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Pharmacology/Usage:  Avacopan, the active ingredient of Tavneos®, is a complement 5a receptor (C5aR) antagonist 
that inhibits the interaction between C5aR and the anaphylatoxin C5a. Avacopan blocks C5a-mediated neutrophil 
activation and migration. The exact mechanism by which avacopan exerts a therapeutic effect in patients for its 
approved indication has not been definitively established.    

Indication:  As an adjunctive treatment of adult patients with severe active anti-neutrophil cytoplasmic 
autoantibody (ANCA)-associated vasculitis (granulomatosis with polyangiitis [GPA] and microscopic polyangiitis 
[MPA]) in combination with standard therapy including glucocorticoids. Tavneos® does not eliminate glucocorticoid 
use. 

There is no pregnancy category for this medication; however, the risk summary indicates that there are no adequate 
and well-controlled studies with use in pregnant women to inform a drug-associated risk. The safety and efficacy of 
use in the pediatric population have not been established. 

Dosage Form:   Capsules: 10mg. Do not crush, chew, or open. 

Recommended Dosage:  Before starting Tavneos®, consider performing the following evaluations: 

• Liver Function Tests- Obtain liver test panel (ALT, AST, alkaline phosphatase, and total bilirubin) before 
starting Tavneos®. Tavneos® is not recommended for use in patients with cirrhosis, especially those with 
severe hepatic impairment. 

• Hepatitis B (HBV) Serology: Screen patients for HBV infection by measuring HBsAg and anti-HBc. For patients 
with evidence of prior or current HBV infection, consult with a physician with expertise in managing hepatitis 
B regarding monitoring and consideration for HBV antiviral therapy before or during treatment with 
Tavneos®. 

The recommended dose is 30mg (three 10mg capsules) BID, with food. If a dose is missed, instruct the patient to 
wait until the usual scheduled time to take the next regular dose. Instruct the patient not to double the next dose. 

Dose adjustments are not required with renal impairment; however, Tavneos® has not been studied in patients with 
ANCA-associated vasculitis who are on dialysis. Dose adjustments are not required with mild or moderate hepatic 
impairment; however, Tavneos® has not been studied in patients with severe hepatic impairment. 

Drug Interactions:  Avacopan exposure is decreased when co-administered with strong CYP3A4 enzyme inducers, 
such as rifampin. Avoid coadministration of strong and moderate CYP3A4 inducers with Tavneos®. 



  2  
 

Avacopan exposure is increased when co-administered with strong CYP3A4 enzyme inhibitors such as itraconazole. 
Administer Tavneos® 30mg QD when co-administered with strong CYP3A4 inhibitors. 

Avacopan is a CYP3A4 inhibitor. Closely monitor patients for adverse reactions and consider dose reduction of 
sensitive CYP3A4 substrates with a narrow therapeutic window when co-administered with Tavneos®. 

Box Warning:  There is no box warning listed with this product. 

Common Adverse Drug Reactions:  Listed % incidence for adverse drug reactions= reported % incidence for drug 
(Tavneos®) minus reported % incidence prednisone. Please note that an incidence of 0% means the incidence was 
the same as or less than comparator. The most frequently reported adverse events included nausea (2.8%), 
headache (6.5%), hypertension (0.4%), diarrhea (0.5%), vomiting (2.3%), rash (3.5%), fatigue (1.1%), upper 
abdominal pain (0.5%), dizziness (0.5%), increased blood creatinine  (1.1%), and paresthesia (1.1%). 

