URINARY ENDOTROPHIN, A PRODUCT OF COLLAGEN TYPE VI FORMATION, PREDICTS DISEASE PROGRESSION
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INTRODUCTION AND OBJECTIVES RESULTS

Renal fibrosis is the central pathogenic process in progression of chronic : C : . : . : : : . .

idney disease (CKD).! Due to a lack of sufficient tools and biomarkers for » In fibrotic kidneys, a prominent staining for endotrophin was observed, in areas that co-localized with high COL VI staining (Figure 1)

a better stratification of CKD patients, precision medicine is currently not > Endotrophin:creatinine ratio correlated with eGFR at baseline and one year (Figure 2)

available. Collagen type VI (COL VI) is a major component of extra-cellular

matrix deposition in systemic fibrosis, including the kidney. Endotrophin, » Patients with high levels of endotrophin:creatinine ratio were more likely to progress within one year. Adjustment for albumin:creatinine ratio,

the C-terminal of the alpha-3 chain of COL VI, is cleaved off during
formation and is a dynamic product reflecting fibrosis and exerts
pleiotropic fibrotic effects.?3 However, it is not known if endotrophin is
produced in fibrotic kidney disease and whether urinary levels are
associated with adverse outcomes in CKD patients. >

mean arterial pressure, and eGFR showed an independent association of both Q3 (OR 3.62, p=0.04) and Q4 of endotrophin:creatinine ratio with
progression of CKD (OR 8.96, p=0.0007) (Figure 3)
Endotrophin:creatinine ratio was associated with development of ESRD (per increase in one standard deviation; HR 1.58, p<0.0001) (Figure 4A)

To investigate the involvement of COL VI formation in kidney pathology » Endotrophin:creatinine ratio was associated with mortality (per increase in one standard deviation; HR 1.37, p=0.0013) (Figure 4B)

we used serial section immunohistochemistry on human kidneys to
ascertain endotrophin expression in relationship to COL VI deposition.
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Figure 4. Kaplan-Meier plot showing (A) development of ESRD
and (B) mortality stratified by quartiles of

endotrophin:creatinine ratio
Out of the 499 patients, 105 (21.0%) developed ESRD and 66 (13.2%) died
during the follow-up period.
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Categorical variables are expressed as number (%), and continuous variables as median urinary

(IQR). Abbreviations: COPD, chronic obstructive pulmonary disease; CCl, Charlson’s
comorbidity index; IMD, index of multiple deprivation; eGFR, estimated glomerular
filtration rate; ACR, albumin:creatinine ratio; ECR, endotrophin:creatinine ratio.
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CONCLUSIONS

Our study suggests that endotrophin reflects renal fibrosis and that
elevated levels of urinary endotrophin:creatinine ratio are associated
with disease progression and mortality.
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