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Kidney involvement in ANCA-vasculitis: 77-85% within 2 yrs of dx

ANCA-associated small vessel vasculitis
= Microscopic polyangiitis |

= Granulomatosis with polyangiitis

= Eosinophilic granulomatosis with polyangiitis

Kitching A, et al. Nat Rev Dis Primers. 2020;27;6(1):71.
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>85% twv aoBevwv eivat ANCA (+)

J. Charles Jennette, UNC Kidney Center
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Emtsuﬁn Udeong Anocbuvn UTTOTPOTINC
YtaBepormoinon n/kat BeAtiwon tng NEa ayyeLTtidkd cupntwpata /onueia
vedpLKknCc Asttoupylac. o€ onoLodnmote opyavo/cloTnUa O
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Rate and time to remission

Protocol Response |Time to
rate remission
Cycazarem | Cyclophosphamide p.o + GC 93% 3-6 months
CYCLOPS Cyclophosphamide IV + GC 88% 2-6 months
WGET Etarnecept 91% 3-6 months
RITUXVAS | Rituximab + CYCiv + GC 76% 6-12 months
RAVE Rituximab + GC 64% 6 months
Combined |Rituximab + low dose Cyclophosphamide + GC 94% 1.5 months

therapy




Aging crescent

Cellular Fibro-cellular Fibrous




Causes of death 1 year: Therapy related
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RAVE: Rituximab instead of Cyclophosphamide

* No difference in adverse events!
* Total GS exposure: Major role in mediating adverse events.



Glucocorticoids duration and infection

O prednisone Prednisone | p value
Events (per patient year) at 61" month >6™" month
N=69 N=78
Incidence of infection 0.39 0.64 <0.0001
months 0-6
Incidence of infection 0.23 0.42 <0.0001
6" month-end

McGregor JG et al. Clin J Am Soc Nephrol. 2012




Glucocorticoids duration:
Meta-analysis of 13 studies (n=983)

Glucocorticoid Number of Relapses (%) |p value
duration studies

Early withdrawal 8 48 <0.001
Late withdrawal 3 29 0.13

No withdrawal 3 14 Reference

Arthritis Care & Research, Volume: 62, Issue: 8




Predictors of treatment outcome in ANCA vasculitis with severe kidney

failure at diagnosis
Response Non-Response Death
N=79 (51%) N=55 (35%) N=21 (14%)

4 months

At 4 months:
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Lee T. et al Clin J Am Soc Nephrol 2014



ANCA-glomerulonephritis ending in ESKD

N=523 patients
Median follow up time=3.3 years

26% (136) developed ESKD:

New onset of vasculitis 51%

Progressive chronic kidney disease without active vasculitis |[43%

Relapsing vasculitis 6%

Lionaki S et al. Kidney Int. 2009;76(6):644.




ANCA-GN in chronic dialysis

Characteristic pre-ESKD ESKD p value
Relapse rate 0.2 0.08 p<0.0001
(episodes/patient-year)
Mortality rate 0.07 (0.05-0.08) | 0.31(0.26-0.36) | p<0.0001
(deaths/person-year)

Lionaki S et al. Kidney Int 2009 Sep;76(6):644-51.




BeAtiwon tn¢ Oeparneiac twv ANCA-ayyeutidwv

e TaxUTEPN AVTATOKPLON

(' un avaotpedipwv BAaBwv)

e AU&non tou % acBevwv Mou avianokpivovtol
({, avtiotaong otn Beparneia)
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Chemotaxis «  Cytotoxicity

A ANCA hd Cytokine receptor
U Fc receptor

4. ANCA antigen W Adhesion molecule
Cytokine \J Adhesion molecule receptor



Otela vekpwtikn ANCA ZN: Eotiakn xpwon yia to C3 (IFF) og meployec
WWLIO0ELOOUC VEKPWONC

Jennette JC. et al. Sem Nephr. 2013. Nov.



