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K CBEAEHUIO ABTOPOB!
[Ipu HampaBIeHUY CTAaTbH B PEAAKITHIO HEOOXOINMO COOITIOATh CISAYIONINE TIPABHIIA;

1. CraTps 1oyKHA OBITH MPECTABICHA B IBYX DK3EMILISIPAX, HA PYCCKOM MJIM aHTIIUHCKOM SI3bI-
Kax, HarleyaTaHHas yepe3 MoJITopa HHTepBaJjia Ha OHOIl CTOPOHE CTAHIAPTHOIO JIUCTA ¢ INMPHHOI
JIEBOTO NOJIsI B TPHM caHTHMeTpa. Mcnonb3yemblil KOMIIBIOTEPHBIH WPUQT U1 TEKCTa Ha PYCCKOM U
anruiickoM sizpikax - Times New Roman (Kupuaauima), Ui TekcTa Ha TPY3UHCKOM SI3BIKE CIIETyeT
ucnoip3oBath AcadNusx. Pasmep mpudra - 12. K pykornrcu, HaneyaraHHOW Ha KOMITBIOTEPE, JTOJDKEH
o51Th IprTO’keH CD co crarbeit.

2. Pa3mep craTbu 10TKEH OBITH HE MEHEE IECSTH 1 He OoJiee 1BaALaTH CTPaHUI] MAIIHOIINCH,
BKJIIOUAsl yKa3arellb JINTepaTypsl U Pe3loMe Ha aHIJIMIICKOM, PYCCKOM U IPY3HHCKOM SI3bIKaX.

3. B crarbe 10KHBI OBITH OCBEIIEHBI AKTYyaIbHOCTh JJAHHOTO MaTepHalla, METO/IbI U Pe3YIIbTaThI
UCCIIeIOBaHUS U MX 00CYKACHHE.

[Ipu npencTaBIeHNN B IIeYaTh HAYYHBIX SKCIIEPUMEHTAIBHBIX PA0OT aBTOPHI JOJIKHBI YKa3bIBATH
BHUJl U KOJIMYECTBO IKCIEPUMEHTANBHBIX KUBOTHBIX, IPUMEHSBIIHECS METOABl 00e3001MBaHUs U
YCBIMICHHUS (B XOJ€ OCTPBIX OIBITOB).

4. K crarbe JOIKHBI OBITH IPUIIOKEHBI KpaTKoe (Ha MOJICTPAaHUIIbI) Pe3OMe Ha aHIIIMICKOM,
PYCCKOM M I'PY3HHCKOM $I3bIKax (BK/IIOYAIOLIEE CIEIYIOLINE pa3aesbl: Lieb UCCIeI0BaHNs, MaTepHua U
METO/IBI, PE3YJILTAThI M 3aKIFOUSHHE) U CIIUCOK KITtoueBbIX ciioB (key words).

5. Tabnuupl HEOOXOIUMO NPECTABIATE B Ie4aTHOM hopme. DoTokonuu He TpuHUMaroTcs. Bee
nu¢poBbie, HTOTOBbIE H NPOLEHTHbIE JaHHbIE B Ta0JIMIaX J0JIKHbI COOTBETCTBOBATH TAKOBBIM B
TeKcTe cTaThbU. Tabiuibl U rpaduKu TOTKHBI OBITH 03aryIaBICHBI.

6. dotorpadun AOIKHBI OBITH KOHTPACTHBIMHU, (DOTOKOIHMHU C PEHTTEHOTPAMM - B HO3UTUBHOM
n300paxeHnH. PUCYyHKH, YepTeKU U IuarpaMmbl CIeLyeT 03arIaBUTh, IPOHYMEPOBATh U BCTABUTH B
COOTBeTCTBYIOIIEe MecTo TekcTa B tiff hopmare.

B noanucsix k MukpogotorpagusaM cieayeT yKa3bBaTh CTEIICHb YBEIMUCHHUS YePEe3 OKYISP HITH
00BEKTUB U METOJ] OKPACKU WJIM UMIPETHALIUH CPE30B.

7. ®aMUIIUU OTEYECTBEHHBIX aBTOPOB MIPUBOJATCS B OPUTHHAIBHON TPAHCKPUIILINH.

