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Abstract Objective To investigate the role of B lymphocyte and Fas receptor mediated apoptosis in the pathogenesis of rheumatoid
arthritis(RA) through detecting the count of peripheral B lymphocytes, apoptosis factor of Fas expression and the level of soluble Fas/
FasL (sFas/sFasL) in serum and synovial fluid apoptosis index. Methods The percentage of CD20 *in B lymphocytes and apoptosis fac-
tor of Fas in peripheral blood were detected with flow cytometry( FCM) their correlation with clinical index was and analyzed. Serum and
synvial fluid levels of sFas/sFasl. were determined by enzyme — linked immunosorbent assay ( ELISA) and their correlation with clinical
index was amalyzed. Results The level of sFas/sFasL in the serum and synvial fluid in RA patients were higher than that in normal con-
trols (P <0.01). The prevalence of Fas cell in peripheral blood of RA patients was significantly higher than normal controls (P <0.01).
The prevalence of CD20 * in B lymphocytes and Fas receptors of B lymphocyte surface in peripheral blood of RA patients was significantly
lower than normal controls (P <0.01). Conclusion Increasing expression of sFas and sFasL in RA may be promote RA disease by in-
hibiting pathogenic lymphatic cell apoptosis. B lymphocytes were reduced in RA lead to T/B lymphocytes dysfunction and breaking the
mechanisms of immune system. Fas rose in peripheral blood lymphocyte and the B lymphocytes of Fas is reduced, which may be caused by
the hoist of sFas/sFasL.

Key words Rheumatoid arthritis ; Apoptosis ; CD20; CD95 ; B lymphocytes

25 XU 22 5 & (rheumatoid arthritis, RA) J&—Ff
DL RAAE S y EEER I A B S 5, B
IR E A0 T 7 A R B AR T AT S B g A0
JELAE T 9k U 40 5 Ak, 0 T A BRI Y - S EOC
VIR 2 R R A e RA o8 i R Pl AR
FAN AR I T AE RA Y & 9 AL v R & 5 AR
L AE S AT b R EL AR R T R, R T R A
BT HE 7 RA &G 0 FE BRI 2 —"*', Fas/FasL

35 57 312000 28 2417 N RS B P9 43 6 AR 3 4 % KGR A (1
#%) ;050000 AR, Wb R AE 5 = R BE B gz KUR R (BRF)
HWIRAEH BT B F(E 4 . w_pwp@ 126. com

- 138 -

BT BN EZEN B T 7E RA B35 5
IR R AR R A A RGE R Fas BRI
Z AT E AT BT CCP Hudk 52 RA Al o A 52540
i 3 U A AR A I Ah JE I CD20 " (B ik B 40 ) A
JHT-E+ CD95 ™ (FAS) By ik %, Jf F| ] ELISA %
W7 30 #i) RA F8 5 I35 & &5 W sFas/sFasL 7K F,
PRt Fas/FasL % B kB 4 g i s ma
& 5HE

1. P9 %14 .2009 4= 3 A ~2010 4F 12 A W[ dLEE
BER 555 = B B A g% KU BHE B2 RA B35 30 f4i], 1
56 2009 4F 36 [ XU 27 e (ACR ) F1RR Y XU 955 B
IRBEA 2 (EULAR) il & #r () RA 43 545 e, ¥ k%



BEAER el 2016 4E 8 4545 % 45 8 M0

- 1E

VRSSO N N DN BuR D80 & N &S
155 5T K 25 W = A= P R0 DB M 6 i, Lok 24 i), i
H AW 48,73 +14.86 %, -y FR 32. 87 «
30. 60 ST, Horb AR AT I G T B AR A 20 o), BB 3
B, 2ot 17 ) 5 35 B 20 {51 45 1 DT I 1) {k B 4 1A &
XPHCZH, B S B, ot 15 ), O B AR IR 45,00 =
11.08 %, Z8if) ] BE 1 s A AG: K AL 36 4G A, BR
SRS e FCAth B A 2 1 R 0 P LA B
PR I B D BE RS OB PR SCHAB A 5 e
LAl G VRGP . AW 6 15T MR
Z2 5123 P il 7 A 18 B2 bn DT 4 2032 25 D s O AL ot
& A 52 100 G2 1 A [F]

