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Interventions

Patients studied

Status/major

Enrollment

Trial

Study

outcomes registration completion
date
Tocilizumab HS patients awaiting RT Reduced antibody-mediated 10 1/2 NCT01594424 2015-05
immune
response, improved
transplant success
rate
Patients with obesity Reversible reduction of meal- | 56 Not NCT01073826 2016-06
and T2DM and applicable
exercise-induced GLP-1
KTR with inflammation Increase in Treg frequency, 33 2 NCT02108600 2018-12-16
decrease
in T-effector cell
cytokine responses
KTR Active, not recruiting 12 172 NCT03867617 2029-06
KTR Recruiting 50 3 NCT04561986 2027-12
KTR Active, not recruiting 10 Not NCT03859388 2024-12-31
applicable
Patients before or after Recruiting 18 2 NCT04779957 2024-10
graft nephrectomy
Clazakizumab ESRD patients with diabetes Reduction in 2310 2/3 NCT05485961 2028-12
or atherosclerosis inflammation markers
Patients with ABMR after RT | Completed, but results 10 1/2 NCT03380377 2024-04-16
not disclosed
KTRwith late ABMR Decrease in donor-specific 20 2 NCT03444103 2020-06-30
antibodies,
improved eGFR decline
KTR Unmet Expectations 194 3 NCT03744910 2024-04-08
HS Patients Awaiting RT Active, not recruiting 20 12 NCT03380962 2025-07-30
Ziltivekimab ESRD patients Improvement in multiple 264 2 NCT03926117 2020-06-26
inflammatory
markers and
thrombotic biomarkers
people with CVD, CKD Recruiting 6200 B NCT05021835 2026-01-29
and inflammation
Chinese people with kidney Active, not recruiting 24 1 NCT05379829 2024-05-27
disease and inflammation
Baricitinib DKD patients Reduction in proteinuria 130 2 NCT01683409 2014-11
levels,
Alleviated renal inflammation
CKD patients Recruiting 75 2 NCT05237388 2026-03-31
with hypertension
DKD patients with Recruiting 20 2 NCT05897372 2025-06-01
severe albuminuria
lupus nephritis Recruiting 80 2/3 NCT05686746 2023-08-01
lupus nephritis Active, not recruiting 60 3 NCT05432531 2023-04-01
Tofacitinib Patients after RT Inhibition of acute rejection 61 2 NCT00106639 2006-07
5 year of follow-up on post- Long-term 178 2 NCT00658359 2015-06

RT patients

renoprotective effects

KTR, kidney transplant recipient; ABMR, antibody-mediated rejection; RT, renal transplantation; HS, highly-HLA sensitized; CVD, cardiovascular disease; DKD, diabetic kidney disease; CKD,

chronic kidney disease; ESKD, end-stage kidney disease; T2DM, type 2 diabetes mellitus; GLP-1, glucagon-like peptide-

5 eGFR, estimated glomerular filtration rate.
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Cell type Role of IL-6 Refs

Podocyte Promoted proliferation, apoptosis, and (76-79, 175)
growth arrest, stimulation of
hypertrophy, induction of excessive
motility and functional disruption,
protection of podocytes in AKI models

Endothelial cell Induction of inflammatory phenotype, (81, 83-85)
induction of endothelial-mesenchymal
transition and fibrosis, increased
permeability, inhibited neutrophil
recruitment to inflamed cells

Mesangial cell Promotion of proliferation, enhanced (86, 88-92, 176)
chemokine expression,
induction of apoptosis and fibrosis,
reduced abundance of fibronectin and
type IV collagen

Tubular Induction of apoptosis, mesenchymal (75, 93-96, 177)

epithelial cell transition and fibrosis, promotion of
immune cell accumulation, attenuated
oxidative stress damage

Renal fibroblast Increased ECM production, activation (97, 98, 160)
of the transition to myofibroblasts

AKI, acute kidney injury; ECM, extracellular matri.
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Diseases/ Interventions Major results

Patients (n)

2004 RA MRA Elevation in TC, LDL-C, and triglyceride levels, (138)
(n=164) mild liver disease, transient decrease in white blood cell counts

2011 RA with T2DM TCZ T2DM patients: significant reduction in HbAlc (137)
(n=10) Non-T2DM patients: slight decrease in HbAlc, no hypoglycemia observed
RA without T2DM
(n=29)

