each region is found in
Kavadarci, 0.0256% while the lowest in Bito-
la 0.0010%. On the other hand, when compar-
ing the number of patients eligible for first-line
treatment compared to the total number of el-
igible patients in Macedonia, while following

a descending trend the highest rate is found in
Skopje 52 pts out of 115 pts, 0.00251% out of
0.0055%, respectively, out of the total popula-
tion. These values are followed by Kumanovo
and Tetovo as described in the last column of
Table 5, finishing with Bitola that is under the
average with only 1 patient, 0.00004%. It must
be underlined that the provided data is based
upon the information provided during the in-
vestigational period of this observational study.

Table 6. Geographical distribution of patients eligible for first-line therapy (extrapolated data for one year period)

Number

of patients N kS s =

eligible for S S 2 3 ~

first-line % g § &, S| §° E § § §° 2

= o— I = v
therapy 5| S |88 &8 |&|&|3] < 3 O A
52 15 1 | 6 5 1 5 0 10 8 2 6 months investigational
jod

Geographical perto

distribution 104 | 30 | 22 (12| 10 | 2 | 10| O 20 16 4 | 1 year period
(extrapolated data)
Total:230 pts

Table 6 describes the extrapolated data of
patients eligible for first-line therapy whereby on
annual basis it is expected the total number of
patients to be 230. Based on the insight gained
for the 6 months investigational period (Septem-
ber- January), on annual basis the number of pa-
tients eligible for first-line therapy following a
descending trend would be: Skopje 104 patients,
Kumanovo 30, Tetovo 22, Kavadarci 20, Strumi-
ca 16, Stip 12, Prilep 10, Struga 10, Gevgelija 4,
and Bitola 2 patients.

DISCUSSION

When taking into consideration the results
that have been provided by this observation-
al study it was shown that out of 115 patients
eligible for first-line therapy, 29 patients were
males and 86 patients were female, 25.22% and
74.78% respectively. The distribution by gender
of patients with RA treated at the UCR, once
again proves that the incidence of the disease is
more often in women than man and this finding
is also relevant for population in the Republic of
Macedonia [4].

Regarding the distribution by age, RA is
the most common in patients aged between 40
and 60 years, taking 58.27% of eligible RA pa-

tients in Macedonia [4]. The total population
aged between 31 to 60 years in the Republic of
Macedonia accounts 918,031 inhabitants [12]
out of 2,070,226 inhabitants, 44.34% in total,
accordingly. This statistical result is an indica-
tor that patients eligible for first-line therapy
and diagnosed with active rheumatoid arthritis
cover the most common age in the Republic of
Macedonia, which additionally represents the
most productive and work-capable population.
Early diagnose of the disease and choosing the
suitable first-line treatment for these patients
will improve their quality of life, provide a pos-
itive clinical outcome and keep patients capable
of working correspondingly. As previously de-
scribed in Figure 1, the highest rate of pts eligi-
ble for first-line therapy are aged between 30-60
years, which age at the same time represents the
labour force in Macedonia. When comparing the
data obtained from the observational study and
the statistical data on labour force in Macedo-
nia, it must be noted that RA mostly affects the
work capable population which additionally be-
sides the patient himself, also affects the society
resulting in decrease of the labour force in Mace-
donia and enhancement of costs, direct and indi-
rect ones. Considering the symptomatology and
manifestation of RA it is expected that prolonged
treatment or treatment with low effective therapy
will result with enhancement of the number of
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RA pts who will not be able to work and will be-
come a burden not only for the family but for the
society as well. Over the last two decades, the
treatment of patients with rheumatoid arthritis
(RA) has changed considerably. Currently, the
goal of therapy is not only symptom relief, but
in particular prevention of long-term structural
damage and functional decline. To this end, an
increasing number of effective disease-modify-
ing anti-theumatic drugs (DMARDs) as well as
biologic agents have been developed and have
demonstrated clinical value in randomized clin-
ical trials as a first-line therapy/ monotherapy.
It has become clear that treatment should start
early and must be maintained without interrup-
tion to reduce the occurrence of irreversible joint
damage.[13] Everyday new therapeutic options
are being developed aiming for highly effective
medicines with a favourable safety profile. The
University Clinic of Rheumatology in Macedo-
nia works on providing new and more effective
therapeutic options for RA patients in order to
improve the clinical outcomes and the quality of
life of these patients. It is a pleasure to share that
UCR among other conventional treatment op-
tions for RA, also includes Tocilizumab, a con-
temporary first-line biological treatment option
for moderate to severe forms of active rheuma-
toid arthritis in adults. Tocilizumab, a humanized
monoclonal antibody against the interleukin-6
receptor (IL-6R) is characterized with high effi-
cacy and a favourable safety profile established
by several clinical studies. For example, the study
ADACTA, which is the only head to head study
between tocilizumab versus adalimumab (inhib-
itor of TNF alpha), has shown a superior efficacy
and a favourable safety profile of tocilizumab in
comparison to adalimumab, as TNF alpha inhibi-
tor. [14] Additionally, the subcutaneous adminis-
tration of Tocilizumab offers a simple use which
can be implemented in the patient’s home and
spare the patient of making additional expenses.
One of the reasons to disperse the administration
of Tocilizumab sc is to provide a new possibility
for patients to receive the therapy in their homes,
their places of living. This is with the purpose to
avoid generating expenses and at the same time
to provide a possibility for other hospitals to gain
experience with the medicine.