8. I[Ipu opopmnennn u HarpaBneHun crtared B kypHanm MHI nmpocum aBTOpOB cobmronars
NpaBuIIa, U3JI0KEHHBIE B « EMUHBIX TpeOOBaHUSAX K PYKOMHUCSM, IPEACTABISIEMBIM B ONOMEIUIIMHCKHUE
JKYpHAJIbD», TPUHATHIX MeXKIyHapOAHBIM KOMHUTETOM PEIaKTOPOB MEAMLMHCKUX JKYpPHAJIOB -
http://www.spinesurgery.ru/files/publish.pdf u http://www.nlm.nih.gov/bsd/uniform_requirements.html
B koHIe Kax /101 OPUTHHATIBHOM CTaThU MPUBOIUTCS OMOIHOrpadguyeckuii cucok. B cnmncok nurepa-
TYPBI BKJIFOYAIOTCSl BCE MaTepHalibl, HA KOTOPbIE UMEIOTCS CChUIKU B TeKcTe. CIHCOK COCTaBIsIeTCs B
andaBUTHOM MOpsAKEe U HymMepyeTcs. JIutepaTypHblii HCTOYHMK IPUBOAUTCS Ha sI3bIKE OpUrMHana. B
CIMCKE JINTEPATyPhl CHavYajIa MPUBOIATCS PaOOThI, HAIMCAHHBIE 3HAKAMU TPY3MHCKOTO anaBuTa, 3aTeM
KApuuien u naruauned. CChUIKM Ha IUTHUPYEMble pabOThl B TEKCTE CTATbH JAIOTCS B KBaIPaTHBIX
CKOOKax B BU/I€ HOMEPA, COOTBETCTBYIOLIETO HOMEPY JaHHOH pabOoThI B CIIMCKE TUTEPaTypbl. bonbmmh-
CTBO IIUTHPOBAHHBIX UCTOYHUKOB JOJKHBI OBITH 32 IMOCTETHNUE 5-7 JIET.

9. ns momydeHus MpaBa Ha MyONHMKALMIO CTaThs TOJDKHA MMETh OT PYKOBOIUTENSI pabOTHI
WIN YUPEXKJICHUS BU3Y U CONPOBOIUTEIBHOE OTHOILICHHUE, HAIMCAHHBIC WJIM HAlledaTaHHbIC Ha OJIaHKe
Y 3aBE€PEHHBIE MOJIHCHIO U NIEYaThIO.

10. B koHIe cTaThU NOJKHBI OBITH MOAMHCH BCEX aBTOPOB, MOJHOCTBIO MPUBEACHBI UX
(amuIMM, UIMEHAa U OTYECTBA, YKa3aHbl CIIy>KeOHBIH M JOMAIIHUI HOMEpa TeJIe(OHOB U agpeca MM
uHble KoopAuHaThl. KonmuuecTBo aBTOPOB (COABTOPOB) HE TOJHKHO MPEBBIIIATE IISITH YEJIOBEK.

11. Penakuus ocraBisieT 3a cOO0 MpaBo COKpallaTh U UCHPaBIATh cTarbi. Koppekrypa aBropam
HE BbICBUIAETCS, BCS paboTa U CBEpKa MIPOBOAUTCS 110 aBTOPCKOMY OPHTHHAILY.

12. HenomycTuMO HarpaBiieHHE B pefaklMIo padoT, MPeICTaBICHHBIX K MeYaTH B MHBIX
M3/1aTeIbCTBAX WIIM OMYOJIMKOBAHHBIX B APYTHX M3IAHUSX.

Hpﬂ HApyHI€HUU YKa3aHHbIX IPaBUJI CTATbU HE paCCMaTPUBAIOTCH.




REQUIREMENTS

Please note, materials submitted to the Editorial Office Staff are supposed to meet the following requirements:

1. Articles must be provided with a double copy, in English or Russian languages and typed or
compu-ter-printed on a single side of standard typing paper, with the left margin of 3 centimeters width,
and 1.5 spacing between the lines, typeface - Times New Roman (Cyrillic), print size - 12 (referring to
Georgian and Russian materials). With computer-printed texts please enclose a CD carrying the same file titled
with Latin symbols.

