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2014, 2015),  
«9- » ( , 2011), VI  

 ( , 2013).  
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 1 , 7  
,  3 ,  1 –  

, 1 – , 1 – .  
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, 4  
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.  93  
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 16 .  

 
 

 
 

, , ,  
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. 
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; 4)  
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 10–12,5  3 ; 5)  
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 53–110 ;  
11) : 
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2-  – ,  

 ( ,  step-down- ); 
3-  – , ; 
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 « » – 
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 7 .  
 

 80 ,  1-  
 31 ,  2-  – 15 ,  3-  – 19  

 4-  – 15 .  
 (p=0,883),  (p=0,227),  (p=0,780) 

 (p=0,394),  
 (p=0,000),  (p=0,000)  
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,  2-  3- , 
 1-  4-  

. ,  
 – 2-  3- ,  

 1-  4-   
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,  3  (+21 ), 3  6  (+90  +180 )  
 2-CdA (1- , 2- , 4- )  (3-  

).   
,  3  (+3 ), 3 , 3  6  

 2-CdA (1- , 2- , 4- )  (3- ).  
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 28  66  ( 28, 66).   
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. ,  
 

).  
 (HAQ),  (Short HAQ).  

.  
,  

, .  
 ( )  Westergren ( w). 

 Steinbrocker.  
  

 ( D3+),  ( D19+)  
.  

 Annexin V,  
 – .  

,  3 , 3 , 3  6  
 2-CdA (1- , 2- , 4- )  (3-  

).  
 3  2-CdA (1- , 2- , 4-  

)  (3- ). 
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 DAS28 (EULAR, 1995).  
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 ACR  ACR20 («20% 

», , 1995).  
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 STATISTICA 10,0 (  SN-BXXR207F383402FA-V; 
StatSoft. Inc., USA). ,  

,  (M)  
 (m). ,  

,   
 (Me)  (25–75%).  

 
 (p)  0,05. 

 
,   

2-CdA  
 1).  2-CdA  

 +3 (p=0,001), +21 (p=0,001)  +90 (p=0,005) . 
 2-CdA  

 +3 (p=0,000), +21 (p=0,000), +90 (p=0,000)  +180 (p=0,000)  
.  (CdA, )  

 +3, +21, +90  +180  (p=0,001, p=0,001, 
p=0,001, p=0,002, ). 
 

 1. –  
 

 
,  

, 109  
1-  

+2-CdA) 
2-  

(2-CdA+ ) 
3-  

) 
4-  

(2-CdA) 
 1,7 (1,4–2,2) 1,7 (1,5–2,5) 2,0 (1,5–2,3) 1,9 (1,5–2,5) 

+3 1,0* (0,8–1,2) 1,1*  (0,8–1,3) 2,0 (1,8–2,5) 1,2* (1,1–1,3) 
+21 1,0* (0,8–1,4) 1,0*  (0,8–1,2) 1,6 (1,4–2,0) 1,2* (1,0–1,6) 
+90 1,2* (0,9–1,3) 1,0*  (0,9–1,5) 2,0 (1,5–2,4) 1,2* (1,1–1,3) 
+180 1,2* (0,8–1,5) 1,3*  (0,9–1,7) 1,7 (1,6–2,0) 1,4 (1,2–1,7) 

  
1 *  
2  3-  
 

 2-CdA (4- )  
 2-CdA  (1-  2- )  

 (  2, 3). 
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 2. –   

 

 
,  

, 109  
1-  

+2-CdA) 
2-  

(2-CdA+ ) 
3-  

) 
4-  

(2-CdA) 
 1,3 (1,0–1,8) 1,1 (1,1–1,9) 1,4 (1,1–1,6) 1,4 (1,1–2,0) 

+3 0,7* (0,6–1,0) 0,8*  (0,6–1,1) 1,5 (1,3–1,9) 0,9* (0,8–1,1) 
+21 0,8* (0,6–1,2) 0,8*  (0,7–1,0) 1,1* (1,0–1,5) 0,9* (0,7–1,2) 
+90 0,8* (0,7–1,0) 0,7*  (0,6–1,0) 1,3 (1,1–1,7) 0,8* (0,8–1,1) 
+180 0,8* (0,5–1,1) 0,8* (0,6–1,3) 1,2 (1,1–1,3) 1,1 (1,0–1,3) 