It is to be discussed that after initiation
and implementation of the previously mentioned
idea two cities that have the highest number of
patients eligible for first-line therapy, after Sko-
pje, to date haven’t have any patient on therapy.

Kumanovo and Tetovo should be reconsidered
to start administering therapy to RA patients and
adhere to providing a higher treatment comfort.

The UCR always aims to providing the
most suitable treatment for each patient with
rheumatoid arthritis.

As previously described, this observation-
al study accounts 115 patients that are eligible
for first-line treatment, whereby 54 patients are
eligible for monotherapy and this data refers to
a six month investigational period. Basing upon
the principles of linear extrapolation it is expect-
ed that on annual basis this number will be 230
patients per year eligible for first-line treatment
and 108 patients eligible for monotherapy, re-
spectively.

Rheumatoid arthritis (RA) is a chronic in-
flammatory disease which, if left untreated, leads
to functional disability, pain, reduced health-re-
lated quality of life and premature mortality. Be-
tween 0.5% and 1% of the population are affect-
ed worldwide, and between 25 and 50 new cases
evolve in a population of 100,000. If disease
course is monitored with adjustment of medi-
cation, lifestyle factors, and exercise, as well as
physical activity levels, co-morbidities may be
prevented in the course of RA. During the last
decade, major progress has been made in treating
RA through early identification and treatment
of the disease. For societies, the economic bur-
den of RA is high in terms of direct and indirect
costs, including modern drug treatment. With
early treatment of RA patients, with tocilizumab
as high effective therapy of choice helps in min-
imization the impact of the disease, promotion
a better health quality and as well in long-term
help in saving and rational use of health funds.

CONCLUSION

This study specifically tailored to gain
insight in the current situation of patients with
RA eligible for first-line therapy/monotherapy
with subcutaneous formulation of tocilizumab,
showed that the number of eligible patients for
first-line therapy was 115 {29 (25.22%) males;
86 (74.78%) females}, whereby 54 (46.96%) pa-
tients were eligible for monotherapy, determined
in a six months investigational period.

Taking into consideration that the highest
number of patients eligible for first-line treat-
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ment were between the age of 30 to 60 years
(78.27% out of total 115 patients) determined in
the six months investigational period, indicated
that early diagnose and suitable effective treat-
ment would provide a better life quality of these
patients which would result in long-term preser-
vation of their work capacity and also contribute
to rational use of health funds.

With the administration of tocilizumab
subcutaneously not only health improvement is
observed, but it is noted that in long term it will
have impact in saving funds. By early diagnose
of the patient and on time start with the suitable
therapy the patient’s quality of life will maintain
preserved which will contribute to keep that pa-
tient work capable and will not become a burden
for the society.

The geographical distribution of patients
provides data to more efficiently organize the
healthcare of patients suffering from RA by
taking RA treatment next to their homes in the
native city, avoiding additional costs (travel ex-
penses), minimizing indirect treatment costs and
optimizing time spend for treatment, moreover
because subcutaneous formulation of tocilizum-
ab may be self-administered by patients after
proper training is given by medical personal.
According to analysis, 81.74 percent of patients
eligible for first-line therapy — monotherapy are
out of the capital city of Skopje, where UCR is
located; therefore, dispersion of monotherapy,
particularly with subcutaneous formulation that
patient may be self-administered in distinct cities
is rational and effective way of organizing RA
treatment across the country.

