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Background: ACTHar gel (adenocorticotropin hormone, ACTH) is an FDA-approved treatment for adult systemic lupus erythematosus (SLE). The therapeutic benefits of ACTHar are due to its steroidogenic effect on the adrenal cortex and the activation of the melanocortin receptors (MCRs).  Found on multiple immune cells, including glomerular podocytes, MCR activation is thought to have direct anti-inflammatory and renoprotective effects (1) and is associated with a reduction in podocyte injury and loss. To date, there have been there have been few publications on the use of ACTHar as an anti-proteinuric treatment in lupus nephritis (LN).
Objective: This study The objective of this proof of concept study was to was initiated to evaluatee the use of ACTHar gel in patients with proliferative LN as an alternative to high dose prednisone.
Methods: This single-site, investigator initiated, open label trial of ACTHar gel includes to date 8 patients with biopsy proven class III or IV LN treated with self-administered ACTHar gel 80 IU either twice a week (BIW) or three times a week (TIW) for one month followed by a BIW dosing schedule for a total of 3 months in addition to the standard of care LN therapy, mycophenolate mofetil (MMF) 3 grams daily.  Data were collected on demographic and disease characteristics, clinical manifestations requiring treatment, concomitant medications, disease course, and treatment outcomes.   Renal response (RR) is defined as either a reduction in proteinuria to <500 mg/24 hours or a reduction in proteinuria to <50% of the initial abnormal value while maintaining or improving serum creatinine.
Results: We describe 8 patients with LN treated with ACTHar, 4 of whom received ACTH injections BIW and 4 TIW for one month followed by injections BIW, with a mean follow-up of 8.7 months (6/8 patients had follow-up >6 months). The mean age was 31 (19-56) years, and the mean disease duration was 5 (0.1-10.2) years at initiation of ACTH.  7 patients are female, 5 Hispanics, 2 Caucasians and 1 African American. All patients were taking other background medications at the initiation of ACTH (hydroxychloroquine 8/8, prednisone 3/8, mycophenolate mofetil 8/8).  Two patients were terminated early due to AEs, including a renal flare at 6 months and a severe extra-renal flare requiring high dose steroids at 6 weeks.  At the 3, 6, and 12 month follow-up, RR was noted in 3/6 patients; at 12 months, 2 patients had achieved were in complete renal response with proteinuria <500 mg at 12 months.  All patients tolerated the ACTH gel injections well, without any infectious complications, increase in blood pressure or blood glucose, or significant weight gain.
[bookmark: _GoBack]Conclusions: This is the first study investigating the use of ACTHar gel in proliferative LN. Our data demonstrate favorable clinical outcomes in LN as early as three months after the initiation of ACTH.  No safety signals were observed.
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