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DEAR EDITOR, Avacopan inhibits ANCA-associated vasculitis 
(AAV) by blocking C5a receptors and inhibiting neutrophils 
via the complement pathway [1]. It is a novel agent that may 
offer a glucocorticoid-independent therapy, considered essen
tial for treating vasculitis. However, in practice, avacopan is 
often used in combination with cyclophosphamide or rituxi
mab (RTX) to sustain remission in accordance with the 
ADVOCATE trial (NCT02994927) [2, 3]. Here we report on 
five patients with clinically defined minor relapses of AAV 
treated with avacopan alone, without glucocorticoid escala
tion or immunosuppressive agents.

The first patient was a 74-year-old man with granulomatosis 
polyangiitis (GPA). The patient presented with hypertrophic men
ingitis (HP), mastoiditis and interstitial pneumonia. The patient 
was in remission with prednisolone (PSL; 30mg/day) and i.v. 
CYC; however, his HP flared after 1year. Remission was achieved 
with RTX and PSL was tapered off. The patient remained drug- 
free for the next 2years. However, fever and headache developed, 
MPO-ANCA levels increased and MRI revealed HP recurrence. 
Attempts to induce remission with avacopan (60mg/day) alone, 
without PSL, were unsuccessful. The patient’s symptoms wors
ened, his antibody titre continued to increase and purpura and dys
arthria developed. After 12weeks, the treatment was deemed 
ineffective. Subsequently, avacopan was discontinued and remis
sion was induced using PSL and RTX, leading to improvement in 
the patient’s condition.

The second patient was an 88-year-old woman diagnosed 
with microscopic polyangiitis (MPA). She presented with fever, 
myositis in both thighs and glomerulonephritis and was initially 
in remission with PSL (40 mg/day) and RTX. Subsequently she 
was maintained on a lower dose of PSL (8 mg/day) due to 
fatigue, myalgia, an increased inflammatory response and the 
development of MPO-ANCA. However, due to gradual exacer
bations, avacopan (60 mg/day) was administered. Six weeks af
ter administration, the drug was ineffective and the patient’s 

condition improved only after increasing the dose of PSL to 
30 mg/day and intensifying treatment with RTX.

The third patient, a 79-year-old man also diagnosed with MPA, 
initially presented with fever, general malaise and myositis. 
Remission was induced with PSL (40mg/day) and RTX and was 
maintained with azathioprine (AZA) at a dose of 100mg/day. 
However, PSL dose reduction was challenging due to symptom 
flares, and PSL (7mg/day) was continued for 2.5years. Mild visual 
impairment and MRI findings led to a diagnosis of optic neuritis, 
prompting the administration of avacopan (60mg/day) as a stand
alone therapy. However, after 6months of treatment, there was 
no improvement in visual acuity or inflammatory response.

The fourth patient was a 75-year-old man with GPA. The 
patient presented with fever, mononeuritis multiplex, cutane
ous vasculitis, HP and otitis media. Initially he achieved re
mission with PSL (30 mg/day) and RTX, maintained with 
AZA (50 mg/day) and PSL (10 mg/day) for 5 years. However, 
the patient relapsed with worsening otitis media and elevated 
MPO-ANCA levels. Despite administration of avacopan 
(60 mg/day), the patient’s condition did not improve.

The fifth patient was a 74-year-old woman with GPA. She 
presented with a pulmonary mass, mononeuritis multiplex 
and sinusitis and received remission induction therapy with 
PSL (50 mg/day) and i.v. CYC, followed by remission mainte
nance with PSL (5 mg/day) and AZA (75 mg/day) for 3 years. 
However, the patient relapsed with an elevated CRP level 
and an increased pulmonary mass shadow. Avacopan 
(60 mg/day) was administered for 6 months, but there was no 
improvement. None of the five patients who underwent in
tensified avacopan treatment alone, as described above, 
showed any improvement in symptoms (Table 1).

The ADVOCATE trial, a phase 3 study of avacopan, compared 
the group receiving immunosuppressants and glucocorticoids 
with the group receiving immunosuppressants and avacopan. The 
avacopan group showed superior sustained remission at 52weeks 
[2, 3]. However, it should be noted that the avacopan group re
ceived a sufficient dose of glucocorticoids before screening and 
both groups received concomitant immunosuppressive agents. 
Therefore, the results did not conclusively prove the efficacy of 
avacopan as a single agent. In Japan, avacopan can be used alone 
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to treat clinically defined minor relapses of AAV at the discretion 
of individual physicians and patients’ consent is not required. 
Furthermore, two pathways are thought to exist in the pathogene
sis of AAV: the neutrophil activation cycle pathway (priming of 
neutrophils by complement, activation of neutrophils by ANCA 
binding, damage to vascular endothelial cells via neutrophil extra
cellular traps and activation of further complement pathways) 
and the pathway of antibody production from B cell activation. 
Avacopan inhibits C5a receptors and affects neutrophil activation 
[4]. It has been reported that antibody titres do not decrease with 
the addition of avacopan to AAV treatment, suggesting that the 
neutrophil activation cycle and B cell–mediated antibody produc
tion pathway may not be completely correlated [5]. Based on the 
response to treatment in the five cases presented here, it appears 
that the effect of avacopan alone on the complement activation 
pathway may not be sufficient to suppress overall vasculitis. 
Therefore, a combination of immunosuppressive drugs such as i. 
v. CYC and RTX, which act on B cell and antibody production 
pathways, may be necessary [6, 7].
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Table 1. Characteristics of patients treated with avacopan

Patient Diagnosis Age  
(years)/sex

Maintenance  
therapy

Duration of  
remission  

(years)

Main  
relapse 
symptoms

MPO-ANCA  
(IU/ml)

Avacopan  
administration  
period (weeks)

Clinical course  
after avacopan

1 GPA 74/M Drug free 2 Hypertrophic 
meningitis

101 12 Induction of remission  
PSL and RTX

2 MPA 88/F PSL 8 mg/day 1 Myositis 6.4 6 Induction of remission  
PSL and RTX

3 GPA 79/M PSL 7 mg/day,  
AZA 100 mg/day

2.5 Optic neuritis 265 26 No change

4 GPA 75/M PSL 10 mg/day,  
AZA 50 mg/day

5 Otitis media 3.4 52 No change

5 GPA 74/F PSL 5 mg/day,  
AZA 75 mg/day

3 Pulmonary 
mass

0.2 36 No change
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