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Study Design
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Randomization
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Inclusion Criteria
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Exclusion criteria
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Intervention/comparison

AT A4 F tapering regimen

Avacopan 30mg 1H?2[e
Body weight Initial CCX168/placebo | CCX168 Plasma AUCos | CCX168 Dose
dose (ng*hr/mL) on Day 1 Adjustment
<40 kg (88 1b) 10 mg (1 capsule) twice | 2351 None
daily
<351 Increase dose to 20 mg (2
capsules) twice daily
40-55 kg (88-121 Ib) 20 mg (2 capsules) twice | 351 to 699 None
daily
<351 Increase dose to 30 mg (3
capsules) twice daily
>699 Decrease dose to 10 mg
(1 capsule) twice daily
=>55kg (121 1b) 30 mg (3 capsules) twice | <699 None
daily
=699 Decrease dose to 20 mg

(2 capsules) twice daily

Study Day Avacopan Prednisone Group
Group
Daily Prednisone Dose*
All¥ Adults Adolescents

>55kg <55kg =37 kg <37kg
Week | 0 60 mg 45 mg 45 mg 30 mg
Week 2 0 45 mg 45 mg 45 mg 30 mg
Week 3 0 30 mg 30 mg 30 mg 30 mg
Week 4 t0 6 0 25 mg 25 mg 25 mg 25 mg
Week 7 and 8 0 20 mg 20 mg 20 mg 20 mg
Week 9 and 10 0 15 mg 15 mg 15mg 15 mg
Week 11 to 14 0 10 mg 10 mg 10 mg 10 mg
Week 15 to 20 0 Smg Smg Smg Smg
> Week 21 0 0 0 0 0




Treatment

m |\VCY
15mg/kg 0,2,4,7,10,13
158 B Hh »AZA 2mg/kg

m POCY
2mg/kg 148 B F THks:
158 B H »ZAZA 2mg/kg

B RTX

Age (years) Oral Cyclophosphamide Dose IV Cyclophosphamide Dose (mg/kg)
(mg/kg/day)
Estimated Glomerular Filtration Rate Estimated Glomerular Filtration Rate
(mL/min/1.73 m?) (mL/min/1.73 m?)
>30 <30 >30 <30
<60 2 1.5 15 12.5
60-70 1.5 1.25 12.5 10
=70 1.25 1 10 1.5
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Outcome

Primary outcome
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statistics
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characteristic

CTharacteristic Avacopan (N = 166) Prednisone (N — 164)

Age — yr 61.2+14.6 60.5+14.5
Sex — nmno. (25)
Male 88 (53-7)
Fermale /L_ JJ:/__\ 6 O 1 — 76 (46.3)
Race — mno J:_ *
White — I_I-lj ,/__FQ, 140 (85.4)
Asian 15 (=2-1)
Black 2 (1.2)
7 (4.3)

e 7 A 15%

26.83x5.2

Mediarmn du
Vasculitis

0.25 (0O—212.5)

e R 30% pmiems

st = )\ 0 =J 0 CXEEES:
~2=Ad PR3F 1M 40%, MPORZ 14 60% —
e GPA 55%,MPA 45% ST

Intrave 107 (&65.2)
Intrave ~T S1 (321.1)
i SBVASTH 16

Org;:n’:l\, 134 (81.7)
GSGenera - 114 (69.5)
Ear, no O O O 69 (42.1)
=zl Induction RTX 60%,IVCY 30%,POCY 4% e
Nervo ’ ? 31 (1L8.9)
Mucou 40 (Z24.4)
5 B 80%, A 40%. ENTAEE] 40%
e = 0, AN 0. RIS 0 wiv

les corti
" iScreening #ARIC 2 7 O A K70-80%
s Screening BRFE I -80% i

Total p 727.83+2787.8
Daily p = 52.0+56.3

Previous immunosuppressant use — nmno. (Z48) 1T
Cyclophosphamide 4 (2.4) 2 (1L.2)
Rituxirmab 1 (0.6) 4 (2.4)




Outcome

End Point Avacopan (N=166) Prednisone (N=164) Difference (95% Cl)
Primary end points

Remission at wk 26 — no. (%) 7 120 (72.3) 115 (70.1) 3.4 (-6.0to 12.8) %
Sustained remission at wk 52 — no. (%) 9 109 (65.7) 90 (54.9) 12.5 (2.6 to 22.3) |

