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Clinical trial of rituximab in the treatment of patients with primary membranous
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Abstract;: Objective
injection in the treatment of patients with primary membranous
nephropathy ( PMN ). Methods

study subjects and divided into control group and treatment group

To explore the effect and safety of rituximab
PMN patients were selected as the

according to envelope method. Patients in control group received
valsartan capsules, 80 mg - d ™', and the patients in treatment group was
treated with 375 mg - m ™’ rituximab injection, (once a week, and
adjusted to once per month after one month of therapy) on the basis of

control group. Both groups received continuous treatment for six months.
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The clinical efficacy, renal function indexes (24 — hour urine protein, creatinine, blood urea nitrogen) , immune cells
('Thl cells, Th2 cells, Th17 cells) , immune - related factors [ immunoglobulin G subtype 4 (IgG4) , interleukin —4
(IL -4) ], vascular endothelial cell function [ plasminogen activator inhibitor — 1 (PAI - 1), endothelin -1 (ET -1) ],
soluble suppression of tumorigenicity 2 (sST2) and Toll — like receptor 4 (TLR4) levels were compared and analyzed
and the safety were evaluated. Results The clinical effective rates of the treatment group and the control group were
86.49% (64 cases/74cases) and 63.51% (47 cases/74 cases), respectively, and the difference was statistically
significant (P <0.01). After treatment, the 24 h urine protein in the control group and the experimental group were
(2.03+0.39) and (1.49 £0.32) g + 24 h™", respectively; the serum creatinine were (98.11 = 12.29) and
(76.69 £10.12) pmol. - L~", respectively; blood urea nitrogen was (7.39 + 0.89) and (6.08 + 1.27)
mmol. - L', respectively; the proportion of Th2 cells were (0.92 +0.11) % and (0.76 £0.13) % , respectively;
the levels of sST2 were (1.59 +0.38) and (1.19 £0.31) ng + mL"~
(125.09 £13.91) and (91.58 £10.67) ng - mL™"; the levels of ET —1 were (53.58 +5.34) and (41.77 £4.35)

pg - mL~'. The differences of the above indicators between two groups were all statistically significant (all P <0.01).

', respectively; the levels of TLR4 were

The drug adverse effects of treatment group and the control group were 16.22% (12 cases/74 cases) and 13.51%
(10 cases/74 cases) (P >0.05). Conclusion Rituximab injection is beneficial for primary membranous nephropathy
to improve renal function and vascular endothelial cell function, reduce the release of sST2 and TLR4, reduce the
expression of immune — related factors, improve clinical efficacy, and have a good safety profile.

Key words: rituximab injection; primary membranous nephropathy; vascular endothelial function; renal function;
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Table 1 Comparison of clinical data between two groups

Control group Treatment group

Item

(n=74) (n=74)

Gender( male/female) 50/24 54/20
Age (years, x +s) 52.54 £5.51 53.02 £4. 81
BMI (kg - m™2, x£s) 24.83 £2.92 25.13 £3.22
SBP (mmHg,x +5) 135.59 £16. 18  134.76 £19.72
DBP(mmHg,x +5) 82.31 +7.49 81.92 +7. 14
Heart rate( times/min,x +5) 76.47 £6.34 75.94 £5.82
Course of disease (years, x £5) 0.91 £0.22 0.80 +£0.29
Stages of disease (n, %)

I 15(20.27) 14(18.92)

| 38(51.35) 36(48.65)

I 21(28.38) 24(32.43)

BMI: Body max index; SBP: Systolic blood pressure; DBP: Diastolic blood
pressure; Control group: Received valsartan capsules, 80 mg - d~!;
Treatment group; Treated with 375mg + m 2 rituximab injection ( once a

week and adjusted to once per month after one month of therapy).

R2 2HBEBMREIEARM B (2 £5)

2 2HEREBYRENLLER
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5WRITHTA L, 2 IR YT JS Thl (Th2 [ Thl7
AN )35 B R R (2 P <0.01) , HiXSe 411 3%
RTXHRA (5 P <0.01) , WK 3,
4 2HBERBEXEFKEHLE

BIT A 2 HIGRE T 1gG4 FIL -4 /KPR T
FE(¥ P <0.01), Hi 54l ¥ W 25 KT X5 B4 (3
P<0.01),L34,
5 2AREMNENEAMINGER LR

TRITIE 2 AUE R PAT -1 ET -1 85 55 N 2 40
MIZHREFR R B W TR (3 P <0.01) s Hilga 24 @
FITRIRA (¥ P <0.01) , WS,
6 2 4A5E sST2 . TLR4 K EHyELER