2. Size of the article, including index and resume in English, Russian and Georgian languages must
be at least 10 pages and not exceed the limit of 20 pages of typed or computer-printed text.

3. Submitted material must include a coverage of a topical subject, research methods, results,
and review.

Authors of the scientific-research works must indicate the number of experimental biological spe-
cies drawn in, list the employed methods of anesthetization and soporific means used during acute tests.

4. Articles must have a short (half page) abstract in English, Russian and Georgian (including the
following sections: aim of study, material and methods, results and conclusions) and a list of key words.

5. Tables must be presented in an original typed or computer-printed form, instead of a photocopied
version. Numbers, totals, percentile data on the tables must coincide with those in the texts of the
articles. Tables and graphs must be headed.

6. Photographs are required to be contrasted and must be submitted with doubles. Please number
each photograph with a pencil on its back, indicate author’s name, title of the article (short version), and
mark out its top and bottom parts. Drawings must be accurate, drafts and diagrams drawn in Indian ink
(or black ink). Photocopies of the X-ray photographs must be presented in a positive image in tiff format.

Accurately numbered subtitles for each illustration must be listed on a separate sheet of paper. In
the subtitles for the microphotographs please indicate the ocular and objective lens magnification power,
method of coloring or impregnation of the microscopic sections (preparations).

7. Please indicate last names, first and middle initials of the native authors, present names and initials
of the foreign authors in the transcription of the original language, enclose in parenthesis corresponding
number under which the author is listed in the reference materials.

8. Please follow guidance offered to authors by The International Committee of Medical Journal
Editors guidance in its Uniform Requirements for Manuscripts Submitted to Biomedical Journals publica-
tion available online at: http://www.nlm.nih.gov/bsd/uniform_requirements.html
http://www.icmje.org/urm_full.pdf
In GMN style for each work cited in the text, a bibliographic reference is given, and this is located at the end
of the article under the title “References”. All references cited in the text must be listed. The list of refer-
ences should be arranged alphabetically and then numbered. References are numbered in the text [numbers
in square brackets] and in the reference list and numbers are repeated throughout the text as needed. The
bibliographic description is given in the language of publication (citations in Georgian script are followed
by Cyrillic and Latin).

9. To obtain the rights of publication articles must be accompanied by a visa from the project in-
structor or the establishment, where the work has been performed, and a reference letter, both written or
typed on a special signed form, certified by a stamp or a seal.

10. Articles must be signed by all of the authors at the end, and they must be provided with a list of full
names, office and home phone numbers and addresses or other non-office locations where the authors could be
reached. The number of the authors (co-authors) must not exceed the limit of 5 people.

11. Editorial Staff reserves the rights to cut down in size and correct the articles. Proof-sheets are
not sent out to the authors. The entire editorial and collation work is performed according to the author’s
original text.

12. Sending in the works that have already been assigned to the press by other Editorial Staffs or
have been printed by other publishers is not permissible.

Articles that Fail to Meet the Aforementioned
Requirements are not Assigned to be Reviewed.
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ACHIEVEMENT OF CLINICAL REMISSION IN PATIENTS WITH
RHEUMATOID ARTHRITIS DEPENDING ON THE ACCP- AND RF-SEROLOGICAL STATUS

Iaremenko O., Mykytenko G.

0.0. Bogomolets National Medical University, Kyiv, Ukraine

Achievement of clinical remission is one of the main goals in
the treatment of patients with rheumatoid arthritis (RA) [3,21].
Many studies have been conducted to identify key factors influ-
encing the frequency of disease activity lowering and remission
achievement. Among them, the serological variant of RA in the
onset of the disease is one of the determining predictors of the
disease course [13,15,19,25]. Thus, the presence of antibodies
to cyclic citrullinated peptide (ACCP) and high titers of rheu-
matoid factor (RF) in the blood of patients with RA are factors
of the unfavorable prognosis of the disease, along with other
determinants such as young age, increased erythrocyte sedimen-
tation rate (ESR), edema of more than 20 joints, extraarticular
manifestations [9,27].

Most researchers agree that the frequency of RA remission
is higher in seronegative patients [4,12,13]. However, other
authors in their publications [5,22] describe a significantly bet-
ter response of ACCP-positive patients to methotrexate (MTX)
treatment, including achieving remission compared with place-
bo, in contrast to seronegative patients whose treatment efficacy
was comparable to placebo.

