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Substance: voclosporin 
 
Brand Name: Lupkynis 
 
Originator/licensee: 
Otsuka Pharmaceutical 
Netherlands B.V. 
 
Classification: NCE 
 
ATC code: L04AD03 
 
Orphan Status: 
Eu: No 
Us: No 
 
Mechanism of action:  
Voclosporin is a 
calcineurin-inhibitor which 
inhibits lymphocyte 
proliferation, T-cell 
cytokine production and 
expression of T-cell 
activation surface antigens 
[1].  

Authorized Indication:  
EMA: voclosporin is indicated in 
combination with 
mycophenolate mofetil for the 
treatment of adult patients with 
active class III, IV or V (including 
mixed class III/V and IV/V) LN [1]. 
FDA: voclosporin is a calcineurin-
inhibitor immunosuppressant 
indicated in combination with a 
background immunosuppressive 
therapy regimen for the 
treatment of adult patients with 
active lupus nephritis (LN) [2].  
 
Route of administration: OS 
 
Licensing status 
EU CHMP P.O. date: 21/07/2022 
FDA M.A. date: 22/01/2021 
 
EU Speed Approval Pathway: No 
FDA Speed Approval Pathway: 
No 
 
----- 
ABBREVIATIONS: 
AE: Adverse Event 
ACR: American College of Rheumatology 
AZA: azathioprine 
CI: confidence interval 
CNI: Calcineurin Inhibitor 
eGFR: Estimated Glomerular Filtration Rate 
EULAR: European League Against 
Rheumatism 
ERA-EDTA: European Renal Association-
European Dialysis and Transplant 
Association  
GC: glucocorticoid 
HCQ: Hidroxicloroquina 
LN: lupus nephritis 
MMF: mycophenolate mofetil 
OR: Odds Ratio 
P: p value 
PBO: placebo 
Pts: patients   
QD: twice daily 
SAE: Serious Adverse Event 
SLE: systemic lupus erythematosus 
Yrs: years 

Summary of clinical EFFICACY: 
AURORA 1 (NCT03021499) is a phase III, multicentre, double-blind, randomized, PBO controlled study to evaluate efficacy and 
safety of voclosporin in pts aged 18-75 yrs (N=357) with a diagnosis of LSE with LN, according to the ACR criteria, and a kidney 
biopsy within 2 yrs that showed class III, IV or V (alone or in combination with class III or IV).  
The primary end-point was complete renal response at 52 weeks*. Pts were randomly assigned in a 1:1 to voclosporin 23.7 mg 
(N=178) or PBO (N=178) QD for 52 weeks.  
All pts were administered MMF 1g QD + iv methylprednisolone once daily on days 1 and 2 (0.5 g/day for pts that weighed more 
than 45 kg and 0.5 g/day for pts that weighed less than 45 kg). All pts then began a rapid taper of oral prednisone on day 3 
commencing at 20–25 mg per day. The dose decreased over time to 2.5 mg per day at week 16. 
The primary endpoint was achieved in significantly more pts in the voclosporin group than in the PBO group (73 [41%] of 179 
pts vs 40 [23%] of 178 pts; odds ratio 2·65; 95% CI 1·64–4·27; p<0·0001) [3].  
*defined as a composite of urine protein creatinine ratio of 0.5 mg/mg or less, stable renal function (defined as eGFR ≥60 mL/min/1.73 m 

2
 or no 

confirmed decrease from baseline in eGFR of >20%), no administration of rescue medication, and no more than 10 mg prednisone equivalent per day 
for 3 or more consecutive days or for 7 or more days during week 44 through 52, just before the primary endpoint assessment.  

 
Summary of clinical  SAFETY: 
The AE profile was balanced between the two groups: 

 AEs SAEs SAEs on infection 
and infestation** 

AEs leading to 
discontinuation 

Death*** 

voclosporin 162 (91%) 37 (21%) 18 (10%) 8 (4%) 1 (<1%) 

PBO 158 (89%) 38 (21%) 20 (11%) 8 (4%) 5 (3%) 
*The most common AEs (reported ≥4% of pts) were: infections and infestations, gastrointestinal disorders, nervous system disorders, skin and 

subcutaneous tissue disorders, musculoskeletal and connective tissue disorders, vascular disorders, general disorders and administration site 

conditions, blood and lymphatic system disorders, respiratory and thoracic and mediastinal disorders, renal and urinary disorders, metabolism and 

nutritional disorders.  

**The most frequent SAE involving in infection was pneumonia, occurring in 7 (4%) pts in the voclosporin group and in 8 (4%) pts in the PBO group. 

*** None of the events leading to death were considered by the investigators to be related to the study treatments [3].  

 
Ongoing studies: 
● For the same indication: Yes 

● For other indications: Yes 

 

Discontinued studies (for the same indication): No 
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Cost of therapy: 
Price is not available yet.  
 
Epidemiology: 
LN is one of the most severe 
manifestations of SLE associated with 
considerable morbidity and mortality. 
LN epidemiology data are limited. 
Approximately 40% of pts with SLE 
experience the LN two yrs after 
diagnosis of LSE, and 10% of these have 
a severe active form of the disease [4].  
 
----- 
POSSIBLE PLACE IN THERAPY 
The therapy of LN is based on the joint 
recommendations of the EULAR and the 
ERA-EDTA: the initial treatment of 
classes III/IV (±V) LN includes GCs 
(methylprednisolone) administered 
intravenously (IV) and then orally 
(prednisolone), in combination with 
either MMF or IV cyclophosphamide. 
An alternative is a combination of MMF 
with a CNI. Subsequent treatment, for 
at least three years, of Classes III/IV (±V) 
LN is based on MMF or AZA in addition 
to HCQ and the lowest possible dose of 
oral prednisolone [5].  
 
OTHER INDICATIONS IN 
DEVELOPMENT: 
Plaque psoriasis, Renal transplant 
rejection [6].  
 
SAME INDICATION IN EARLIER LINE(S) 
OF TREATMENT: No 
 
OTHER DRUGS IN DEVELOPMENT for 
the SAME INDICATION:  Anifrolumab, 
ianalumab, Obinutuzumab, Abatacept, 
Secukinumab [7].   
 
*Service reorganization: No 
*Possible off label use: Yes 
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