2. F AL A ) : FACScaliur 3 20 48 g {X
(Bekman Coulter Epics - XL V), & & .0 ML (b5
B LALT LDZS - 2) , 42 [ 2l B E B i b AL (5
HiA AUSTRIA HT - 2), BUOG AR 28 i B 43 #r 4X
(Bekman Coulter — IMMAGE 800) , A sFas/sFasL
ELISA {7 & (36 RD A %)) . /Mt A CD20 - PE
BRI N 1gGl - PE & 1gG2a — FITC [a] Fif
Xt B ( Beckman Coulter 23 & ), /M B ¥t A CD95 -
FITC B30 B i {4 ( 3£ [E eBioscience A W) . £1 40 Jd
244 W ( Beckman Coulter 22N ) o

3,071 (1) Tl R A 5 R B 9 0« 3 = 2 M il B
JE B O Sml, %R E Th, B0 B R A T -
20°C URFEARAFTF I o ILYE sFas  sFasL 7K - 7 4
MR G U B P e AT A o (2) WA MR - 26 i 30
il RA &35 5 20 f1xf B A7 i A fg ARG, B4R
J5 3 : OV J= 2R WU # iK1l 2ml, AR Ml /2 05 ; @ B
50wl 40l 3 4,4 1 Jin A CD20 - PE10w A1 1CD95 -
FITC20ul, 48 2 it A/NER 1gG1 - PE K IgG2a - FITC
25 10l YR A) % IO F 20min g Q)45 A 21 48 il
ZURE W 500 1,37 °C %5 1M 40min, 500 ] B R £h 2% vh i
W (PBS) MK Pk 2 ¥, 12001/ min &5 .0 5min, 500l £ 5
i PBS &, b AL; @ i = 40 e ARG I 25 21, DA
Cellquest {31 A0 L, 48 2 A [R) 25 IR, 9 % Ay
JE Bk LA M]3 % 10000 40, (3) ESR
CRP .RF .CCP #1395 5 W i I 2 : ESR R JH 2R [C ¥ 4
I, CRP [ A5 0 R FH A 28 b b vk RE R A e 5 IR
AR , CCP 0 AR T EK A 5 W B 3 56 462 00

5. GEit R T AT SPSS 17. 0 B i Ay g2 it
LT T R AR = AR 2E (v 2 ) FOR R
SR BETT Y ¢ KB o THEOR R ] F R A
PSR AR SR HL A i LA P <0.05 2y

ZRAGITFE X,
& ES
1.sFas/sFasL 7K. RA 8 135 4 & F i v %
BZH ,RA KT A sFas/sFasL /K T RA MG A,
ZRAGIFEX(P<0.01,8 1), 3B RA B3
Fas /- G 18 T AFTE 2 o

1 RAAMBF . XTFRSMFNRE
sFas/sFasL 7K F (x +5)

20 5] n sFas(pg/L) sFasL( wg/L)
Ifi. 75 %o 1 20 20 2.68 £0.81 0.36 £0.21
RA 1fiL 7 21 30 3.78 £1.027 0.77 £0.41°
RA G R4 20 5.62+1.50" 1.19£0.42"

5 RA L4 i, * P <0.01

2. RA IfiL{i§ sFas/sFasL 5505 1 3l 48 A (0] 19 46 5
PE,RA il 241 sFas 5 ESR (CRP /K1 & & 2 1F AH ¢
(r=0.76,P =0.000;r =0.81,P =0.000) , RA Ifl
?H sFasL /K5 ESR.CRP 2 B Z IFAH X (r =0. 84,
P=0.000;r=0.54,P=0.002,%2),

F 2 RA & sFas/sFasL 7k 3 5 lifg Bk 15 #x 18] 19 48 € 1%

o sFas sFasL
r P r P

ESR 0.760 0.000 0.840 0.000
CRP 0.810 0.000 0.540 0.002
RF 0.224 0.233 -0.058 0.759
CCP 0.113 0.552 0.120 0.528
IgA 0.088 0.644 0.075 0.693
IgM 0.092 0.629 0.103 0.588
IgG -0.068 0.722 -0.072 0.704
C3 0.129 0.498 0.073 0.700
C4 -0.292 0.117 -0.176 0.353
PLT 0.164 0.385 -0.201 0.288