Literature data about the effect of ACCP and RF seropositiv-
ity on the clinical response to treatment of RA are contradic-
tory. Thus, in the scientific work of Fedele A.L. [6] a comparable
frequency of remission achievement in patients seronegative or
seropositive for both markers of the disease was showed. Simul-
taneously, the results of IMPROVED study showed a signifi-
cantly lower frequency of remission in patients with ACCP [26].

There is no consensus in scientific publications regarding the
connection between the serological variant of RA and the start
time of clinical remission. Thus, according to J. E. Pope data
[16], the simultaneous presence of ACCP and RF in the blood of
patients with RA is associated with a faster onset of clinical re-
mission. According to other authors [14,28] the ACCP presence
is a predictor of the aggressive disease course with a delayed
time of remission.

The prognostic value of not only ACCP presence but also its
level was studied in scientific works of Lindqvist E. and Wevers-
de Boer K. [14,26]: the direct correlation between ACCP titer
and RA progression was found. In the work of Tsutomu Takeu-
chi [23], researchers claim that high titers of both serological
markers (ACCP and RF) in the onset of the disease are associ-
ated with a worse response to treatment. Other researchers have
not confirmed this influence [7].

Consequently, there is no unanimity in the literature regard-
ing the correlation between the presence or ACCP/RF level and
the frequency and onset of remission during disease modifying
antitheumatic drug (DMARD) treatment. This encouraged us to
conduct our own research to study this issue.

The aim: to study the correlation between the presence/ab-
sence of serological markers of RA (ACCP, RF) and the fre-
quency and timing of clinical remission of RA during DMARD
therapy; to analyze the relationship between ACCP or RF titers
and the possibility of achieving RA remission.

Material and methods. 128 patients with RA were enrolled
in the study. Inclusion criteria were the following: participant
at least 18 years of age, who provided written informed consent
and clinically diagnosed with RA by the criteria of the American
© GMN

Rheumatological Association (ARA, 1987) [1], discontinua-
tion of previous DMARD therapy at least 3 months before the
study, the absence of intra-articular and intramuscular injections
of prolonged GC at least a month before the study. Exclusion
criteria were: a history of the other rheumatic diseases, psycho-
emotional disorders, alcoholism, pregnancy and lactation dur-
ing the study period, severe liver, kidney, lung and other organ
diseases that could significantly affect the pharmacodynamics
of the drugs and the effectiveness of treatment, as well as those
who did not appear on 3 visits (after 6, 12 and 24 months).

This observational descriptive cross-sectional monocentric
study was conducted at the rheumatology departments of the
Alexander Clinical Hospital in Kyiv, Ukraine. The duration of
observation was 2 years. Analysis of RA activity and assessment
of remission were performed after 6, 12 and 24 months of treat-
ment. At each stage of the study, we counted the number of pain-
ful, swollen joints, assessed changes in the patient’s condition
on a visual analog scale (VAS), determined the level of ESR and
CRP, as well as disease activity on scale Disease activity score
28 (DAS28). According to EULAR recommendations, the crite-
rion of clinical remission [8] was considered to be a decrease in
DAS28 below the level of 2.6. The early remission was consid-
ered to have been achieved during the first 6 months of therapy;
stable - remission, which persisted throughout the observation
period. The rate of remission in different groups of patients was
assessed by determining the ratio of the rate of early remission
to all cases of remission in the analyzed period.

DMARD treatment included the following drugs: MTX (7.5-
20 mg/week, on average — 11.6 £ 0.29 mg/week, 77 patients),
leflunomide (LEF) (10-20 mg/day, on average — 19.2 + 0.28
mg/day, 18 patients), sulfasalazine (SS) (2 g/day, 12 patients)
or hydroxychloroquine (HC) 200-400 mg/d (4 patients). Com-
bined DMARD therapy (MTX + SS, MTX + HC, MTX + LEF,
LEF + HC, LEF + SS) was received by 17 patients. Before
DMARD administration, 118 patients (92.2%) did not receive
any DMARD, in other patients DMARD therapy (mostly MTX)
was canceled due to the side effects 3 months before the study
inclusion. Glucocorticoids (GC) were prescribed according to
standard indications in initial doses from 2.5 to 30 mg/day in
recalculation on oral prednisolone with subsequent dose reduc-
tion until discontinuation.