The University Clinic of Rheumatology
in Skopje, Macedonia is able to provide differ-
ent kind of treatment options for RA including:
DMARDs, adalimumab, etanercept and other
anti-theumatic medicines. The UCR has at its
disposal subcutaneous formulation of tocili-
zumab as one of the most effective and easy
to use biologic medicines for treatment of RA.
By determining the precise number of patients
eligible for first-line therapy/monotherapy it

will be much easier to proceed with choosing
the most beneficial treatment option for each
patient and provide a continuously improving
health care system.
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Glossary of abbreviations

RA ---—----- Rheumatoid arthritis
UCR ------- University Clinic of Rheumatology
ACR ------ American college of rheumatology

EULAR --- European league against rheumatism
anti-ACPA — Anti-citrullinated peptide antibodies
CRP --------- C-reactive protein

RF ------m--- Rheumatoid factor

DMARD:s — Disease modifying anti-rheumatic drugs
Pts ---------- Patient

Sc ----mmme- subcutaneous



EPIDEMIOLOGICAL ANALY SIS AND GEOGRAPHICAL DISTRIBUTION OF PATIENTS SUFFERING FROM RHEUMATOID... 77

REFERENCES

Rheumatoid Arthritis: National Clinical Guide-
line for Management and Treatment in Adults.
NICE Clinical Guidelines, No. 79.National Col-
laborating Centre for Chronic Conditions (UK).
London: Royal College of Physicians (UK);
2009 Feb.

Aletaha D. et al., Treating rheumatoid arthritis
to target: recommendations of an international
task force 2010.

Gibofsky A. et. al., Overview of epidemiology,
pathophysiology, and diagnosis of rheumatoid
arthritis. Am J Manag Care 2012; 18: S295-302.

Alamanos Y. et al., Incidence and prevalence of
rheumatoid arthritis, based on the 1987 Ameri-
can College of Rheumatology criteria: a system-
atic review 2010.

Andrew P. Cope., Clinical Immunology (Fourth
Edition) 2013.

Reniero L et al., Study of advanced rheumatoid
arthritis 2014,

Machold KP et al., Benefit of very early referral
and very early therapy with disease-modifying
anti-rtheumatic drugs in patients with early rheu-
matoid arthritis, Rheumatology , 2004, vol. 43
(pg. 906—14).

Lard LR et al. Early versus delayed treatment in
patients with recent-onset rheumatoid arthritis:
comparison of two cohorts who received differ-
ent treatment strategies, Am J Med, 2001, vol.
111 (pg. 446-51).

Mottonen T et al. Delay to institution of therapy
and induction of remission using single-drug or

10.

11.

12.

13.

14.

15.

16.

combination-disease modifying anti-rheumatic
drug therapy in early rheumatoid arthritis, Arthri-
tis Rheum , 2002, vol. 46 (pg. 894-8).

Suarez-Almazor ME et al., Use of second line
drugs for the treatment of rheumatoid arthritis in
Edmonton, Alberta, Patterns of prescription and
long term effectiveness. J] Rheumatol, 1995, vol.
22 (pg. 836-43).

Angelo Gaffo et. al., American Journal of
Health-System Pharmacy December 2006,
63 (24) 2451-2465; available at: https://doi.
org/10.2146/ajhp050514.

Statistical review of the population on 30.06.2015
and 31.12.2015 by gender and age, distributed
by municipalities and statistical regions, NTES
3-2007, Republic of Macedonia, State statistical
office; available at: http://www.stat.gov.mk/Pub-
likacii/2.4.16.10.pdf.

Y. P. M. Goekoop-Ruiterman et al., Clinical
and radiographic outcomes of four different
treatment strategies in patients with early rheu-
matoid arthritis, A randomized, controlled tri-
al 2005, available at: https://doi.org/10.1002/
art.21405.

Gabay C. et all., Tocilizumab monotherapy ver-
sus adalimumab monotherapy for treatment of
rheumatoid arthritis (ADACTA): a randomised,
double-blind, controlled phase 4 trial. May 2013

Summary of the product characteristics, avail-
able at: http://www.ema.europa.eu/docs/en_GB/
document_library/EPAR - Product Informa-
tion/human/000955/WC500054890.pdf.

Analysis on labour force in the Republic of
Macedonia conducted by department of statistics
MK, available at: http://www.stat.gov.mk/Prika-
ziPoslednaPublikacija.aspx?id=3.



78

Filip Gucev et al.