Complement levels in ANCA vasculitis: Active disease versus remission

Complement activation occurs in both MPO- & PR3-ANCA vasculitis

Plasma £ =0.002
i 4 Plasma
C3a 100- _ P<0001
C5a 4000 ;
Levels
80 4 Levels
3000 4
60 +
2000 -
404
20 4 1000+
0 0
Active Remission Active Remission

Gou et al Kidney International 2013 83129-137
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Low C3 at diagnosis: 6.5 times [») ESKD or vasculitis-related
death 1 year after ANCA-GN diagnosis

Parameter Hazard ratio (95% Cl) p value
Low serum C3, mg/dlI 6.47 (1.47-28.35) 0.013
Oliguria, present versus absent 29.57 (4.74-184) <0.0001
Chronicity score 1.77 (1.23-2.54) 0.002
Serum creatinine, mg/dI 0.82 (0.57-1.19) 0.3
Estimated GFR >30 ml/min per 1.73 m> | 0.08 (0.0001-52.1) 0.44
Normal glomeruli >10% 1.22 (0.13-3.13) 0.59
Activity score 1.37 (0.85-2.24) 0.19
Acute dialysis requirement 0.85(0.12-5.81) 0.87

Lionaki, S et al. Kidney international reports vol. 6,9 2425-2435.



Classical pathway Lectin pathway Alternative pathway

Lectin binds mannose Pathogens or
Ag-Ab complexes . appo\c": S
& Y MASPS
C ¢V C4
C2

C3a inflammation
C3b opsonization

C3b

C5 convertase | C53 inflammation
C5 » | C5b opsonization

Terminal pathway | Membrane attack complex

C5b, C6, C7, C8, C9




Complement deficient mice

Injection anti-MPQO I1gG =~ m—) “ * ANCA-GN

* H etalewpn tou cupnmAnpwpatoc tpootatevel amno tnv ekbnAwon ANCA-ZN
rnov odeiletal otn yopnynon anti-MPO IgG ota {wika povteAa.
* To cupmAnpwHa givat onpaviikoc dtapecolaBntic otnv ANCA ayyestitida.

Xiao et al. AJP January 2007, Vol. 170.



Classical pathway Lectin pathway Alternative pathway

Ag-Ab complexes Lectin binds mannose Pathogens or
on pathogens W Cesue

O MASPS
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C4 -/- mice

Injection anti-MPO IgG “ = ANCA-GN

H kAaowkn kot n 0606 TNG Aektivng Sev eival amopaitnteg ya

nv enaywyn tng avooorevikng ZN.

Xiao et al. AJP January 2007, Vol. 170.




Classical pathway Lectin pathway Alternative pathway

Ag-Ab complexes Lectin binds mannose Pathogens or
on pathogens E'P"O\ \C tissue
(’N MASPS
(Jb‘
C4

Vv

Factor B -/- mice

Injection anti-MPO 1gG s Q * ANCA-GN

H evaAAokTikl 060C¢ TOU CUUITANPWHATOC £ivall amapaitntn yia tThv

maywyn tng avooomevikng ZN peta tn xopnynon anti-MPO IgG.

Xiao et al. AJP January 2007, Vol. 170.



* MNTtwc¢ b€ xpeLaletal MANPNC ATTOKAELOMOC TOU OUUITANPWLLATOC
oA pLa o eKAEKTIKN TtopeuBaon?
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C5a avaduAatoéivn

loxupotatoc dtapecolaBntNc pAsypovic
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CCX168 (Avacopan): Mwpo pépio rtou Spa w¢ avtaywvioTrg tov avlpwrnivou C5aR

Proinflammatory 0 di
cytokines ‘. roperdin
® - : CD88
0 N

(C5a activating receptor)

ANCA '..’