DAS28 0.338 0.067 0.349 0.059

3.CD20° .CD95 " J% CD20* CD95 * 4il Jfd Y 35 ik
RA ZH A} A I CD20 " 4 ffg 3% 35 Z4 1% T X B4 5 40 J) il
CD95 ™ 4 Jifd & 31k K /& F X B4, RA 4 41 J# i €D20
CD95 " 4 Jifd & 3K AL T X 4 (P <0.01, 3% 3, &
1), UEHI RA JBRE D Fas - 30 T-%F RA 55 B itk
UL 448 J 0% 5 7 A 5 )

%3 4MEM CD20° .CD95* K CD20* CD95 "
MK RER (%)

21 51 CD20 * CD95 * CD20* CD95 *
X B 41 12.28 £2.55 29.20 +£8.21 2.43 £1.11
RA 41 10.09 £2.49 " 41.35 +7.63" 1.80+1.02*

534, " P <0.01
- 139 -



J Med Res,Aug 2016,Vol. 45 No. 8

(F[A]JZ0010651.LMD:FL1 LOG/FL2 LOG

"[B1 B2
8.8% 1.8%

10"

CD20-PE

0
10 B3,

10° 10! 10° 10°
CD95-FITC A

(F1)[A]Z0010651.LMD:FLI LOG/FL2 LOG

Bl B2
10.4% 2.5%

10

CD20-PE

10° B

= 1
10° 10! 102 10°
CD95-FITC B

E1 RAZHSEM. EEXESEMD CD20" CDI5* 41 FCM #& il 4 R
A.RA #];B. %f B4

4. RA ARJE Il CD20° .CD95* J CD20* CD95 *
iK7KF 5 RA G R 48 b ] B9 A 6 1 : CD20 " . CD95 ™ |
CD20 " CD95 " % ik 7k % 5 ESR ., CRP RF,CCP . IgG .
IgA IgM [ C3  C4 (PLT DAS28 Ilfii JK 48 b ¥ hy 3% 2k A%
., FCM £l CD20" ,CD95" . CD20 " CD95 " 3 ik
K- H S &, 2Rk H] Pearson [t Spearman i A 3¢ 53
B, & FFE 4 5 CD20° .CD95* &% CD20* CD95 *
T EAMKME(ER4)

%£4 RA B+ CD20* .CD95" }% CD20* CD95*
40 ok F 5 i PR 45 #R i8] B FE K 1

o CD20 CD95 CD20CD95

r P r P r P
ESR -0.113 0.553 0.043 0.820 -0.105 0.581
CRP 0.075 0.693 -0.163 0.391 -0.080 0.675
RF 0.299 0.108 0.153  0.420 0.046 0.811
CCp 0.126 0.507 -0.004 0.982 0.069 0.717
IgG 0.045 0.815 0.234 0.213 0.275 0.141
IgA 0.011 0.954 -0.133  0.483 0.081 0.669
IgM 0.152 0.312 0.100 0.601 0.103 0.587
C3 0.164 0.386 0.354 0.055 0.251 0.180
C4 0.141 0.458 0.142  0.455 0.011 0.953
PLT -0.201 0.287 -0.083 0.664 -0.203 0.227
DAS28 0.005 0.978 -0.228 0.225 -0.007 0.971

15 it

Fas(CD95) j& | B ¥ R 2K (143, J&@ T M SR 4k

K (TNF) Z A& hFE T Z R Z A Z — , T ik

T B ik 4 g Fas RIKM X £, FasL(CD178)

B T# 24K HF (NGF) 8 & 16 i R, & Fas By e
- 140 -

I, ZFIRTEIEAL T 4R M NK 408 . H iR £ of
FOUESE, FasL 8/ T & A Fas 1976 btk I 40 L,
TS VA L 4 L A 2 ) Fas/FasL R G818 bR 3 43 16 1k
U L 200 L, 77 0 3 A Tk O 0 B B G A Gk B B R
PRI T Fas A S T-I0BEWES 07T 55 [
S RPN , A MBS RA B E T Fas/FasL &40
PR T R A 7 AR R 1 B PUAA (o 9 RS T A A ot
WATH 5 K RA RS2,