The RF titer was determined by the latex agglutination meth-
od (Humatex, Germany). Reference values <20 IU/ml. The level
of anti-CCP in the blood serum was determined by enzyme-
linked immunosorbent assay (ELISA) using a standard kit from
IBL-Hamburg (Germany) according to the manufacturer’s in-
structions. The diagnostic limit of anti-CCP was >15 U/ml, the
maximum value was > 345U/ml. The RF titer was considered
low when below 55 IU/ml, high - more than 160 IU/ml, respec-
tively; the anti-CCP titer <42 U/ml was considered low, >100
U/ml - high [Takeuchi T., 2017].

The study was conducted in accordance with the ethical prin-
ciples of the Declaration of Helsinki and Good Clinical Practice
guidelines, and was approved by the appropriate institutional
review boards.

IBM SPSS 22.0 software was used for statistical analysis.
Demographics and clinical characteristics were described as
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numbers (%) and as median (min—-max). The values were com-
pared between groups of RA patients using nonparametric test
(Mann-Whitney). To assess the probability of the difference for
frequencies the criterion %2, including with Yates correction, and
Fisher’s exact method were used. When using the criterion >
to assess the reliability of the difference used tabular values. P-
value < 0.05 was considered to represent statistical significance.

Results and discussion. The mean age of the included pa-
tients ranged from 23 to 81 years, disease duration - 18.44+3.18
months (from 0.5 to 360 months), predominantly females
(74.2%). Early RA (<2 years) in 81.6% of cases was observed
(95 patients). In all patients, the joint status indicators, levels of
C-reactive protein (CRP), RF and ACCP before DMARD thera-
py were evaluated. 73 (57.0%) persons were seropositive by RF,
83 (64.8%) - by anti-CCP.

According to the results of serological analysis, patients were
divided into four groups: with both ACCP and RF (ACCP + RF
+, n=64), with one of the markers - ACCP (ACCP + RF-, n=19)
or RF (ACCP- RF+, n=9) and with negative results (ACCP-
RF-, n=36).

The general characteristics of the patients who were included
in the analysis are shown in Table 1.

According to table results, there were no significant differenc-
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es between the analyzed groups in age, sex, RA duration, disease
activity, radiological changes and prescribed therapy (p>0.05).
There was a tendency to slightly higher clinical activity (accord-
ing to DAS28) in seropositive patients. The association between
the presence of ACCP and higher clinical and laboratory activity
of RA was published in other scientific works [10,11,17,18].

During the 2-year follow-up, clinical remission was achieved
in a total of 27 (21.1%) patients, including early remission in 25
(19.5%), stable in 21 (16.4%) patients, remission occurred rap-
idly in 25 (92.6% of persons who achieved remission) patients.
Parameters of remission depending on the serological status are
shown in Table 2.

These data suggest that clinical remission was achieved three
times more often in ACCP-negative patients (36.1% in ACCP-
RF- group compared with 12.5% in ACCP+RF+group, y2=7.74,
p<0.05; and in 33.3% ACCP-RF+ patients, that is significantly
more than in ACCP + RF + patients, ¥2=4.55, p <0.05). Early
remission was also more common in the group of patients with-
out ACCP (respectively ¥2=10.7, p<0.01 and ¥2=6.69, p<0.05).
The same tendency was shown in frequency of stable remission
achievement (¥2=7.32 and 3.98 in individuals with double sero-
negativity compared with the groups ACCP + RF + and ACCP +
RF-, respectively, p <0.05).