Primary outcome

DEERINER 268K S THOBVAS 0, BESFABD X T AA Rix5h L
avacopan 120 A(72.3%) vs PSL 115/\(70 1%) 3.4 95%CI(-6.0-12.8) P=0.001 GE% %)

—IELETITIH DI BEEEL L

QEFFNER 208 2SR TCEFNEFNERE L THY ., b2B0EIAATRTAA FixE55E L
avacopan 109 A (65.7%) vs PSL 90A (54.9%) 12.5 95%ClI (2.6-22.3)
P=0.001(3EZ %), P=0.007 (BRI4%)
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52:BATOper protocolfZth

Prednisone

(N=164)

Avacopan

(N=166)

All Patients*

90 / 164 (54.9%)

109 / 166 (65.7%)

Disease Status

Newly diagnosed patients

66/ 114 (57.9%)

70/ 115 (60.9%)

Relapsing disease

24/ 50 (48.0%)

39 /51 (76.5%)

ANCA Type

Anti-proteinase 3 positive

40 /70 (57.1%)

43 /72 (59.7%)

Anti-myeloperoxidase positive

Background Treatment

50 / 94 (53.2%)

66 / 94 (70.2%)

Cyclophosphamide

30/ 57 (52.6%)

33/59(55.9%)

Rituximab

60/ 107 (56.1%)

76 /107 (71.0%)

Type of ANCA-Associated Vasculitis

Granulomatosis with polyangiitis

52 /90 (57.8%)

56 /91 (61.5%)

I Microscopic polyangiitis

38/ 74 (51.4%)

53 /75 (70.7%)
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Hazard ratio for relapse, 0.46 (859 Cl, 0.25-0.84)

Probability of Freedom from Relapse

Days to Relapse

Mo. at Risk

Avacopan 158 153 149 146 145 133 129 115 92
Prednisone 157 151 146 137 133 126 119 111 S0
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Glucocorticoid Toxicity Index Score

60 - = Prednisone
g m Avacopan
50 -
40 -
. - -
30 -
20 -
10 -
o -
Week 13 Week 26 Week 13 Week 26
GTI-CWS GTI-AIS
GTI-CWSs*
Wk 13
Patients evaluated 160 161
Least-squares mean 25.7+3.4 36.6+3.4 -11.0 (-19.7 to -2.2)
Wk 26
Patients evaluated 154 153
Least-squares mean 39.7+3.4 56.6x+3.4 -16.8 (-25.6 to -8.0)
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Change in eGFR, mL/min/1.73 m?
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Week 26 Week 52

eGFR — ml/min/1.73 m*f

Baseline
Patients evaluated
Mean

Change from baseline to wk 26
Patients evaluated
Least-squares mean

Change from baseline to wk 52
Patients evaluated
Least-squares mean
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Change in eGFR, mL/min/1.73 m?

(g

131
44,.6+2.4

121
5.8+1.0

119
7.3x1.0

13

134
45.6x2.4

127
2.9+1.0

125
4.1+1.0

26 39
Time (weeks)

2.9 (0.1 to 5.8)

3.2 (0.3 to 6.1)

~o-Prednisone

-=-Avacopan

52



PSL{EMR

Prednisone
(N=164)

Avacopan
(N=166)

Any Oral or IV Use (mg)*
n (%)
total dose, mean + SD
daily dose, mean + SD
Oral Prednisone Study Medication (mg)
n (%)
total dose, mean £ SD
daily dose, mean + SD

Oral, Other Than Prednisone Study
Medication (mg)T

n (%)
total dose, mean £+ SD

daily dose, mean + SD

onafF THPSLIZ87% T

164 (100.0%)
3654.5 + 1709.83
11.8 + 8.96

164 (100.0%)
23802 4+ 624.31
7.8+6.11

115 (70.1%)
885.8 + 1329.08
2.6+ 3.97

S|IPSLEFD1/312E

145 (87.3%)
1348.9 + 2040.29
4.4+ 6.65

Not applicable
Not applicable
Not applicable

112 (67.5%)
868.1 + 1501.08
2.8+ 461




Table 3. Safety Results.*

Event
v Any adverse event

MNo. ofpatlents (26)