RA 955 FRRF s J2 OG99 Jry 355 4 M 240 B 32 30, iy i o
WHCH - (TNF) L A3 1(IL - 1)y F 2R MK
+F B B R, Fas AH OG0 T 45 44 2R 1 AT DL
it Z R I Y O iR IL - 1R/TLR4 {5 5 56 7,
P RA UGS, NIL, Fas 240 30908 17738
SRAMERAEFEEM KRR, EH W
ELISA ¥ i3 sFas/sFasL /K V% 81, RA ¥ 3%
sFas sFasl #]%¢ 1F % X} B4 T+ 5, 5 Romano L{%W 7k
RAAFE o IF BAEAH P43 b R MLVE sFas | sFasL
Y5 ESR (CRP 5 W 3 1 AH O, #E I 7T 45 4 3% f 9
1815 3 M - E AR R AR . 7E RA S5 M sFas/sFaslL
AKAVAE RAILTE 20 T v, 0 W 3 1S vh 4 i ok 32 0 b
sFas/sFasL, 5 B0 Ik T 41 [7) 4 A7 76 0 T 72 32
EL IR S LI A8 S R NG A B SV S VI B ei B 8 1187 N
Cao 2" RGN T RA FIIE# ASM A I CD4 T i EL 40
MifY Fas/FasL 1) 7K F, & IAE RA & 40 i
Fas/FasL [ 7K -4 1F 3 % B2 41K . Rapetti 28 F
8 R W] Fas/FasL 8 1738 #2351 RS 8 95 P T R E 20
LA 5 0 B bk O 40 B S o, IR T RA IR EHE R
Fas/FasL i@ % 7] DL 5[ & T/B ik B 240 i 22 8] °F i 2k
A A A4t L DR 0 0 e A AR B PR O YT A e



BEAER el 2016 4E 8 4545 % 45 8 M0

-E B

JA T2 SO { B SR iR, I e A e T,
T B k40 A A e R A0 A B FR T A7 B IR R B B
PR K &7 4, SR VUAS 07, 5] RA B35 T itk
LU B R T Fas £ 75 7 9 o AW 3 FCM Il &
RA B HHMA I Fas ik BIEHE X A& 21
Chou S50 58 45 S AH I, 16 W] Fas/FasL 4 T- 38 }% 52
T/B ik & 40 i 3 ] 52 ), 5800 F 5% JF K g I N Fas
PR TR L RS R

Bk LA 7E RA L h A EZAEN], HETA B
I L 200 R A 0 22 4R S PR B B CD19, fHAE RA %
CD19 " 4 ik REFFAE 2T . Guo & BEFLIR T,
RA #Z4ME I CD19* Fox ™ Fil CD19 " TGFR " B #k 2
20 3R AR R IOE T N (HE N A LB RA B35 5h
JA 1L CD19 " 41 L 5 ik S 45 00 6k R B T v
24 RA & o B R EL 40 g 32 38 Wl 7 Fas/FasL
XF RA HE B bk U 40 38 35 VR anfar 2 CD20 " [a] #
YE R B bk T 40 M 4 S M R TE P, 7R B Ok I A8 g
TE R bk 81 200 i S 3% 4 i A 3 A 3238 O BRI 2
Pt (rituximab ) i i 5 40 ffg % 1 CD20 43 w26 f A
gia  TERUHEAE A B Ok 40 BN B, 0 T E R PR
RA XA ) M 25 Bk B 40607 RA B % 347 1 5¢
I, Ul B CD20 " 20 MO AE 4 B bk U0 41 4 S M 0 St 7
RA A HEZEEM . ASF5CHE T FCM K& RA & &
HRJEL I CD20 ™ 4 g ik 22, 45 R R W] RA &35 AP A il
CD20 " 4 ik 5B IEH A BEAK, 5 Guo % Il 5
() CD19 ™ 4l ffg a2 45 S AR .