Avacopan
’ o . & P
C5L2 T

(C5a inhibitory

w—— MPO and PR3

(Intracellular and on
neutrophil surface)

* Orally administered C5a receptor antagonist

» Selectively blocks the effects of C5a through C5aR

* Avacopan does NOT impair the formation of MAC

* Selective blocking C5a: Sufficient to control tissue
necroinflammation similar to steroids

 FDA approved 2021

Alternative
Complement

Cascade

l

Activation of C5
convertase

/\

C5a

C5b

|

C5b-9
Membrane
Attack
Complex




CCX168 (Avacopan): Mwkpo Hoplo mou dpa w¢ avtaywviotnc touv avlpwrmnivou C5aR

Glomerular crescent, necrosis formation: Reduced in animals receiving CCX168

35-
30
25+
20
15+
10+ ek

H xopnynon o€ TELPOALOTLKO
LLOVTEAO TIOVTLKOU, TIoU eKdpAlEL
tov urnodoxcéa C5aR/CD88 eixe
WC OITOTEAECHA TN ONMOVTILKN
BeAtiwon ™Nn¢ 2N o
NMPOKANBNKe peTA TN Xopnynon

Crescents (%)

n 22 5 5 6 18 ] ,
% 0 20 67 85 93 anti-MPO-ANCA opou.
p ns <005 <0.01 <0.001
2 (=2 'm) o0 O)Q o0
s 0 0 3B 30
g £ £ £ £
= = <t o
Ls s |

Hong Xiao et al. JASN 2014,;25:225-231



CLEAR STUDY: placebo-controlled Trial
Can Avacopan replace oral glucocorticoids without compromising efficacy?

ANCA-SVV
N=67

Placebo + Prednisone (60) Avacopan + prednisone (20)
N=23 N=22

Avacopan + placebo

N=22

All in combination with CYC followed by AZA or RTX
Primary efficacy measure: Proportion of patients achieving a 250% reduction in BVAS by week 12

David R.W. Jayne et al. JASN 2017;28:2756-2767



Clear study - Clinical responses

e 70% of the standard treatment group
* 86% of the avacopan with low-dose prednisone group

(p=0.002 for noninferiority vs standard care)

* 81% of the avacopan without prednisone group
(p = .01 for noninferiority vs standard of care).

* Avacopan:

o Rapid improvement in proteinuria

oFewer GC-associated adverse effects

David R.W. Jayne et al. JASN 2017;28:2756-2767



Changes in disease activity, in the 3 treatment groups during the study

Placebo + 60 mg Avacopan + 20 mg Avacopan + no
prednisone prednisone prednisone

A Placebo + 60 mg prednisone Avacopan + 20 mg prednisone Avacopan + no prednisone

Bimingham Vasculifis Activity Score (% Change)

David R.W. Jayne et al. JASN 2017;28:2756-2767



Safety results with Avacopan

Placebo + prednisone Avacopan + Avacopan, no
60 mg prednisone 20 mg prednisone

Any adverse event 2 (9%) 2 (9%) 2 (9%)
Any grade 3 or greater 2(8%) 2(9%) 1(5%)
adverse event
Any serious adverse 4(17%) 3(14%) 8(36%)
event
Any adverse event 15(65%) 4(18%) 11(50%)

potentially related to
glucocorticoids

Safety laboratory 2(8%) 4(20%) 8(38%)
abnormalities

David R.W. Jayne et al. JASN 2017;28:2756-2767



CLASSIC STUDY: Evaluated 2 doses of avacopan + standard of care (SOC) vs. SOC
in ANCA-vasculitis

- Mean BVAS Over Time
20
| —®—Placebo + SOC (N=9) _ . .
8 T —Sriyecoren 04508 (1=5) The 30-mg twice daily dose
10 & T Avacopan-30 + SOC (n=10) appeared to improve:
14 o ¢ S
2 1 * Clinical activity
@ 4 * eGFR- Renal response
=

e Quality of life

o N P OO @

0 4 8 12
Time (weeks)

Merkel P et al. ACR , Volume: 2, Issue: 11, Pages: 662-671, October 2020



ADVOCATE trial: Avacopan vs. high-dose GCs in ANCA-vasculitis

2 KOTLOC

* H ouykpLon TNC ATMMOTEAECUATLKOTNTAC EVOC BEpAMEVTIKOU OXNUOTOC
le Baon to Avacopan otnv enoywyn Kat dtatnpnon tng Vdeong oe
aoBeveic e ANCA-ayyeitda (GPA/MPA) €vavtL evoc oXAUOTOC LLE
Baon ta GCs

