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Clinical trial of tocilizumab combined with iguratimod in the treatment of

elderly rheumatoid arthritis with interstitial pneumonia
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Abstract: Objective  To observe the clinical efficacy and safety of
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tocilizumab injection combined with iguratimod tablets in the treatment of

H (MS72023026) . _ _ . _ .
RS s SN (1983 — ) 40, F A BE Ui, 1% elderly patients with rtheumatoid arthritis ( RA ) complicated with
R R 56 T 48 7 T B I PR A interstitial pneumonia. Methods Elderly patients with RA complicated
e with interstitial pneumonia in our hospital were divided into control group

BIE1EE 3/
MP 15950814718
E — mail ; zhangxiaoli0718@ 163. com group was given iguratimod tablets 25 mg bid, orally after breakfast and

and treatment group according to the treatment methods. The control
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dinner, for a total of 12 weeks on the basis of the conventional treatment plan. The treatment group was given
tocilizumab injection 8 mg + kg™ intravenously every 4 weeks on the basis of control group. When abnormal liver
enzymes, decreased neutrophil count, or decreased platelet count occurred, the dose of tocilizumab injection was
reduced to 4 mg - kg™', for a total of 12 weeks. The clinical efficacy, lung function and inflammatory response
indicators of the two groups were compared, and the safety was evaluated. Results A total of 84 cases were included
in this study, with 39 cases in control group and 45 cases in treatment group. After treatment, the overall clinical
response rates were 74. 36% (29 cases /39 cases) in control group and 91. 11% (41 cases /45 cases) in treatment
group, respectively. The overall clinical response rate of treatment group was statistically significant higher than control
group (P <0.05). After treatment, the levels of vital capacity ( VC) in control group and treatment group were
(2.25£0.34) and (2.38 £0.30) L, respectively; the levels of forced expiratory volume in 1 second (FEV,) were
(2.71 £0.39) and (2.85 +£0.36) L, respectively; the high — resolution CT ( HRCT) scores were (1.59 +0. 68) and
(1.49 +£0.59) points, respectively. There was no statistically significant difference in the above indicators between the
two groups (all P >0.05). After treatment, the levels of interleukin —6 (IL —6) in control group and treatment group
were (13.27 £1.95) and (12.05 £1.72) pg - mL™", respectively; the levels of rapid C — reactive protein ( CRP)
were (16.09 +2.44) and (14.83 +2.15) mg - L'
(MMP -3) were (60.32 £9.59) and (55.61 £8.27) ug + mL™", respectively; the levels of tissue inhibitor of
metalloproteinase — 1 (TIMP — 1) were (86.79 +14.58) and (79.83 +13.27) pg - mL™', respectively. All the

aforementioned indicators in treatment group were statistically significant lower than control group (P <0.05,P <0.01).

, respectively; the levels of matrix metalloproteinase — 3

The main adverse drug reactions in control group were elevated aminotransferase, leukopenia and upper abdominal
pain. The main adverse drug reactions in treatment group were elevated aminotransferase, leukopenia, decreased
neutrophil count and upper abdominal pain. The total incidence of adverse drug reactions was 7. 69% in control group
and 11. 11% in treatment group, with no statistically significant difference (P >0.05). Conclusion Tocilizumab
injection combined with iguratimod tablets is effective in the treatment of elderly patients with RA complicated with
interstitial pneumonia, and can effectively improve their clinical symptoms, serum marker levels, and lung function,
reduce inflammatory responses, and has good safety.
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2 HBHERMN AR AR A RA AR P R 24UEE RVTRHIY LA
FLRE (A 5 il 4 ﬁﬂ;ﬂ ST RE A 2 B 1j R Table 1 Comparison of general information between the two group

J£L $ [.l&éff’}_‘ ﬁ]’?-Kr i_ﬁj: ﬂﬁ *,l. [:Eﬁ T%TI‘ Ttem Control (n =39 ) Treatment(n =45)

