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ABSTRACT Objective: To investigate the relationship between serum aproliferation inducing ligand (APRIL), monocyte chemoat-
tractant protein-1 (MCP-1), CD4"/CD§" ratio and immunosuppressive therapy efficacy in patients with idiopathic membranous nephropa-
thy (IMN). Methods: 167 IMN patients who received immunosuppressive therapy in Loudi Hospital Affiliated to South China University
from January 2020 to March 2022 were selected as the research objects. The levels of serum APRIL and MCP-1 before treatment were
detected by enzyme-linked immunosorbent assay (ELISA), CD4" and CD8" were detected by flow cytometry, and the ratio of CD4"/CD8*
was calculated. Patients were divided into effective group (n=126) and ineffective group (n=41) according to the curative effect after
treatment, the serum APRIL, MCP-1 and CD4/CD8" ratio were compared between two groups. The influencing factors of the efficacy of
immunosuppressive therapy for IMN were analyzed by Logistic regression model, the predictive value of serum APRIL, MCP-1 and
CD4"/CD8 ratio for ineffective immunosuppressive therapy was analyzed by receiver operating characteristic (ROC) curve. Results: The
serum APRIL, MCP-1 and CD4"/CDS8" ratio in ineffective group were higher than those in effective group (P<0.05). Univariate analysis
showed that, the efficacy of immunosuppressive therapy in IMN patients was related to pathological stage, 24 h urine protein, serum crea-
tinine (Scr), cystatin C (CysC), and glomerular filtration rate (GFR) (P<0.05). Multivariate Logistic regression analysis showed that, ele-
vated serum APRI, MCP-1, CD4*/CD8" ratio and pathological stage III and IV were independent risk factors for ineffective immunosup-
pressive therapy for IMN (P<0.05). The area under the curve (AUC) of serum APRIL, MCP-1, CD47/CD8" ratio and combined detection
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for predicting ineffective immunosuppressive therapy in IMN patients were 0.815, 0.811, 0.749 and 0.939 respectively, the predictive value

of combined detection was better than that of each index alone. Conclusion: The increase of serum APRIL, MCP-1 and CD4"/CD8" ratio

are independent risk factors for the ineffective treatment of IMN immunosuppressive agents, the combine detection of the three indicators

has a high predictive value for the efficacy of IMN immunosuppressive agents.
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Table 1 Comparison of serum APRIL, MCP-1 and CD4*/CD8" ratio between two groups(xt s )

Groups n APRIL( ng/L) MCP-1(pg/L) CD4'/CD8" ratio
Effective group 126 20.36% 4.48 17.38+ 3.52 1.26x 0.48
Ineffective group 41 34.83+ 5.86 26.52+ 4.67 2.61% 0.63

t -14.298 -13.271 -14.430
P <<0.001 <<0.001 <<0.001

2.2 ®Wa IMN BF R ElEFaT T EERS H5p49] .24 h JRE&EH Ser CysC GFR A 5 (P<<0.05), 5151 |
BRI AR TR, IMN BE GG RGP CSR Rk IRy TR HE A (CRP R (P>0.05). TRILEK 2.
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Table 2 Univariate analysis of the effect of immunosuppressive therapy on IMN patients

Effective group Ineffective group
Factors X/t P
(n=126) (n=41)
Male 69(54.76) 23(56.10) 0.022 0.882
Gende[n(%)]
Female 57(45.24) 18(43.90)
Agel(years, xt s) 47.92+ 11.05 49.83+ 12.39 0.933 0.352
Phase I, IT 106(84.13) 19(46.34) 23.321 <<0.001
Pathological staging[n(%)]
Phase 111, IV 20(15.87) 22(53.66)
GC+CTX 37(29.37) 13(31.71) 0.080 0.777
Therapeutic regimen[n(%)]
GC+CNI 89(70.63) 28(68.29)
Albumin( g/L, x% s) 23.32+ 6.18 22.96x 5.47 0.333 0.740
24 h urine protein (g/d, x s) 5.43% 1.09 6.38%+ 2.17 -3.698 <0.001
Ser( wmol/L, xt s) 73.18% 11.25 79.63% 13.42 -3.037 0.003
CysC(pmol/L, x% ) 377+ 0.72 4.18+ 0.94 -2.927 0.004
GFR[ml/(min-1.73 m?), xt s] 96.83+ 19.63 79.06x 17.57 5.169 <0.001
CRP(mg/L, xt s) 5.76x 1.44 6.04+ 1.75 -1.024 0.307
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Table 3 Multivariate Logistic regression analysis of factors affecting the efficacy of immunosuppressive therapy in IMN patients

Variable B SE Wald «° P OR 95%CI
Elevated APRI 0.577 0.127 10.666 <0.001 1.781 1.388~2.283
Elevated APRI 0.774 0.273 8.056 0.005 2.169 1.271~3.701

Elevated CD4"/CD8' ratio 0.477 0.175 7.430 0.006 1.812 0.382~3.651
Phase III, IV 2.612 1.026 6.483 0.011 3.623 1.824~10.172
Constant -33.636 11.473 8.596 0.003 -- -

5 4 & APRIL.,MCP-1,CD4"/CD8" LL{EXf IMN B& B M &IFia T T M &
Table 4 Predictive value of serum APRIL, MCP-1, CD4"/CD8" ratio for ineffective immunosuppressive therapy in IMN patients

Variable Cut-off AUC Youden index 95%CI Sensitivity (%) Specificity (%)
APRIL 27.03 pg/L 0.815 0.535 0.747~0.870 78.05 75.40
MCP-1 21.52 pg/L 0.811 0.543 0.743~0.867 80.49 73.81

CD4'/CDS8" ratio 2.06 0.749 0.469 0.676~0.812 73.17 73.81
Joint 0.939 0.726 0.891~0.970 80.49 92.06

Sensitivity

--- APRIL
—— MCP-1

—— CD4°*/CDS8* ratio
— Joint
— Diagonal
0.0 0.2 0.4 0.6 0.8 1.0
1-Specificity
& 1 Mm% APRIL.MCP-1,CD4/CD8" LL BN IMN & & iFIFi597
T3 # ROC gh&k

Fig.1 ROC curve of serum APRIL, MCP-1 and CD4"/CD8§" ratio

in predicting the failure of IMN immunosuppressive therapy
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