Jayne DRW et al. ADVOCATE Study Group. N EnglJ Med. 2021 Feb 18;384(7):599-609



ADVOCATE trial: Avacopan vs. high-dose GCs in ANCA-vasculitis

Double-blind, parallel-arm, active-comparator randomized trial comparing
N=331, newly diagnosed or relapsing GPA/MPA

eGFR>15 mL/min/1.73 m2, mean BVAS 16

* Oral avacopan, 30 mg, g 12h or oral prednisone taper

e Co-administered with RTX or CYC, followed by AZA or MMF, for up to 1 year
* Primary trial endpoints:

» % Remission at week 26 (BVAS=0), not taking GCs

» % Sustained remission (week 26-week 52)

Jayne DRW et al. ADVOCATE Study Group. N EnglJ Med. 2021 Feb 18;384(7):599-609



ADVOCATE

Apoxonrivy, 30 mg 0o gopéz npepnsin: (Efdopdda 1-52)

Ewoviko apjuao npedviloviie jie o1adiax peionon o ouaotnua 20 efoopaday

K

RIX | 1 wixhoc (EpSopdda 1-4)

J

E® CYC (Epbopaba 1-13)1

And 1ov otduatos CYC (EPSoudda 1-14) AZA 1 MMF (Epdopabda 15-52)

[uxkoxoprkoaidn un rapeyopeva and T PEAETT), ORMS EvOEIKVUTAL KIKa

2XeOI00MOG
Opada afaxoravi)c
(n=166)
Alaion) ko
TVYa10T ol 01
Opada svykprokot
pappdxoy
(n=164)

Ewoviko papuaxo afaxondavne, dvo popés nuepnoins (Epsouadba 1-52)

K

RTX 1 xinchog (Epdopada 1-4)

i

Ed CYC (EpSoudba 1-13)1

AR ov otéuatoc CYC (EBsoudsa 1-14) || AZ4 N MMF (Epoondda 15-52)

[ AokOKOPTIKOEION N TEPEYOUEVE RO TN MEAETY), OMOS EVOEIKVUTAL KAVIKG

Jayne DRW et al. ADVOCATE Study Group. N Engl J Med. 2021 Feb 18;384(7):599-609

TMpotetov Katohnknko onpeio: Tpeotedov kKatahxTik orusio:
"Ypeam xata mv Epdopdda 26 Mopatetapévn Gpeon Ketd my

ERdouada 52




ADVOCATE study: Results

Remission at week 26:
* 72.3% avacopan group

e 70.1% prednisone group

(p<0.001 for noninferiority; p=0.24 for
superiority)

Sustained remission at week 52:
* 65.7% avacopan group
* 54.9% prednisone group

(p<0.001 for noninferiority; p= 0.007 for superiority)

Jayne DRW et al. ADVOCATE Study Group. N Engl J Med. 2021 Feb 18;384(7):599-609




Avacopan: Beneficial effect in renal function relative to GCs

eGFR change from baseline (all patients)
* Avacopan group: 7.3 mL/min/1.73 m?

* Prednisone group: 4.1 mL/min/1.73 m?
(difference: 3.2 mL/min/1.73 m?; 95% Cl, 0.3-6.1)

Among patients with stage 4 CKD
* Avacopan group: 13.7 mL/min/1.73 m?

* Prednisone group: 8.2 mL/min/1.73 m?
(difference: 5.6 mL/min/1.73 m?; 95% Cl, 1.7-9.5)

Jayne DRW et al. ADVOCATE Study Group. N EnglJ Med. 2021 Feb 18;384(7):599-609



ADVOCATE trial: Change in kidney function in patients with baseline
eGFR £20 ml/min/1.73 m?