%Ei@jﬁ%l+%ﬁx(ﬂp>o 05) ,/ /‘ﬁm‘ Age(year,x +5) 67.72 £5.81 69.47 £5. 86
Gender(n, %)

HodE, WA 1, Male 8(20.51) 9(20.00)

2 2 AHBREIRKERKEBZ LR Female 31(79.49) 36(80.00)

L2 T ) Y t =L 6 g Body mass index(kg + m ™%, +5) 22.74 £2. 14 22.94 +1.76
R {mﬁ?u z2 A %%Eﬁ e, S{C ﬁh%,fm HTIEﬂ ﬂen DAS28 RA disease duration( years,x *s) 7.74 £1.73 7.69 £1.49
15[263\7:1_:‘%11‘ L%#j@jﬁéjﬁ]ﬁ‘%u_nx( i/j P >0. 05) RA severity(n, %)

WOT R, 2 AL LRI R W E G Mol 21(53.85) 27(60.00)
“p Severe 18(46.15) 18(40.00)
(ﬁj P<0.01) , H /%L\ 2 iéj EA {EE DL Interstitial lung disease stage(n, % )
(P<0.05,P<0.01),00322, Early 8(20.51) 7(15.56)
3 2 Zﬂ.%%?éﬂ/i?&+y\'ﬁ:b\%ﬂgttﬁ Progressive 31(79.49) 38(84.44)
] Joint function class(n, % )

‘{ﬁ‘ﬁﬂu 2 4 &) RF  ACPA Fil anti — MCV 7K7E 1 24(61.54) 23(51.11)
Bt 1R TS L (1 P >0.05) s, 508,46 22048.89)
2 ZE,%%E@LLT BT BERRIG (1 P <0.01) gt S o e ) 070 s(7.78)
U2 Y8 B AR TR (3 P <0.05) , L3 3, Shoulder 5(12.82) 10(22.22)
4 2 ABERIEERLE Elbow 6(15.38) 7(15.56)

o . Knee 9(23.08) 6(13.33)

YZF?THU 2 QH%%E/‘J Ve %u FEV 7J(Sl27£éﬁ\:rf"_t’ =2 joints 12(30.77) 14(31.11)
ZRINTG =L (B P>0.05) 3697 )5 ,2 ik H Heart rate( beats - min~' ,x % s) 90.77 £6.28  90.29 +6.73

4 VC FEV S 37 | = 5 P <0.01) . HRCT Systolic blood pressure( mmHg,x + ) 121.26 £7.20 119.11 £8.08
}‘3/1 fl:L ! 7J(:|: qﬁ%‘ﬂ =l ( jij < ) ’ Diastolic blood pressure( mmHg,x £s)  78.77 £6.63  80.80 £5.93
W BEREN(P <0.01),2 21 %%H"J VC.FEV, 7J<3F

Control group: In addition to the conventional treatment regimen, patients

N/ A e | 2y, e
*ﬂ HRCT li]zﬁ H:& ’ E%Tl‘% iﬁjﬁ%‘ﬂ“ ERC) received oral iguratimod tablets 25 mg twice daily after breakfast and dinner
( i,}] P>0.05 ) s Jl_d,%:-{ 4, for 12 weeks; Treatment group: In addition to control group, patients
5 2 ZH,%%&E&}I_\'Z?E*,TU}(IFE’\] tti’f received intravenous tocilizumab injection 8 mg + kg ™! or 4 mg - kg ! once

?ﬁﬁﬁﬁ , 2 éﬂ }% %‘ E/‘J IL-6_CRP_MMP -3 ﬂgu every 4 weeks, for a total treatment duration of 12 weeks.