ERDEBAL Z R L
PSLEEA Avacopanﬁi |2 N T33%%

MNo. G'Fpatlents (35)
MNMo. of events

la va wil AN —=1
SELEE

Any serious event related to vasculitis worseningf
MNo. of patients (26)
MNo. of events
Any serious event not related to vasculitis worsening
MNo. of patients (26)
No. of events
Discontinuation of trial medication due to adverse event — no. (2&)
Any infection

)
- 7=

WHLRE D FHGE D

Avacopan (N = 166)

164 (98.8)

7O (42.2)
116

17 (10.2)
18

62 (37.3)
=F:3
26 (15.7)

Prednisone (N =164)

161 (98.2)
2139

41 (25.0)
o4

14 (8.5)
22
4 (2.4)

74 (45.1)
166

23 (14.0)
36

64 (39.0)
130
29 (17.7)

% - 7=

ANy serious opportunlstlc infection — no. (24)
Death due to infection — no. (26)
Life-threatening infection — no. (2&)

Serious adverse event of abnormality on liver-function testing

no. (2%6)

Avacopan®f 2 A (IME 2 DEL IZ (e

S %)

(3.6)
(0.6)
(0.6)
(5.4)

b O = H O

PSLEf 4 N\ (B F R, B

Any serious adwverse event potentially related to prednisone as assessed
by the investigators — no. (2&)

MERK, CEnTEZE, R

11 (6.6)

11 (6.7)

2 (1.2)

2 (1.2)

6 (3.7)
132 (80.5)
85 (51.8)
25 (15.2)

4 (2.4)
39 (23.8)
48 (29.3)
28 (17.1)
21 (12.8)

12 (7.3)
131 (79.9)

24 (14.6)




Safety

Table 3. Safety Results.*

Event Avacopan (N =166)
Any adverse event

Mo. of patients (26) 164 (98.8)

MNo. of events 1779
Severe i

AFikaefE=
Avacopam®f 5.4% vs PSLEE 3.7%

MNo. of patients (25) 70 (42.2)
MNo. of events 116

EXE DKL IR NG H - 7-

Mo. of patients (28) 62 (37.3)
Mo. of events 98
Discontinuation of trial medication due to adwverse event — no. (26) 26 (15.7)

Any infection

Table S11. All Serious Infections by Treatment Group

Prednisone (N = 164)

161 (98.2)
2139

41 (25.0)

o4

14 (8.5)

22

4 (2.4)

74 (45.1)
166

23 (14.0)
36

G4 (39.0)
130
29 (17.7)

5.6)

5.2}

(N=164)

Prednisone Avacopan
(N=166)

7Y
.2}
.2)
7Y

Any serious infection® 25 (15.2%) 22 (13.3%)

0.5)
1.8)
5.2)

Pneumoniat 9 (5.5%)

9 (5.4%)

4
3.8)

Urinary tract infection 2 (1.2%)

3 (1.8%)

9.3)
7.1)
2.8)

okl ol = =7

Any adverse event potentially related to glucocorticoids as assessed by the 107 (64.5)
investigators — no. (26)

Any serious adverse event potentially related to prednisone as assessed 11 (6.6)

by the investigators — no. (26)

=

.3)

131 (79.9)

24 (14.6)




s { + Table 3. Safety Results.*
a e v Event Avacopan (N= Prednisone (N =164)
Any adverse event
No. of patients (%) 164 (98.8) 161 (98.2)
No. of events 1779 2139
Severe adverse eventf
No. of patients (%) 39 (23.5) 1(25.0)
No. of events 71 94
Life-threatening adverse event
No. of patients (%) 8 (4.8) 14 (8.5)
No. of events 22
Death — no. (%) 2 (1.2) 4 (2.4)
Any serious adverse eventi:
No. of patients (%) 70 (42.2) 74 (45.1)
No. of events 116 166
Any serious event related to vasculitis worsening|
No. of patients (%) 17 (10.2) 23 (14.0)
No. of events 18 36
Any serious event not related to vasculitis worsening
No. of patients (%) 62 (37.3) 64 (39.0)
No. of events 98 130
Discontinuation of trial medication due to adverse event — no. (%) 26 (15.7) 29 (17.7)
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discussion
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