Serious cases of hepatic injury have been observed in patients taking Tavneos®. Obtain liver test panel (ALT, AST, 
alkaline phosphatase, and total bilirubin) before starting Tavneos®, every 4 weeks after the start of therapy for the 
first 6 months, and as clinically indicated thereafter. If a patient receiving Tavneos® presents with an elevation in 
ALT or AST to >3 times the upper limit of normal (ULN), assess promptly and consider pausing treatment as clinically 
indicated. If AST or ALT is > 5 times the upper limit of normal, or if a patient develops transaminases >3 times the 
upper limit of normal with elevation of bilirubin to >2 times the upper limit of normal, discontinue Tavneos® until 
Tavneos®-induced liver injury is ruled out. Tavneos® is not recommended for patients with active, untreated and/or 
uncontrolled chronic liver disease (e.g., chronic active hepatitis B, untreated hepatitis C, uncontrolled autoimmune 
hepatitis) and cirrhosis. Consider the risk and benefit before administering this drug to a patient with liver disease. 
Monitor patients closely for hepatic adverse reactions. 

Tavneos® may cause angioedema. If this occurs, discontinue treatment immediately, provide appropriate therapy, 
and monitor for airway compromise. Tavneos® must not be re-administered unless another cause has been 
established. 

Hepatitis B virus (HBV) reactivation, including life-threatening hepatitis B, was observed in the clinical program. 
Screen patients for HBV infection by measuring HBsAg and anti-HBc before starting Tavneos® treatment. For 
patients who show evidence of prior hepatitis B infection, consult with physicians with expertise in managing 
hepatitis B regarding monitoring and consideration for HBV antiviral therapy before and/or during Tavneos® 
treatment. Monitor patients with evidence of current or prior HBV infection for clinical and laboratory signs of 
hepatitis, or HBV reactivation during and for 6 months following Tavneos® therapy. 

Serious infections, including fatal ones, have been reported in patients receiving Tavneos®. The most common 
serious infections reported in the Tavneos® group were pneumonia and urinary tract infections. Avoid use of 
Tavneos® in patients with an active, serious infection, including localized infections. Consider the risk and benefits 
of treatment prior starting Tavneos® in patients 

• With chronic or recurrent infection 

• Who have been exposed to tuberculosis 

• With a history of a serious or an opportunistic infection 

• Who have resided or traveled in areas of endemic tuberculosis or endemic mycoses 

• With underlying conditions that may predispose them to infection. 

Closely monitor patients for the development of signs and symptoms of infection during and after treatment with 
Tavneos®. Interrupt Tavneos® if a patient develops a serious or opportunistic infection. A patient who develops a 
new infection during treatment with Tavneos® should undergo prompt and complete diagnostic testing appropriate 
for an immunocompromised patient; appropriate antimicrobial therapy should be initiated, the patient should be 
closely monitored, and Tavneos® should be interrupted if the patient is not responding to antimicrobial therapy. 
Tavneos® may be resumed once the infection is controlled. 
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Contraindications:  In patients with serious hypersensitivity reaction to avacopan or to any of the excipients. 

Manufacturer:  ChemoCentryx, Inc. 

Analysis:   The safety and efficacy of Tavneos® were assessed in a double-blind, active-controlled, phase 3 clinical 
trial that included patients (N=330) with newly diagnosed or relapsed ANCA-associated vasculitis who were 
randomized to either Tavneos® (patients received 30mg BID for 52 weeks plus prednisone-matching placebo for 20 
weeks) or prednisone (patients received Tavneos®-matched placebo BID for 52 weeks plus prednisone [tapered 
from 60mg/day to 0 over 20 weeks]). All patients in both groups received one of the following standard 
immunosuppressive regimens: 

• IV cyclophosphamide 15mg/kg IV up to 1.2g max every 2 to 3 weeks for 13 weeks, followed by PO 
azathioprine 1mg/kg/day with titration up to 2mg/kg/day (or mycophenolate mofetil at a target dose of 
2g/day if azathioprine was contraindicated) from week 15 onwards 

• PO cyclophosphamide 2mg/kg/day (max 200mg/day) for 14 weeks followed by azathioprine 1mg/kg/day 
with titration up to 2mg/kg/day (or mycophenolate mofetil at a target dose of 2g/day if azathioprine was 
contraindicated) from week 15 onwards 

• IV rituximab 375mg/m2 once weekly for 4 weeks without azathioprine or mycophenolate mofetil 

Glucocorticoids were allowed as pre-medication for rituximab to reduce hypersensitivity reactions, taper after 
glucocorticoids given during the screening period, treatment of persistent vasculitis, worsening of vasculitis, or 
relapses, as well as for non-vasculitis reasons such as adrenal insufficiency. 