Pe3ume

EINNNAEMHAOJIOLNIKA AHAJIM3A U TEOI'PA®CKA JUCTPUBYLIUJA

HA MAODMEHTUTE CO PEBMATOUJAEH APTPUTHUC, KOU CE IOTI'OJHU 3A TEPAIINJA
CO CYIIKYTAHATA ®OPMA HA TOCILIZUMAB KAKO INTPBOJIMHUCKHU TPETMAH/
MOHOTEPAIINJA BO P MAKEJOHHUJA

®uaun I'yueB’, CHe:kana Mumescka [lepunnkosa’, l'eopru BoxkunoBckn’,
Hpena Kageuncka', lyopaBka AuroBa', Jbyounka /lamjanoBcka-Kperuxk',
Bamkum Ocmanu', @joaa XapuxamsaZ, Onusep HukoJios’

! YHuBep3uTETCKA KJIMHHUKA 32 peBMATONIOrHja, MEeIUIIMHCKHU (DaKyITeT,
VYuausepsurer ,,CBetn Kupui u Meroauj“, Cronje, Perybnnka Makenonuja

2 Pomr Maxkenonuja JIOOEJL, Ckomje, Pery6onika Makenonuja

PeBmaTronaHMOT apTpUTHC NpEeTCTaByBa MH(IaAMAaTOPEH apTPUTHUC, KOj CE KapaKTepH3upa co WH-
(iiamanyja Ha CHHOBHjaJJHOTO TKHBO U JJOBEAYBa 10 CTPYKTYPHHU OLUTETyBamba U HHBATUIUTET. JlocTanHu
CE HEKOJIKYy BHJIOBH TPETMaHH, KOM BKIIydyBaaT IIyKOKOpTHKouHM, DMARDS 1 OMOSOLIKY JIEKOBH KaKo
MOHOTEpaIja Wi BO KOMOMHAIM]ja cO JPYyTrH JIeKoBU. HoBHTE T0Ka3M MOKaXKkase IeKa paHHOT TPETMaH €
MHOT'Y 3Ha4aeH 3a HaMaJlyBam€ Ha CTalKaTa Ha IPOrpecHja Ha epo3UUTE U HaMalyBambe Ha HHBAJIMIUTE-
TOT. HeoCcTUroT Ha COOBETHN CTATUCTUYKH MOJATOLH 32 OPOjOT HA MALMEHTUTE IITO CE COOABETHH J1a
[IpUMaar NPBOJIMHUCKH TPETMaH/MOHOTEPAIH]ja, Pe3yITUpalIe CO OBaa CMUIAEMHOJIONIKA aHAJIN3a, KOja TH
OIUIIIYBa COABETHUTE MAIIMEHTH ILTO MOXKAT JIa IpUMaar pBOJIMHIUCKH TPETMaH/MOHOTepanuja, AUCTPHU-
OyupaHu criope]l Bo3pacTa, oJloT U reorpadckara jiokauuja. Ctyaujara € u3BeJeHa NPeKy MOMOJIHYBabe
Ha criequ(UYeH NpallaiHuK, Koj OMIT IM3ajHUpaH caMo 3a 0Baa HaMEHa Ha CEKOM JIBa MECELIU BO IEPHOL
ox mwect Meceuu (cenremBpu 2017 — ¢peBpyapu 2018), npeky reHepupame CyMUpaHu MOAATOLH, KOU HE Ce
IIOBP3aHHM CO NEPCOHATHHUTE TOJIATOLN HA CEKO]j MOCAMHEUCH MAllUEHT. Pe3ynTaTtite nokaxanie AeKa O CUTE
115 nanmenTr BO Make10HUja IITO C€ COOJBETHH 3a MPBOJIMHHUCKH TpeTMaH, 54 (46 %) Onie kaHIuaaTH 3a
MOHOTEpaIuja 3a TPeTMaH Ha peBMaTONIeH apTpUTHC. TOUHOTO JeuHUpake Ha OBHUE ITOJATOLH OBO3MO-
JKyBa OJJpe/lyBambe Ha MAMEHTHTE crope] reorpadckara o3uurja u cooBeTeH n300p Ha HajedukacHaTa
Tepanuja, Kako ¥ ONTHMHU3alja Ha Tepanujara 3a CeKoj MalueHT, 0COOCHO Kora CynKyTyHara (popma Ha
tocilizumab e nmocrarHa u 1okakaHa Kako e(UKacHa OmIyja 3a TpeTMaH Ha PA.

Kiayunu 300poBHU: peBMaToOHIeH apTpUTHUC, tocilizumab, TPBOTUHUCKH TpeTMaH/MOHOTEpaIHja,
CYNKyTaHa alIuKaIija