Bk EL A0 51 &2 RA %% n] RE ML 52 th 22 Fh [
23 B kAR S AL A S A, T RABRE AR A I
B bk I 20 i 3R A AEAE %, RA B AR I CD20 ™ 41
JfLZE IR AT, WT RE 3 AL A B S N PE B A4 Y 42
Py B e, S i M T BOR 40 3% £, RA nY 3658 LA
T IR 3 B 52 B8 OG5 T R A i s i L BRI
TG AL R S PR 380, 3 B OG0 B IR o AR S 3 ot
FCM %3, RA £ #4MNE 1 CD20 * CD95 ™ 41 ifd 3635 &
BEIEH AT B REAS, W] RA AR 3 v B bk I 48 g 3% 1f
Fas M A T-AA7E S 00, X 5 T bk I 40 ML R T Fas
FARTFAHF . s LB 25 REEH N K, RA L
B bk U 40 A 94 T 70 #F, AN [E] T T 9k 40 M A o T 2
0, 3 R A L PR AT BB 2 A Oy ak BE B BE Y FasL /R
TE B Wk 40 L 3R 1 Fas, NS Fas/FasL 4y 5 (4 4
T-RG I HXFAEH T B k& 40 i ny 4 8 T 4E
KT sFas/sFasL (40 il 8 124/ A, N1 51 A2 B ik 2
I M PR T IG AN, X WA R RA S AR R 1 CD20

20 R IB AR AR IR 2 —
25 LTk, sFas/sFasL /K3 H g5 RA &

A Ko ML sFas/sFasL 3k Thimy , 300 SO ik T 40 g

T2 M 3 RA & 95 sFas  sFasL 5 & P4 #§ b5 ESR |

CRP IEAH &, AT AE S PRA RA e JR 15 30 45 45 5 Fas/

FasL /> S B 7278 RA A0 Btk L 40 e AIG, S 2L

T/B bk 240 M 25 AL, TR LA S e pL ) s RA Sh ) i bk

CLAN M Fas Thimmmi B kLA Fas RIE A, AT AE 2

K& Fas/FasL 7£ T B Jk B 40 it o 7 T A0 /F FH B2 B AN

[FlA7

&% it

1 Modi S,Soejima M, Levesquei MC. The effect of targeted rheumatoid
arthritis therapies on anti — citrullinated protein autoantibody levels
and B cell responses[ J]. Clin Exp Immunol,2013,173(1) :8 =17

2 Hanyecz A,Olasz K, Tarjanyi O,et al. Proteoglycan aggrecan conduc-
ting T cell activation and apoptosis in a murine model of rheumatoid
arthritis[ J ]. Biomed Res Int,2014,2014 ;942148

3 Kobak S, Berdeli Al. Fas/FasL promoter gene polymorphism in pa-
tients with rheumatoid arthritis[ J]. Reumatismo,2012,64(6) :374 —
379

4 Fas SC, Fritzsching B, Suri — Payer E et al. Death receptor signaling
and its function in the immune system[ J]. Curr Dir Autoimmun,
2006,9:1 -17

5 Calmon — Hamaty F,Audo R,Combe B, et al. Targeting the Fas/FasL
system in rheumatoid arthritis therapy: promising or risky? [J]. Cy-
tokine ,2015,75(2) ;228 -233

6  Vilmont V, Tourneur L, Chiocchia G. Fas - associated death domain
protein and adenosine partnership: fad in RA. [ J]. Rheumatology,
2012,51(6) :964 - 975

7  Romano E,Terenzi R, Manetti M, et al. Disease activity improvement
in rheumatoid arthritis treated with tumor necrosis factor — alpha inhib-
itors correlates with increased soluble Fas levels [ J]. J Rheumatol,
2014,41(10) :1961 - 1965

8 Cao Y,Liu J. Impaired apoptosis of peripheral blood CD4 * T cells in
patients with rheumatoid arthritis [ J ]. Xibao Yufen Zimian Yixue
Zazhi,2015,31(5) :5682 - 5688

9  Rapetti L, Chavele KM, Evans CM, et al. B cell resistance to Fas —
mediated apoptosis contributes to their ineffective control by regulatory
T cells in rheumatoid arthritis[ J]. Ann Rheum Dis,2015,74(1) :294
-302

10 Guo Y, Zhang X, Qin M, et al. Changes in peripheral CD19 ( + )
Foxp3( +) and CD19( + ) TGFbeta( + ) regulatory B cell popula-
tions in rheumatoid arthritis patients with interstitial lung disease[ J].
J Thorac Dis,2015,7(3) 471 —477

11 ERUH, 8P, ERFE, & R T 5 B & 4 1 D237
CDI19 * 20 il KR AR BL R BEFE [T ] - WG R 25 %% ,2009,23 :8 -9

(ks H 1 :2015 =11 -05)
(&M H #:2015 - 12 -01)

. 141 -