  
1 *  
2  3-  

 
 3. –   

 
 

, 
 

, 109  
1-  

+2-CdA) 
2-  

(2-CdA+ ) 
3-  

) 
4-  

(2-CdA) 
 0,10 (0,10–0,15) 0,20 (0,18–0,26) 0,16 (0,11–0,30) 0,20 (0,16–0,27) 

+3 0,02* (0,01–0,04) 0,05*  (0,02–0,06) 0,17 (0,12–0,23) 0,06* (0,02–0,07) 
+21 0,01* (0,01–0,03) 0,04*  (0,02–0,05) 0,18 (0,14–0,31) 0,04* (0,01–0,06) 
+90 0,03* (0,02–0,04) 0,06*  (0,05–0,10) 0,24* (0,18–0,29) 0,07* (0,02–0,07) 
+180 0,05* (0,04–0,08) 0,09*  (0,05–0,13) 0,22 (0,15–0,30) 0,14 (0,06–0,17) 

  
1 *  
2  3-  
 

,   
2-CdA,  
+3  (1-  

: p=0,035; 2- : p=0,011; 4- : p=0,002).  «  
» ( , 2-CdA)  

 +3   
 +21 . , 

 +21  
. 

  
 3-  ( )  

.  10  
 

 +21  (p=0,011,  2)  
 +90  (p=0,044,  3). 

-  3-  
 +3  
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 (p=0,505, p=0,092, ).  
-  +3 

 +21   
.  

 
. 

 2-CdA (4- )  
 3 ,  

.  
  

, ,  
 « »  10–12,5 . 

 1-  (« »)  
28 68  3  6  ( 28: p=0,013, 

p=0,000; 68: p=0,008, p=0,000, ). 28  
66  1-  

+21, +90  +180  ( 28: p=0,000, p=0,003, p=0,000; 66: 
p=0,002, p=0,006, p=0,000, ).  « » 

 ( )  3  6  
(p=0,019, p=0,006, ).  HAQ-DI  
1-  6  

 (p=0,001).  2-CdA  
w  3  6  (p=0,019, p=0,002, 

). w,  
, w  

,  1-  
 3, 6  (p=0,014, p=0,008, ).  

 1-   
.  DAS28  

 1-  ( ,  step-up- )  +90  +180 
 (p=0,021, p=0,001, ).  6   

 1-  
,  DAS28, (p=0,006).  

28 68  2-  ( )  3-  
 ( )  2-  

3  6  ( 28: p=0,002, p=0,001; 68: p=0,002, p=0,002, 
). 28 68 

 (p=0,181, p=0,715, ). 
 2-  ( )  3-  ( ) 28  

.  
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 2-  3- 68  
 2-  +180  (p=0,042).  

28  2-  +21, +90  
 +180  (p=0,003, p=0,002, p=0,002, )  3-  +90  
 +180  (p=0,028, p=0,003, ).  2-  3-  

28 .  
 (2- )  

66  +21, +90  +180  (p=0,002, p=0,001, p=0,001, ).  
 3- 66 

.  2-  3- 66  
.  ( )  2-  

 ( )  
 6  (p=0,047).  

 3-  ( )  
 (p=0,346).  2-  3-  

 2-  
 +180  (p=0,049).  HAQ-DI  

 2-  6  (p=0,023)  3-   
 3  6  (p=0,023; p=0,009, ).  

 HAQ-DI .  2-  3-  
w.  

w, ,  
, 

w  3-  ( )  3  
(p=0,013).  2-  ( )  3-  ( )  

w .  
 

.  DAS28  
 2-  +180  (p=0,025). 

 2-  3-  DAS28  
.  

 DAS28  2- , 
 6  (p=0,042).  3-  

 
.  2-  3-  

 DAS28 .  
 4-  

,  
DAS28,  6  

 (p=0,016; p=0,005, ,  4).   
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 4-  (2-CdA)  
+180 ,  3-  (1- : 
p=0,010, p=0,006; 2- : p=0,004, p=0,001; 3- : p=0,037, p=0,008, 

).  
 