Table 1. Clinical and demographic, laboratory and radiological data of patients
with seronegative and seropositive variants of RA before DMARD treatment

Groups of patients with different serological variants of RA
Indicators ACCP+RF+ ACCP + RF - ACCP - RF + ACCP- RF -
(n=64) (n=19) (n=9) (n=36)
Female, % 78.1 84.2 88.9 86.1
Male, % 21.9 15.8 11.1 13.9
Age, years
Median (min—max) 50 (28-70) 52 (25-69) 61 (24-81) 56 (23-70)
means+SD 50.7£10.6 50.9+12.7 57,6£15.5 56,8+9.71
RA duration, mth.
Median (min—max) 14 (1-120) 7,5 (2-30) 4 (1-120) 8 (0.5-360)
means+ SD 19.8421.7 15.9+£21.1 26.7+41.3 26.2461.1
DAS28
Median (min—max) 6,14 (3.52-7.76) 6,25 (3.26-8.30) 5,20 (3.92-7.06) 5,37 (3.23-7.46)
means+ SD 5.99+0.99 6.06+1.34 5.61£0.99 5.41£1.18
SHS, points
Median (min—max) 16 (4-124) 13 (8-124) 22 (6-99) 19 (2-50)
means+ SD 14.7£10.9 15.3£12.5 32.5435.3 20.0+£12.1
. 89
DMARD-native pts, % 94.7 88.8 91.6
DMARD therapy, %
MTX 37 11 6 23
LEF 10 2 1 5
SS 8 1 0 3
HC 1 3 0 0
Combined DMARD 8 2 2 5
GC per os, % 76.5 73.6 66.6 61.1
Average GC dose, mg/d
Median (min—max) 15 (5-30) 15 (10-30) 10 (7.5-15) 10 (7.5-25)
means+SD 13.8+4.75 17.5+£8.44 11.54£3.0 11.8+6.65

note: SHS — radiological changes by Sharp-van der Heijde score
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Table 2. Indicators of remission depending on the serological status of RA patients

. L. Early remission, | Stable remission, | The rate of achieve- | Remission in com-
Group of patients | Remission, n (%) L. .
n (%) n (%) ment remission, % | bined groups, %
ACCP+RF+ 8 (12.5%) 6 (9.4%) 6 (9.4%) 75%
81.8%
ACCP+RF- 3 (15.8%) 3 (15.8%) 2 (10.5%) 66.6%
ACCP-RF+ 3 (33.3%)* 3 (33.3%)* 2 (22.2%) 66.6%
81.3%
ACCP-RF- 13 (36.1%)* 13 (36.1%)** 11 (30.5%)*& 84.6% ’

note: p<0.05, ** p<0.01 compared

with ACCP + RF +group of patients;

& p<0.05 compared with ACCP + RF- group of patients

Table 3. Frequency of remission depending on the titer of serological markers of RA

Titres of serological markers

Patients who achieved remission

Patients who didn’t achieve remission

RF titres, 1U/ml
Median (min—max)
means+SD

384 (12-768)z
257.9+233.8

192 (12-768)
293.24257.3

Anti-CCP titres, U/ml
Median (min—-max)

304 (82-360)

183 (15.5-371.1)

means+SD 240.8+115.5 187.8+118.4
Distribution of patients depending on RF titers Distribution of patients depending on anti-CCP titers
43% .
45% 40% 35%
40% 35%
35% 309
30% ;
25% i: 18,8%
20% 16,23% s 1;;{1 1835% 1333
15% ? — 9 38% )
10% E 25% 10% 6,25% 391%
5% 5% I
0% o
normal  low20-48  moderate 96-192 high 1 high 334- normal  low 13- moderate mederate high 100- high 200- high 300
level <20 IU/ml 43-96 L ml 384U ml 768 IU/ml level <15 42Uml  42-70  70-100 200Uml 300 Uml Uiml
IU/ml IU/ml Urml Ulml Ulml

Fig. 1. Distribution of RF titers before the study

Fig. 2. Distribution of anti-CCP titers before the study

Table 4. Frequency of remission in patients with low and high RF and anti-CCP titers

Patients who achieved remission | Patients who didn’t achieve remission
Low titres of RF (n=21), n (%) 5(23.8) 16 (76.2)
High titres of RF (n=45), n (%) 6(13.3) 39 (86.7)
Low titres of anti-CCP (n=11), n (%) 0(0) 11 (100)
High titres of anti-CCP (n=59), n (%) 7 (11.8) 52 (88.2)

At the same time, the rate of remission (frequency of
early remission in the structure of general remission) in
four analyzed groups did not differ significantly and was
75%, 66.6%, 66.6% and 84.6%, respectively. Summarizing
the results, it was found that in the combined group of pa-
tients positive for anti-CCP the percentage of patients who
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achieved remission did not differ from this parameters in
the combined group of anti-CCP-negative patients (81.8%
and 81.3%, respectively).