TRITE 2 ALEE Y sST2 1 TLR4 KF- ARG, H
RIRH sST2 F1 TLR4 ¥4 10 AL T X BZH (P <0.01)
k6,
7 &R

RIGHARCR W = TR, fEG it E 2R
BAEGHE (P <0.01) , WK 7,
8 Z&EMIFM

TRYT b R I A I T 2 B, R 4
1], ez i v v 2 9], A2 B S MK 2 3] AR EY
YIS RSB K HE #8016, 22% (12 f5i/74 f]) , % BR

Table 2 Comparison of Renal function indexes between two groups(x +s)

Control group

Treatment group

Ttem
Before treatment

After treatment

Before treatment After treatment

24 h Urinary protein (g 24 h™") 5.10 £1.31
Serum creatinine (wmol + L=1) 139.22 +£23.41
Blood urea nitrogen (mmoL + L™") 11.78 £2.90

2.03+0.39** 4.93+1.42 1.49 +0.32 " *#
98. 11 £12.29* * 142. 04 £25. 10 76.69 £10. 12 * **
7.39 £0.89 " * 12.15 +3.13 6.08 £1.27 " *#

Compared with before treatment in the same group, * * P <0.01; Compared with the control group at the same time, *P <0. 01.

K3 2HBEIWRI TG RBEAMARF I LB (% % 25)

Table 3 Comparison of the level of immune cells before and after treatment between two groups(% , x +s)

Control group (n=74)

Treatment group (n =74)

frem Before treatment After treatment Before treatment After treatment

Thl 3.23+1.19 2.62£0.71** 3.32£1.30 1.69 +0.67 *#
Th2 1.20 0. 51 0.92+0.11** 1.17 £0.43 0.76 £0. 13 * *#
Th17 1.28 £0. 54 0.91+0.20** 1.32 £0.59 0.69 £0. 17 * *#

Compared with before treatment in the same group,

** P <0.01; Compared with the control group at the same time, **P <0. 01.
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Table 4 Comparison of Therapeutic immune — related factor levels between two groups(ng - mL™" | x +5)

Control group (n =74)

Treatment group (n =74)

ltem

Before treatment After treatment Before treatment After treatment
IgG4 13.24 £3.63 11.93 £1.68 " * 13.86 £4.12 10.47 £2.29 * *#
IL-4 0.39 +0. 10 0.36 +0.06 " * 0.41 £0.13 0.31£0.05" **

IgG4 : Immunoglobulin; IL: Interleukin —4; Compared with before treatment in the same group,

time, #P <0.01.

RS 2HBEMENBINELE (2 £5)

** P <0.01; Compared with the control group at the same

Table 5 Comparison of Vascular endothelial function between two groups(x +s)

Control group (n =74)

Treatment group (n =74)

Item
Before treatment

After treatment

Before treatment After treatment

34.59 +4. 66
67.43 £7.20

PAI-1(ng - mL™1)
ET-1(pg-mL™")

30.07 £3.26* "
53.58 £5.34" "

35.54 £5.61
69.52 £8.28

26.38 £3.85* *#
41.77 £4.35* *#

Compared with before treatment in the same group, ** P <0.01; Compared with the control group at the same time, *P <0. 01.

RO 2 HBERITHS ATV A KORIERIA LN 2 819 (sST2) #1 Toll #E3Z {4 4(TLR4) /K- H#L (% £5)
Table 6 Comparison of the level of soluble suppression of tumorigenicity 2 (sST2) and Toll - like receptor 4 ( TLR4 ) before and after

treatment between two groups(x +s)

Control group (n=74)

Treatment group (n =74)

Item
Before treatment

After treatment

Before treatment After treatment

2.40 £0. 34
212.92 +45.03

sST2(ng » mL~")
TLR4(ng - L°1)

1.59 £0.38 "~
125.09 £13.91* *

2.51 £0.42
223.14 +£61.20

1.19 0,31 * *#
91.58 £10.67 * **

Compared with before treatment in the same group, * * P <0.01; Compared with the control group at the same time, *P <0. 01.

RT 2HBHEGKITHILE (n, %)

Table 7 Comparison of clinical efficacy between two groups (n, % )

Control group Treatment group

[tem

(n=74) (n=74)
Marked efficacy 18(24.32) 28(37.84)
Effective 29(39.19) 36(48.65)
IneffectiveEffective rate 27(36.48) 10(13.51)
Effective rate 47(63.51) 64(86.49) *

Compared with the control group, ** P <0.01.

A BT 3 B, 3 B 1, A
I 1 K 1], EA 2 AN RO S A R
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