R2 2 YUBHMRARAERSGE TS DU FLAL (x £5)

Table 2 Comparison of improvement of clinical symptoms between the two groups (x +s)

Control (n =39) Treatment(n =45)
Item
Before treatment After treatment Before treatment After treatment
TJC( count) 1113 £ 1. 64 4.18 =0, 72 11.18 +1. 61 3,64 £0, 71" =
SJC( count) 8.87 +£1.20 2.59 +(. 55" 8.89 +1.27 2.29 +0. 66" *
Morning stiffness duration( min) 105. 62 +14. 31 30. 92 4. 69 108.93 £15.90 27.42 £4, 21"~
DAS28 score ( score) 4.89 £0.75 2.73 +0. 36" 4.78 0. 69 2.55 (. 28"~

TJC: Joint tenderness count; SJC: Swollen joint count; DAS28 . Disease activity score of 28 joints; Compared to control group at the same time, * P <0.05,

** P <0.01; Compared to before treatment in the same group, **P <0. 001.

T3 2 HUBHBNILIET RAFEY AR (TU - mL ™ & +5)

Table 3 Comparison of rheumatoid arthritis marker levels between the two groups(IU - mL™" % +5)
Control(n =39) Treatment(n =45)
Item
Before treatment After treatment Before treatment After treatment
RF 181. 06 +28. 45 49.52 +7. 64%# 183.27 +£29.31 45.35 £7. 08*##*
ACPA 42.87 £6.25 11.47 £1. 73%# 43.72 6. 81 10. 56 £ 1. 59*##
Anti - MCV 325.47 +53.58 85.42 +11. 49%# 316.04 +51. 67 79. 65 +10. 21 ###~

RF: Rheumatoid factor; ACPA: Anticyclic citrullinated peptide antibody; Anti — MCV: Anti — mutated citrullinated vimentin; Compared to control group at

the same time, * P <0.05; Compared to before treatment in the same group, ™ P <0. 001.
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Table 6 Comparison of clinical efficacy between two groups(n, % )

Item Control(n =39) Treatment(n =45)
Significant effect 10(25.64) 19(42.22)
Effective 19(48.72) 22(48.89)
Ineffective 10(25.64) 4(8.89)
Overall effective rate 29(74.36) 41(91.11) *

Compared to control group, * P <0. 05.

Table 4 Comparison of pulmonary function between the two groups(x +s)

Control (n =39)

Treatment(n =45)

frem Before treatment After treatment Before treatment After treatment
VC(L) 1.99 +0.33 2.25 +(. 34 2.03 +£0.27 2.38 +£0. 30%*
FEV, (L) 2.26 £0.37 2.71 0. 39%## 2.21£0.28 2.85 +0. 36"
HRCT score ( score ) 3.33+£0.62 1.59 £0. 68 3.38 +0. 61 1.49 £0. 597

VC: Vital capacity; FEV, .
#p <0.001.

RS 2 ABERIERDAGIRACE L (% £ 5)

Forced expiratory volume in one second; HRCT: High — resolution CT; Compared to before treatment in the same group,

Table 5 Comparison of inflammatory response indicator levels between the two groups(x £s)

Control (n =39)

Treatment(n =45)

ltem
Before treatment

After treatment

Before treatment After treatment

IL-6(pg-mL™")
CRP(mg - L°1)
MMP -3 (pg - L°")
TIMP - 1 (pg - mL™")

34.05 £4.82
31.24 £5.03
117.38 +18. 36
153.62 £23.75

13.27 1. 95"
16. 09 +2. 44%#
60.32 +9. 5%
86.79 + 14. 58

32.74 £4.63
32.08 £4.97
118.52 +£19. 08
151.24 £22.52

12.05 £ 1, 727 »
14.83 2. 15"~
55.61 £8, 27%#=
79. 83 13, 27"

IL -6 Interleukin —6; CRP: C — reactive protein; MMP —3 . Matrix metalloproteinase —3 ; TIMP —1 . Tissue inhibitors of metalloproteinase — 1 ; Compared to

*P<0.05,

control group at the same time,

i
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** P <0.01; Compared to before treatment in the same group, **P <0. 001.
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CRP .MMP -3 F TIMP — 1 /K544 55 % F X B4, 32
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PSRN AL A S W IL -1 FTIL -6, 3
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WL A IL - 6 32 A, BELWT o B 22851 % 10 g A%
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