2011 RA TCZ Elevated TC and HDL levels, decreased arterial stiffness (140)
(n=22)

2013 RA with T2DM TCZ Decrease in insulin/glucose ratio, improved insulin sensitivity (134)
(n=50)

2015 RA TCZ Elevation of TC, LDL-C, and triglyceride levels, (141)
(n=132) no change in small dense LDL

2015 RA TCZ ‘Weight gain, alterated fat distribution, increased muscle mass (135)
(n=21)

2018 RA TCZ Comparable increases in different lipoproteins, no change in atherogenic index (139)
(n=40)

2019 RA TCZ Decrease in serum insulin levels and insulin/glucose ratio, improved insulin sensitivity ~ (134)
(n=50)

2020 RA TCZ Increased total adiponectin and HMW adiponectin, increased body mass index and (136)
(n=107) waist circumference but no parallel change in waist-to-hip ratio, no change in fat

mass, increased muscle mass

RA, rheumatoid arthritis; TCZ, tocilizumab; MRA, a Humanized anti-IL-6 receptor antibody; HMW, high molecular weight; TC, total cholesterol; LDL-C, low-density lipoprotein cholesterol;
T2DM, type 2 diabetes mellitus; HbAc, glycated hemoglobin Alc.
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Exposure utcome No.of SNP OR(95% CI)
IgD+ CD38dim AC Heart failure 2 101 (1.00-1.02) 0.016058368
IgD+ AC Heart failure 14 101 (1.00-1.03) 0037777331
on gD+ CD24+ Heart failure 20 102 (1.00-1.04) 0.02161675
on IgD- CD38dim Heart failure 4 1.04 (1.00-1.09) 0027552271
CD19 on IgD+ CD3S- unsw mem Heart failure 2 101 (1.00-1.02) 0.04815258
BAFF-R on IgD- CD38- Heart failure 19 102 (1.00-1.03) 0041740718
CD20 on B cell Heart failure 2 1.03 (1.00-1.05) 0031658149
BAFF-R on unsw mem Heart failure 2 101 (1.00-1.03) 0.038088456
CDIlc on CD62L+ myeloid DC Heart failure 26 0.98 (0.96-0.99) 0.009556911
HLA DR on plasmacytoid DC Heart failure 27 1.02(1.00-1.03) 0021851139
DCAC Heart failure 2 1.03 (1.01-1.06) 0.009507088
CD62L- plasmacytoid DC AC Heart failure £ 0,97 (0.95-1.00) 0.018426367
CD62L- CDS6+ myeloid DC %DC Heart failure 18 102 (1.00-1.04) 0023902134
TDCD4+ AC Heart failure n 0.96(0.93-0.99) 0022342814
CD3 on CM CD4+ Heart failure £ 1.02(1.00-1.03) 0.030257561
PDL-1 on CD14- CDI6+ monocyte Heart failure 19 0.98(0.97-1.00) 0.040551763
CD64 on CD14+ CDI6- monocyte Heart failure 37 0.99(0.98-1.00) 0.048424418
CD45 on CD33br HLA DR+ CD14- Heart failure 18 1.04 (1.01-1.06) 0.004652702
Gr MDSC AC Heart failure 2 1.02(1.00-1.05) 0.03118096
HLADR on CD33- HLA DR+ Heart failure 15 1.02(1.00-1.04) 003331692
B cell %lymphocyte Heart failure 34 1.02 (1.00-1.04) 0.038180325
CD3 on HLA DR+ CD4+ Heart failure 26 0.95 (0.96-1.00) 0.030719699
CD4S on B cell Heart failure 16 1.02 (1.00-1.03) 0.040175084
CD45 on CDI4+ monocyte Heart failure 17 0.98 (0.95-1.00) 0.031886059
HLADR on HLA DR+ CD4+ Heart failure 21 0.97 (0.94-1.00) 0.041255958
CDSbr and CDSdim %leukocyte Heart failure 14 0.95(0.91-0.99) 0.010433873
HLA DR+ NK %NK Heart failure £ 0.97(0.95-1.00) 0022457528
CD3 on CD28+ DN (CD4-CDS-) Heart failure 16 0.98 (0.96-1.00) 0017421529
Resting Treg % CD4 Treg Heart failure 31 0.98 (0.97-0.99) 0.001063164
CD127 on CD4SRA+ CD4+ Heart failure 23 1.03 (1.00-1.05) 0.016041358
CD25hi CDASRA- CD4 not Treg AC Heart failure 20 1.01(1.00-1.02) 0.030201842
CD39 on CD39+ activated Treg Heart failure 23 1.02 (1.00-1.04) 0.045384921
CD25hi CDASRA+ CD4 not Treg %CD4+ Heart failure 35 0.99(0.98-1.00) 0.013975283
CD28 on secreting Treg Heart failure 17 1.02 (1.00-1.03) 0.032235463
CD25hi CDASRA+ CD4 not Treg %T cell Heart failure 30 0.99(0.98-1.00) 0015133915
Resting Treg %CD4 Heart failure 34 0.98 (0.97-0.99) 0.000325693
CD28 on CD39+ activated Treg Heart failure 20 0.98 (0.96-1.00) 0025911726
CD39+ CDSbr %CDSbr Heart failure 23 1.02(1.00-1.03) 0023783484
CD4SRA on CD39+ resting Treg Heart failure 9 0.97 (0.94-1.00) 0025734842
CDI27- CDSbr AC Heart failure 14 1.03 (1.00-1.06) 0.041530067

50.98.00.0:
Hazard Ratio(95%CI)

2.01.06.08
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