 4. –  
 DAS28 

 
 
,  

% ( .)  DAS28 
1-  2-  3-  4-  

+21 30,0 (9), n=30 33,3 (5), n=15 21,1 (4), n=19 26,7 (4), n=15 
+90 51,7 (15), n=29 73,3 (11), n=15 35,3 (6), n=17 54,6 (6), n=11 
+180 59,3 (16)*, n=27 73,3 (11)*, n=15 56,3 (9)*, n=16 10,0 (1), n=10 

 
 

53,3 (16)*, n=30 73,3 (11)*, n=15 56,3 (9)*, n=16 7,7 (1), n=13 

  
1 *  4-  
2 n  
 

 4-  
.  

, ,  
 2-  ( )  

 1-  (« »)  3  (p=0,039). 
 4-  

 1-  (« »)  2-  
)  (p=0,032), 2-  4-  (2-CdA)  

(p=0,044). , ,  2-  
 (  5). 

 
 5. – ,  

 DAS28 
 

 
,  

% ( .) ,  DAS28 
1-  2-  3-  4-  

+21 0,0 (0), n=30 0,0 (0), n=15 0,0 (0), n=19 0,0 (0), n=15 
+90 3,5 (1), n=29 26,7 (4) , n=15 11,8 (2), n=17 9,1 (1), n=11 
+180 7,4 (2), n=27 33,3 (5), n=15 12,5 (2), n=16 0,0 (0), n=10 

 
 

6,7 (2), n=30 33,3 (5) *, n=15 12,5 (2), n=16 0,0 (0), n=13 

  
1  1-  
2 *  4-  
3 n  
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,  
(1- ),  

 2-  ( )  
 1-  (« »)  3, 6  (p=0,044; p=0,013, 

)  (p=0,010). ,  
 1-  

 2-  ( )  
 4-  (2-CdA)  6  (p=0,008)  

(p=0,003). , , 
 2-  (  6).  

 
 6. – ,  

 DAS28 
 

 
, 

 

% ( .) ,  1-  DAS28 

1-  2-  3-  4-  

+21 3,3 (1), n=30 13,3 (2), n=15 5,3 (1), n=19 0,0 (0), n=15 
+90 10,3 (3), n=29 40,0 (6) , n=15 17,7 (3), n=17 18,2 (2), n=11 
+180 14,8 (4), n=27 53,3 (8) *, n=15 18,8 (3), n=16 0,0 (0), n=10 

 
 

13,3 (4), n=30 53,3 (8) *, n=15 18,8 (3), n=16 0,0 (0), n=13 

 
1  1-  
2 *  4-  
3 n  
 

 4- ,  
 ACR20 (  7),  2-  
 ( )  3-  ( )  +90  

 +180  (p=0,038, p=0,043)  (p=0,043). 
 

 7. – ,  
ACR20 
 

 
,  

% ( .) ,  ACR20 
1-  2-  3-  4-  

+21 6,7 (2), n=30 6,7 (1), n=15 0,0 (0), n=19 0,0 (0), n=15 
+90 10,3 (3), n=29 26,7 (4)*, n=15 0,0 (0), n=17 9,1 (1), n=11 
+180 11,1 (3), n=27 26,7 (4)*, n=15 0,0 (0), n=16 0,0 (0), n=10 

 
 

10,0 (3), n=30 26,7 (4)*, n=15 0,0 (0), n=16 0,0 (0), n=13 

 – *  3-  
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, 
: 1-  –  

3  (9,7%), 2-  – 0  (0,0%), 3-  – 0  (0,0%),  
4-  – 3  (20,0%).  4- , 

,  
 (p=0,096).  

,  
,  

,  
 ( 2=2,4, p=0,501).  

 4- : 1-  – 5  (16,1%), 2-  –  
4  (26,7%), 3-  – 3  (15,8%), 4-  – 4  (26,7%). 

 
 (p=0,721).   

.  
 4- ,  

,  
 4-  (2-CdA)  2-  

(p=0,042).  4- ,  
,  

 (p=0,199). 
 

 
 

 
1.  0,075  

 7  
 CD3+  (  1,4×109  0,9×109 ; p=0,001)  

 CD19+  (  0,2×109  0,04×109 ; p=0,001)   
 +21 .  (CD19+)  

 3-  
(p=0,001). [1, 5, 7, 8, 9, 10, 11, 14, 15, 16]. 