20

Avacopan
15
10

Prednisone

(8]

Change in eGFR (mL/min/1.73 m?)

o

~&-Prednisone Group

—&—Avacopan Group

0 4 8 12 16 20 24 28 32 36 40 44 48 52
Time (weeks)

Prednisone N=2323232323 23 23 22 2 20 19 18 19 19 20
Avacopan N=2727272626 26 2 25 25 24 24 23 23 23 23

Kidney Int Rep. 2023 Apr; 8(4): 860-870.



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC10105055/

ADVOCATE study: Probability of disease relapse

1.0+
0.9+
0.8
0.7
0.6
0.5
0.4-
0.34
0.2
0.1+

Probability of Freedom from Relapse

Avacopan

Prednisone

Hazard ratio for relapse, 0.46 (95% Cl, 0.25-0.84)

0.0 I
0 40

No. at Risk
Avacopan 158 153
Prednisone 157 151

| |
80 120 160 200 240 280 320 360
Days to Relapse

149 146 145 133 129 115 92
146 137 133 126 119 111 90

o O

Relapses

Jayne DRW et al. ADVOCATE Study Group. N EnglJ Med. 2021 Feb 18;384(7):599-609

* 10.1%, avacopan group

 21.0%, prednisone group

 HR for relapse after
remission (avacopan vs
prednisone): 0.46 (95%
Cl, 0.25-0.84)



ADVOCATE: Oeparmeutiko oxnua pe Avacopan|®

3500

3000

d Dose

t)

2500

2000

Méaon cuykevtpwTtik 600N MUKOKOPTIKOELS WV
(mg mpedviovng)

5 %
=== Study supplied === Non-study supplied 6

GC-based Avacopan-based
regimen regimen
Weeks 0-26

Zxfua pe Baon
™ Ixnua pe Baon
GCs To Avacopan

EBSopnadeg 0 - 26

1. Jayne D, et al. N EnglJ Med 2021;384(7):599-609.

2.Jayne D, etal. N EnglJ Med 2021;384(7):599-609 [Suppl Appendix].

40%

GC-based Avacopan-based
regimen regimen

Weeks 26-52 ! / 3

Zxfua pe Baon
™ Zxfpa pe Baon
GCs To Avacopan

EBSoMadeG 26 - 52

J, ouvoAknc 66onc twv GCs

XapunAotepn ouvoAikny 66on GCs e to

Avacopan

* ABpoiotikn) 86on GCs: 1.349 mg évavtl
3.655 mg

XapnAotepn 66on GCs pe to Avacopan

oto dtaotnua 2652 efdopadeg

* Méon ouvoAwkn d6on GC: 295,6 mg
évavtt 489,0 mg

AcBevwv nou €Aafav Beparmneia pe To
Avacopan 6gv é\aBav GCs oto dtdotnua
2652



ADVOCATE
2xAua He Avacopan: J Asiktn toéikotntog YAukokoptikoeldwv (GTI)

GTI

* * J 16,9 povadeg touv GTI CWS oto oxAua pe
ZxAua ye Baon ta GCs ’ 1
I To Avacopan svavtL tou oxnpoatocg pe ta GCs

)
o
1

B Zxrua e Bdon To Avacopan ,
(week 26) (95% Cl, -25,6 ewc -8,0).
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o
1

FEY
o
1

* 12,1 povadec tou GTI AlS oto oxnpa pe
To Avacopan €vavtL Tou oxAuatoc pe ta GCs

I I (week 26) (95% Cl, —21,1 ewg —3,2)
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]

ERdopéda 13

Jayne D, et al. N Engl J Med 2021;384(7):599-609.



ADVOCATE trial
Avacopan in ANCA-vasculitis

* In addition to standard of care: Well tolerated
e Avacopan (30 mg g 12h): Improved time to remission

Kidney Int Rep. 2023 Apr; 8(4): 860—-870.