The influence of anti-CCPand RF level on the frequency
of remission was analyzed. It was found that in the group
of seropositive patients achieved remission, the anti-CCP
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titer (240.8+38.5) did not differ significantly from this in-
dicator in the group of patients who did not achieve remission
(187.8+13.7, p>0.05). The relationship between the RF titer
and the frequency of remission also wasn’t found (Table 3).

Prior to the study, subgroups of RA patients depending on
the titers of RF and anti-CCP were formed (Fig. 1 and 2).

As can be seen from the diagrams, low titers of RF and
anti-CCP (including indicators below the reference values)
were respectively in 43 and 35% of patients, high - in 34.4
and 46.1% of persons. This distribution of the “low” and
“high” titers of RA serological markers are indicated in the
scientific work of Takeuchi T. [Takeuchi T., 2017]. According
to the author data, the percentage of high levels of RF and
anti-CCP was observed in approximately the same number of
patients with RA: 33 and 58% of patients, respectively.

Among 73 RF-positive patients, 21 individuals had low RF
titers (<55 IU/ml IU/ml), 45 - high (> 160 IU/ml). Low levels
of anti-CCP (<42 U/ml) were found in 11 patients, high (>
100 U/ml) - in 59. The results of the assessment of the depen-
dence of remission on RF and anti-CCP level are presented
in Table 4.

As can be seen from the table, among 21 seropositive pa-
tients with low RF levels, five achieved remission, which is
10% more often compared with the alternative group, how-
ever, the difference is insignificant (p>0.05). In the group of
anti-CCP-positive patients no any patient with low antibody
levels achieved remission, simultaneously in the comparison
group RA activity decreased below 2.6 in seven individuals
(p>0.05). Thus, according to our data, there was no correla-
tion between the level of RF/anti-CCP and the frequency of
remission.

Literature data [3,16] indicate that the frequency of clini-
cal remission in patients with RA ranges from 17 to 33%,
depending on the design of the study, including the use of
biological treatment. According to the results of a recent sys-
tematic review and meta-analysis [3], which included data
from 31 studies (82,450 patients with RA) from scientometric
databases MEDLINE, EMBASE, and Scopus, the remission
rate ranged from 17.2% to 23, 5% (gradually increasing from
3 to 24 months of treatment), which agrees with our results:
about 22% of patients (33% seronegative, 12% - seropositive)
achieved remission during 6 months of DMARD therapy.

The effect of serological status on the possibility of re-
mission has been studied by several scientists. In some stud-
ies [2], the frequency of remission did not depend on the se-
rological variant of RA. According to other authors [16] most
patients in remission were ACCP-positive (43.5% of sero-
positive and 32.4% of seronegative patients with RA reached
remission). The opposite conclusion is found in the work of
Ronnelid J. et al. [19]: the authors of the publication consider
ACCP-positive status to be prognostically unfavorable for
disease progression. Thus, according to a 5-year follow-up,
the progression of RA was more pronounced in this category
of patients. Van der Helm-van Mil A.H. [24] in their scientific
work also argue that remission is less likely to occur in the
presence of ACCP in the blood of patients with RA.

Our results also show a higher frequency of clinical remis-
sion (including early) while using non-biological DMARDs
in seronegative (by ACCP and/or RF) patients compared with
ACCP-positive patients, including patients positive for both
markers. One third of ACCP-negative patients had sustained
remission during the whole 2-year follow-up period, while in
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the comparison groups stable remission was observed three
times less often.

The time of onset of clinical remission depending on the
serological variant of RA was studied in the work of Pope
J.E. [16]. Thus, seropositive (by ACCP and RF) patients
were able to achieve remission significantly faster than se-
ronegative patients. Other authors [13] argued that the ACCP
presence causes not only a decrease in frequency but also a
prolongation of remission start. In our work, no significant
differences in the timing of remission in patients with differ-
ent serological status were found.

High ACCP titers in the onset of the disease, according to
Miriovsky B.J. scientific results [15] reduce the likelihood of
RA remission, while data from Korean researchers [20] state
the opposite: most patients in remission were doubly seropos-
itive. According to our observations, the levels of ACCP and
RF in patients who achieved remission did not differ from
those in patients who failed to achieve it.

