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[Nat Rev Rheumatol. 2019;15(2):91-101.]
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Days to Relapse

cCOTT

Probability of Freedom from Relapse

No. at Risk
Avacopan 158 153 149 146 145 133 129 115 92 0
Prednisone 157 181 146 137 133 126 119 111 90 0
End Point Avacopan (N=166) Prednisone (N=164) Difference (95% Cl)
Primary end points
(DRemission at wk 26 — no. (96)7 120 (72.3) 115 (70.1) 3.4 (-6.0t012.8)11 «— FELE p=0.001
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2022 EULAR algonthm for treatment of GPA or MPA

[Ann Rheum Dis. 2024:83(1):30-47.]

Induction of Remission
_fof opanvife-threatening” | | . o oo pa  LODe-Ne-tvealning”  RPGN
_ — Table 3 EULAR recommendations for the management of AAV—2022 update
o | SatRTX | * | Combine with GC? |_+ ! Stant 1%
frMTXorMMF) [ | for awae — RTX*cr CYC | Lok SoR FV (%) LoA (0-10)
e ——— ————— v
. 6 Avacopan in combination with rituximab or cyclophosphamide may be considered for 1b B 100 9.0:09
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Study design

ADVOCATE Study®Subgroupf&

PSL taper regimen

Study Day Avacopan Prednisone Group
Grou
%77 %gt * %ﬁ/@gﬁ (143}5@%&, EI 2!:7'_')\ '\O 30}5@%& 75?%%1-”]) p Daily Prednisone Dosc*
Phase 3 A Randomized, Double-Blind, Placebo-Controlled trial | = e = v .m;.wmmﬁ‘;,kg
$9RT: 20174658 7 5201946118 BEH: 331A o 5 Toa T on
_ _ Week 3 0 30 mg 3 mg 30 mg 30 my
P ;Iéﬁ %E E/Q/\ lll?ﬁ/ﬁ % G PA O r I\/I PA C\_ :::cc:jln l;N 0 3(5' mg 1(‘) mg Zimg 25 mg
cek 7 and | 0 20 mg 20 mg 20 mg 20 mg
RTX % Tﬁ% L/ 7L: 2 :I_ 4/T§IJ Week 9 and 10 0 15 mg 15 mg 15 mg :< my
Week 1110 14 0 10 mg 10 mg 10 mg 0mg
| Avacopan + RTX 10741 T T I
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[N Engl J Med. 2021:384(7):599-609.]




-xploratory analyses
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Inclusion Criteria - Exclusion Criteria
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Characteristics of Patients

PSLtaper § Avacopan
. +RTX +RTX

(N=107) g (N=107) g Total (N=214) N
g:::;),a»m(&b) 59.9 (16.0) 9.7 (154) 980157 ° %ﬁ%ﬁ%ﬁ 584%
Male 52 (48.6) 61 (57,0} 13528
z.:m:m 55 (51.4) 46 (43.0) 101 (472) ADVOCATE StUdy<202 1)‘?\ ‘j: 694%
i 10 i o e GPA: 60.3%
White 92 (86.0) 89 (83.2) 181 (846)
T s s T « BX: 76.2%
Body mass index (ki) mean (S0 266 (5.1) 266 (6.1) 266 (56)
vmmmmnm 62 (57.9) 63 (58.9) Mmean basehﬂe eGFR (ml/min/1.73m2)
Relapsed as (a2.1) 44 (41.1) 89 41.6)
e, Avacopan+RTX: 50.8
Anti-myeloperoxidase 58 (54.2) 57 (53.3) 115537

e ot s, (6 PSL taper+RTX: 46.8

Grarulomatosis with polyangetrs 64 (59.8) 65 (60.7)
Microscopic polyangiitis 43{40.2) 42 (39.3) 8BS 39.7)

—_ _ N

Duration of ANCA-assockated vasculitis (months), median (range) 0.8{0-213) 0.5 (0-362) 0.6 (0-362) ° G C S{E }Eﬁ PRI ( £ 7 U — 4 7 HH F'Eﬁ )
Birmingham Vasculitis Activity Score, mean (SD) 15616.1) 1555.7) 15569 7