Jayne DRW et al. ADVOCATE Study Group. N Engl J Med. 2021 Feb 18;384(7):599-609


https://www.ncbi.nlm.nih.gov/pmc/articles/PMC10105055/

Real-World data With Avacopan in ANCA-Vasculitis

* Multicenter retrospective analysis, N=92 patients
* Newly diagnosed or relapsing ANCA-vasculitis

* All received therapy with avacopan
e Qutcome measures: clinical remission at 26 and 52 weeks

Zonozi R, et al. Kidney International Reports (2024)



Induction regimen

| Combination therapy (RTX + low-dose CYC)" 43 (47%) I
RTX 44 (48%)
CYC (standard dosing) 2 (2%) MeTd TNV €TAYWYA TNG
Other 2 (2%) UpeaNG

65 ao0Oeveig (71%)

| Plasma exchange 13 (14%) I gekivioav BepaTeic
Methylprednisolone ouUvTAPNONG ME:
Received i.v. pulse 59 (64%) EiZtUAX(inmibsgn =64)n
Cumulative dose, mg 1340 (1319)
Prednisone, mg
Dose af wk26 1.8 (3.7)
Dose at wkb2 0.6 (2.5)
Cumulative dose at wk 12 1797 (1104)
Cumulafive dose af wk 52 2212 (15650) _
Off prednisone (as of last follow-up) 64 (72%) _
Time to start avacopan (from start of induction), wk 3.6 (2.1-7.7)

Time to stop prednisone (from start of avacopan), wk 5.6 (3.3-9.5)

Zonozi R, et al. Real-world Experience with Avacopan in ANCA Vasculitis: A Multi-center Retrospective Cohort Analysis, Kidney International Reports (2024)



Real-World data With Avacopan in ANCA-Vasculitis

23% (n = 21) baseline eGFR< 15 ml/min/1.73 m?
10% (n=9) on kidney replacement therapy
Enrollment eGFR was 33 (27) ml/min/1.73 m?

Time to start avacopan was 3.6 (2.1-7.7) weeks

* Time to discontinue prednisone after starting avacopan 5.6 (3.3-9.5) weeks
* Clinical remission:

* 90% of patients at week 26

* 84% of patients at week 52

Zonozi R, et al, Kidney International Reports (2024)



AmnoteAéopata

Av¢non tou eGFR

e 12,2 ml/min/1,73 m? otouc 6,5 HAVEC
e 19,8 ml/min/1,73 m? otouc 12 HAVEC
ABpoiotikn doon npedvilovnc p.o

e 1,8g(1,1) otic 12 efOopadec

e 2,2¢(1,6) otic 52 eBdopadec

Zonozi R, et al., Kidney International Reports (2024)



Does delayed initiation of avacopan affect response?

Avacopan After 30 Days vs. Avacopan Before 30 Days of induction therapy

Avacopan After 30 Days
Avacopan Before 30 Days

1504

+25

mL /min/ 1.73m?2

= / | +15

/,—.—==* | ] mL /min/ 1.73m?2

04 : A e(;fR

1004

Individual and Mean eGFR (mi/min/1.73m2)

Week 0 Week 4 Week 12 Woesk 26 Week 52
Time Since Induction

Zonozi R, et al. Kidney International Reports (2024)



Real-World Experience With Avacopan in ANCA-Vasculitis

Probability on remaining in GCs per os

0.75

Probability Remaining On PO Steroids

0.00

1.001

0.501

0.251

3§ Avacopan
| : After 30 Days
\
: = On or Before 30 Days
|
|
———t— |
p=0.037
0 3 6 9 12 39 ¥

Time Since Induction (Months)

Number at risk

36 28 15 7 5 5 3
47 21 13 B 3 3 0

O1 aoBeveic TTou Eekivnoav To avacopan
META at1rd 30 NUEPEC aTTO TNV £vapen TNG
Bepatreiac eTTAywyng TNG  UPEONC
EANaBav  MeEYOAUTEPEG  aOPOIOTIKEG
060¢c1g KopTIdvng Tnv £pOoudda 12
(aBpoioTikp dd6on: 2.1 g VS 1.6 g,
P=0.03), «kai Tnv ¢pdopGda 52
(aBpoioTikp ddon: 2.6 g vs. 1.9 g,
p=0.03)