The treatment groups were balanced regarding baseline demographics and disease characteristics. The mean age 
of included subjects was 60.9 years, while most patients were male (56.4%), Caucasian (84.2%), and had newly 
diagnosed disease (69.4%). Patients had either GPA (54.8%) or MPA (45.2%) and had presence of anti-PR3 (43%) or 
anti-MPO (57%) antibodies. 

The primary endpoints of the study were disease remission at week 26 and sustained disease remission at week 52. 
Disease remission was defined as achieving a Birmingham Vasculitis Activity Score (BVAS) of 0 and no use of 
glucocorticoids for treatment of ANCA-associated vasculitis from week 22 to week 26. Sustained remission was 
defined as remission at week 26 and remission at week 52, without relapse between week 26 and week 52. 
Remission at week 52 was defined as BVAS of 0 and no use of glucocorticoids for treatment of ANCA-associated 
vasculitis from week 48 to week 52. Relapse was defined as occurrence of one major item, at least 3 non-major 
items, or 1-2 non-major items for at least 2 consecutive visits on the BVAS after remission (BVAS of 0) had been 
achieved. 

Results reported by the investigators suggested that remission was achieved by 72.3% of patients in the Tavneos® 
group as compared with 70.1% in the prednisone group at week 26 (treatment difference 3.4%, NNT = 30). At week 
52, a significantly higher percentage of patients had sustained remission in the Tavneos® group (65.7%) as compared 
to the prednisone group (54.9%). Results are presented in the table below, which was adapted from the prescribing 
information. 

 
Prednisone 

(N=164) 
n (%) 

Tavneos® 
(N=166) 

n (%) 

Estimate of Treatment 
Difference 

Sustained Remission at week 52 90 (54.9%)  109 (65.7%) 
12.5% 

(NNT 8) 
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Place in Therapy:  Tavneos® is a complement 5a receptor antagonist indicated as an adjunctive treatment of adult 
patients with severe active anti-neutrophil cytoplasmic autoantibody (ANCA)-associated vasculitis (granulomatosis 
with polyangiitis [GPA] and microscopic polyangiitis [MPA]) in combination with standard therapy including 
glucocorticoids. Tavneos® does not eliminate glucocorticoid use. Due to the reports of serious cases of hepatic injury 
observed in patients taking Tavneos®, obtain a liver test panel before starting Tavneos®, every 4 weeks after the 
start of therapy for the first 6 months of treatment, and as clinically indicated thereafter. Hepatitis B virus 
reactivation was observed in the clinical program. Screen patients for HBV infection before starting treatment and 
monitor patients with evidence of current or prior HBV infection for clinical and laboratory signs of hepatitis, or HBV 
reactivation during and for 6 months following Tavneos® therapy. In a double-blind, active-controlled study 
comparing Tavneos® with prednisone, with both added to standard immunosuppressive regimens, remission at 
week 26 (a primary endpoint) was achieved by 72.3% of the Tavneos® group and 70.1% in the prednisone group. 
Per the full-text study by Jayne et al2, this met non-inferiority (p˂0.001) but not superiority (p=0.24). At week 52, a 
significantly greater percentage of patients had sustained remission (the second primary endpoint) in the Tavneos® 
group as compared with the prednisone group (65.7% vs 54.9%). Per the full-text study by Jayne et al2, this met non-
inferiority (p˂0.001) and superiority (p=0.007). 

It is recommended that Tavneos® should be non-preferred in order to confirm the appropriate diagnosis and clinical 
parameters for use.  

 

PDL Placement:        Preferred 
    Non-Preferred 
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