Vasculitis Damage Index, mean (SD) 1.0(1.6) 09(1.7) 09 (1.7

ey o 2o Avacopan+RTXu:ravacopants: 77.6 %

Estimated glomerular filtraticn rate, mUmin/1.73 m’, mean (50)* 46.8(264) 50.8 (29.8 ;
Chcacrtc e d g i 0 ' = PSL taper+ RTXwrpst taperg): 80.4 %

Asry 86 (80.4) (7.6 169 (19.0)
Oral %(M.0 69 (64.5) 145 (67.8)
Intravenous 37(348) 40 (37.4) 17360)
*Shown is the baselinge estimated glomerular fltration rate in patients with renal disease at baseline cn the basts of the Biemingham Vasculitis Activity Score,
ANCA, antineutrophil cytoplasmic astoantibody



Results : Primary outcome

PSLtaper Avacopan estimated common
(N=107) (N=107) difference in percentages
(95% CI)*

6B A COREINER:  757% vs 77.6 % 3.0 (-8.3 t0 14.2)
« 52ERS 5 T D E RIS 56.1% vs 71.0 % 165 (4.3 to 28.6)
- ERBOBERQERS) T 13.6% vs 7.2 % 7.9 (177 t0 2.0

HR (95% CI)
« BEEZLOBF(any time) : 20.2% vs 8.7 % 0.42 (0.19 to 0.91)
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Results :

Glucocorticoid Toxicty Index

Cumulative Worsening Score*
Week 13 356(2821043.0)
Difference
Week 26 52.9(455t060.4)
Difference
Aggregate Improvement Score*
Week 13 229(155t030.3)
Difference
Week 26 202 (1270 21.7)
Difference
Glucocorticoid use
Screening (week -2 to 0)
n (%) 86 (80.4)
Dose (mg prednisone equivalent)t
Mean 823
Median (range) 290 (0-—4465)
Weeks 0-263%
n (%) 107 (100.0)
Dose (mg prednisone equivalent)t
Mean 3265
Median (range) 3026 (1520-11 815)
Weeks 26-52
n (%) 42(393)
Dose (mg prednisone equivalent)t
Mean 442
Median (range) 0 (0-6333)
Weeks 0-524
n (%) 107 (100.0)
Dose (mg prednisone equivalent)t
Mean 3687

Median {range) 3130 (1520-13 383)

GC toxicity and use

Table 3 Measurements of the Glucocorticoid Toxicity Index by
treatment group and glucocorticoid use among study participants

255(18.1t033.0)
-10.0(-205t0 0.5}
38.0(3051t045.4)
-149(-2551t0-4.4)

119(4.4t019.4)
-11.0(-216 10 -05)

128(5310203)
-73(-1801033)

83 (776)

863
392 (0-5805)

103 (963)

1417
625 (0-19 492)

28 (262)

330
0 (0-4565)

103 (%6.3)

1731
625 (0-21 680)
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Mean total GCs (PSLiE)

Avaco Pa nﬁi 1731mg (median 625mg, range 0-21680mg )

PSL ta per?ﬁi 3687mg (median 3130mg, range 1520-13383mg )
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Health-related quality of life (HRQoL)

Prednisone Taper Avacopan Difference
eTablel & V) —#BHME | "o | “roun
(N = 107) (N =107)
SF-36 component and domain scores
SF-36 Mental Component Summary score
Baseline, mean (SD) 42.6(13.2) 43.6(12.7)
Change from baseline, LS mean (95% CI)
Week 26 49(3.0,6.8) 6.0(4.2,79) 1.1 (~1.5,3.8)

Week 52

6.0(4.1,7.9)

6.9 (5.0,8.8)

0.9 (-1.8,3.5)

SF-36 Physical Component Summary score

Baseline, mean (SD)

40.7(10.3)

39.1(10.1)

Change from baseline, LS mean (95% CI)

Week 26

1.8(0.1,3.5)

4.6(2.9 6.3)

28(04,52)

Week 52

3.5(1.7,5.2)

59(4.1,7.6)

24 (-0.1,4.8)