Conclusions. Within 2 years of follow-up, clinical remis-
sion by DAS28, including early remission, in RA patients
receiving traditional synthetic DMARDs is achieved about
three times more often in anti-CCP negative patients. Sta-
ble remission is probably more common in patients who are
negative for both markers - RF and anti-CCP. The rate of re-
mission (the ratio of early one in the structure of the total)
does not depend on the serological variant of the disease. The
frequency of clinical remission does not depend on the titer
of anti-CCP and RF in the onset of the disease.
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SUMMARY

ACHIEVEMENT OF CLINICAL REMISSION IN PA-
TIENTS WITH RHEUMATOID ARTHRITIS DEPEND-
ING ON THE ACCP- AND RF-SEROLOGICAL STA-
TUS

Iaremenko O., Mykytenko G.
0.0. Bogomolets National Medical University, Kyiv, Ukraine

In this clinical study, the effect of serological status of rheu-
matoid arthritis (RA) on the possibility and timing of clinical re-
mission while taking the main non-biological disease modifying
anti-rheumatic drugs (DMARD) was analyzed. The relationship
between presence and levels of antibodies to cyclic citrullinated
peptide (ACCP) and/or rheumatoid factor (RF) and remission
in RA has also been studied. It was found that the frequency
of remission, including early one (during the first 6 months of
treatment), is three times higher in ACCP negative patients with
RA. The rate of remission (ratio of early to total remission) does
not depend on the serological status: about two thirds of patients
in all analyzed groups achieve remission in the first 6 months of
DMARD therapy. ACCP and REF titers in the onset of the disease
do not influence the possibility of remission achievement.

Keywords: rheumatoid arthritis, serological status, clinical
remission, DMARD therapy.
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PE3IOME

BO3MOXXHOCTH JOCTHXEHUS KJIMHAYECKON PEMUCCHUH Y BOJIbHBIX
PEBMATOUJIHBIM APTPUTOM B 3ABUCUMOCTHU OT AHTUTEJL
K DIUKIMYECKOMY HUTPYNIMHUPOBAHHOMY IIENITUAY
N PEBMATOUJHOT'O ®AKTOPA CEPOJIOI'MYECKOI'O CTATYCA

SApemenko O.b., Mukurenko A.M.

Hayuonanvuviii meouyunckuil ynugepcumem um. A.A. bocomonvya, Kues, Yxpauna

B ucclniejoBaHUH MIPOAHATM3UPOBAHO BIMSHUE CEPOIIOTHYE-
CKOTO cTaryca OOJBHBIX peBMaTOHIHBIM apTpuToM (PA) Ha BO3-
MOYKHOCTb U BPEMsI HACTYIUICHUS KIMHUYECKOIl PEMHUCCHH TIPH
HpHEMEe OCHOBHBIX HEOHOJIOTHYECKHX Oa3MCHBIX TPEaparoB.
N3yyeHa CBf3b MEXAY HAJIUYMEM M YPOBHEM aHTUTEN K IU-
KITMYECKOMY LUTpY/UIMHUpoBaHHOMY mentuay (allllIT) w/wmm
peBmarongHomy dakropy (PD) u pemuccueii mpu PA. Ycranos-
JICHO, YTO YaCTOTA JIOCTHKEHHS! PEMUCCHH, B TOM YHCIIE PaHHEH

(B TeyeHHe TMEPBBIX 6 MecCsIeB JICYCHUS) B TPU pasa BBIIIE y
oompHBIX PA, HeratuBHbIX 1o allllIl. CxopocTh HacTyrieHus
pemuccun (COOTHOIIGHHE paHHEW B CTPYKType oOIeil) He 3a-
BHCHT OT CE€POJOTHYECKOTO BApHAHTa 3a00I€BaHNS: OKOMIO ABYX
TpeTel MaIeHTOB BO BCEX aHANM3UPYEMBIX I'PYMINaxX JOCTUTa-
FOT PEMUCCHH B TIEPBOE MOIyroane 0a3svMcHOW Tepanmuu. THTPbI
alll{IT u P® B nebrote 3a0oneBaHus HE BIHUAIOT HA BEPOATHOCTH
JOCTHXEHHUS] PEMHCCHU.
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