2.   
10–12,5  3  

 0,075  
 7  

.  3  6  
 (p=0,019, p=0,006, 

), 28 (p=0,013, p=0,000, ), 68 (p=0,008, 
p=0,000, ), w (p=0,019, p=0,002, ),  
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DAS28 (p=0,021, p=0,001, )  
. ,   

3 , 3  6 28 (p=0,000, 
p=0,003, p=0,000, ) 66 (p=0,002, p=0,006, p=0,000, 

) .  6  
 HAQ-DI (p=0,001)  

 (p=0,006)  
 [4, 6, 14]. 

3.  (   
0,075  7   

 10 ) 
 

.   
6 68 (p=0,042)  

 (p=0,049),  3  6  «20% 
»  (p=0,006, p=0,009, )  

66 (p=0,041, p=0,037, ),  3  3  –  
28 (p=0,012, p=0,036, ),  3 , 3  6  –  
68 (p=0,001, p=0,005, p=0,023, ) , 

 10  [2, 3]. 
4.  

10–12,5   
0,075  7  

.  
,  

DAS28  6  (p=0,010)  (p=0,006)  
, . 

 
 

. ,  «20% 
» 28  (p=0,022), 66   

6  (p=0,012)  (p=0,007)  
 [2, 4, 6, 12, 14]. 

5.  0,075  
 7  

 
  

10–12,5  3  [2]. 
6.  

,  
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,   
 

.  
,  (1-  

)  3, 6  
 (p=0,044, p=0,013, p=0,010, )  

,  6  
(p=0,008)  (p=0,003)  

.  
 

 3  (p=0,039) 
 (p=0,032)  

 (p=0,044).  
 ACR20  « »   

 
 3, 6  

(p=0,038, p=0,043, p=0,043, ) [2].  
7.  (0,075  

 7 )  (10–12,5 )  
,  

 
.  

 (p=0,501)  
(p=0,721)  

. ,  
,  

 (p=0,199).   
 [2, 13]. 

 
  

1.   
0,075  7  

  
 10–12,5 . 

2. ,   
0,075  7   

,  
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SUMMARY 
 

Sirosh Olga Petrovna 
Immunosuppressive therapy of patients with rheumatoid arthritis 

 
Keywords: rheumatoid arthritis, cladribine, methotrexate, lymphocytes, 

apoptosis. 
Objective: to evaluate the efficacy and adverse reactions incidence of 

immunosuppressive therapy including cladribine in patients with rheumatoid arthritis. 
Methods: clinical, laboratory (complete blood count, urinalysis, blood 

chemistry) and instrumental (ECG, radiography of hands, feet), immunological (T-, 
B-apoptotic peripheral blood lymphocytes were determined by flow cytometry with 
AnnexinV) tests. 

Study results and their novelty. Immunosuppressive therapy including 
cladribine 0.075 mg/kg/day for 7 days in patients with rheumatoid arthritis induces 
decrease of peripheral blood lymphocytes levels of both populations. Lymphocytes 
number reduction is observed from study day 3 and persists at follow-up day 21. 
Cladribine induces peripheral blood B-lymphocytes apoptosis. 

Addition of cladribine to methotrexate 10–12.5 mg/week in case of incomplete 
response to methotrexate alone is effective in every other patient. 

Administration of cladribine and methotrexate combination followed by switch 
to methotrexate monotherapy is more effective than initial methotrexate 
monotherapy, cladribine monotherapy and methotrexate monotherapy followed by 
administration of cladribine. 

Cladribine monotherapy has no significant effect on rheumatoid arthritis activity 
in patients with incomplete response to methotrexate 10–12.5 mg/week. 

Monotherapy with cladribine or methotrexate (10–12.5 mg/week), combination 
therapy and cladribine as add-on therapy to methotrexate had comparable adverse 
reactions incidence in patients with rheumatoid arthritis. 

Recommended use: intravenous cladribine 0.075 mg/kg/day for 7 days may be 
used in case of incomplete response to methotrexate 10–12.5 mg/week and to induce 
remission or achieve low activity of rheumatoid arthritis. 

Domain of usage: rheumatology. 
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