SF-36 Bodily Pain

EQ-5D-5L

EQ-5D-5L Visual Analogue Scale

Baseline, mean (SD)

63.2(22.1)

64.6 (19.2)

Change from baseline, LS mean (95% CI)

Week 26

7.2 (4.0, 10.5)

10.7 (7.5, 14.0)

35(-L1L8.1)

Week 52

9.0(5.7, 12.3)

13.6 (104, 16.9)

4.7(0.0,9.3)

EQ-5D-5L Index score

Baseline, mean (SD)

0.77(0.22)

0.75 (0.21)

Change from baseline, LS mean (95% CI)

Week 26

0.01 (-0.02, 0.04)

0.03 (0.00, 0.06)

0.01 (-0.03, 0.06)

Week 52

0.02 (-0.01, 0.05)

0.06 (0.03, 0.10)

0.04 (0.00, 0.09)
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eGFR change from Baseline

Results :
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Results: Safety
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Table 4 Summary data on adverse events among study participants =_
c BIEREBEE

PSLtaper Avacopan

3%? (ﬂfﬂ%% El/u%lgf<)
PSL taper&f 39.3%, AvacopanZf 34.6%

(N=107) (N=107)
Any adverse event, n (%) 105 (98.1) 105 (98.1) —— _ .
No. of events 1239 1074 * BB 7Ld~ ,E,éjlér(patlents %) -
Any infection, n (%) 77 (72.0) 68 (63.6) . o . 0
No. of events 188 136 PSI_ taperﬁi 14%), AvaCOpaﬂﬁi 103/)
Any serious adverse event, n (%) 42 (39.3) 37 (34.6)
No. of events 91 62 \ \ =
Any serious infection, n (%) 15(14.0) 11(10.3) ° H:l: @HEE @% i -J:- Ft
No. of events 19 12

Discontinuation of trial medication due to 16 (15.0) 13(12.1) ° Ava CO p an %i -T\\ % t1§|J 7,—6: L/

adverse event, n (%)

Serious adverse event of abnormality on liver- 4 (3.7) 3(2.8)
function testing, n (%) . T
Fatal, n (%) 3028) 0 00) « PSL taperdzdse T34 -

BEE, UDEE, RETH
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Discussion(@)

Avacopan&f|EPSL taperf & LB L T26:8 T Ha}é B ARE R
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56.1%) Z & &L 7=,
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Discussion2) Z4&t
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Discussion® GTIOZALE(AGTI)

ADVOCATERERDGTI-CWS/AISD LLER
26wk &\ S IGEA CGCsHU AL Z BIET 2 2 A RIeE  ANAF 3T T X

« GTI-CWS : AGTI>30(%PSL taper®t

Avacopan | r r T 13w+26w, Avacopan#f 26w &
e o e GTI-AIS : PSL taper®tiz A GTI>20,

AvacopanZt AGTI>10IC & & F 3

B Avacegan
B Prednisone o 475

n=

13wk 26wk 13wk ' 26wk —GCszEF =N Avacopan TIEULMER]

Percentages of Patients in ADVOCATE Exceeding Selected GT1 Thresholds at Week 26,

GT1 threshold/study group n (%) exceeding CWS threshold  P-value  n(%)exceeding AlS threshold  P-value

cr}l\w«m?::mom — - cae 4 ADVOCATEEREE D 26wk AGTI=10A"minimum
vacopan (N = ; 1 .. . . 7 A fe
Prednisone (N = 166) 144 (88%) 99 (60%) clinically important difference (MCID) D% %474
GTl worsening > 20 points = - - — nt

Avacopan (N = 164) 96 (58%) 0.002 49 (30%) 0.003 ?EETIE’C hbHIEx Eﬁb Tk

Prednisone (N = 166) 120(73%) 74 (45%)
GTI worsening = 30 points

Avacopan (N = 164) 68 (41%) 0.007 30(18%) 0.001

Predni N =166 91 (56% 55(34% . iy

sl holo b e [Semin Arthritis Rheum 2022:55:152010.]

AlS, Aggregate Improvement Score; CWS, Cumulative Worsening Score; GT1, Glucocorticoid Toxicity Index



Limitation
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