Awakorn Bepareiac yio dAAo Aoyo
e I Tpavoapwaowv (n = 4)

e [ootpevieplkeg dtatapaxeg (n=3)

Zonozi R, et al. Real-world Experience with Avacopan in ANCA Vasculitis: A Multi-center Retrospective Cohort Analysis, Kidney International Reports (2024)




Real-World Experience With Avacopan in ANCA-Vasculitis
Advanced kidney disease

* 9 patients dialysis-dependent at diagnosis

5/9 (56%) off dialysis

Patients with eGFR<15 ml/min vs. patients with GFR>15 ml/min

More frequent PLEX use (43%)
Delayed avacopan initiation [median 47(21-58) days vs. 21(14-49)]
Higher risk for ESKD (30% vs. 0)

Week 26: T eGFR from baseline, 19.4 (22.7) vs 5 (25) ml/min
Week 52: 1> eGFR from baseline, 25.1 (15.6) vs 9.4 (25.6) ml/min

Zonozi R, et al. Real-world Experience with Avacopan in ANCA Vasculitis: A Multi-center Retrospective Cohort Analysis, Kidney International Reports (2024)




Avacopan use in special populations
Advanced kidney disease (eGFR<15ml/min/1.73m?)

* Avacopan & M1 metabolite: Hepatically metabolized by CYP3A4
* Route of elimination is primarily fecal

e Oral administration [»]| 77% in feces and 10% in urine

 (»/Depressed kidney function cannot significantly alter
pharmacodynamics or pharmacokinetics of avacopan

National Center for Biotechnology Information. PubChem compound summary for CID 49841217, avacopan.
https://pubchem.ncbi.nim.nih.gov/compou nd/Avacopan



Avacopan use in special populations
Dialysis dependent patients at diagnosis

e Avacopan MW= 581.6 g/mol
e Uncharged

* Poorly water soluble (lipophilic)
* 99.9% protein-bound

>

Dialysis is not expected to alter plasma concentrations

significantly

>

No need for dose adjustment

National Center for Biotechnology Information. PubChem compound summary for CID 49841217,
avacopan. https://pubchem.ncbi.nlm.nih.gov/compou nd/Avacopan



Avacopan in difficult to treat ANCA vasculitis

* Treatment resistance (steroid resistance)
* Steroid dependence (relapsing or grumbling when prednisone <15 mg/day)

* Necessity to avoid steroid-related toxicity (obesity, diabetes, severe
steroid-related toxicity, psychosis)

1. Active, untreated, and/or uncontrolled
chronic liver disease

2. Taking moderate to strong CYP3A4 inducers

van Leeuwen et al. Kidney Int Rep. 2021 Dec 8;7(3):624-628

3. Probably reduced dose in patients on
strong CYP3A4 enzyme inhibitors




Difficult-to-Treat ANCA Vasculitis: 8 adult patients with GPA and MPA
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van Leeuwen et al. Kidney Int Rep. 2021 Dec 8;7(3):624-628



* Age
Avacopan in ANCA-SVV: * Diabetes
* Obesity

Patients with: e Osteoporosis

e Contraindications for high dose steroids m——)
* Severe kidney disease

* Pcychosis

* Myopathy
e C3 level lower than normal at onset

* Treatment resistance
* Steroid dependence
* Multiple relapsing course
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o 62 stwv, AY, BMI=38.6, PR3-ANCA ayyetitida, TEZN, TVEUHOVIKH Kot
QPA cuppetoxn, BVAS=21

Evapén eGFR ml/min/1.73m?
30 Oepaneiog Evapén
(CYC+GCs) Tenofovir '

25 Evapén 25
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9 43 etwv, ONB, MPO-ANCA ayyetlitida, vooocg mMePLOPLOUEVN O0TO VEDPO,
BVAS=12

rraximap+ | BVAS CYC iv+ low GCs
., | CYCiv+GCs low CYC iv + GCs Avacopan
12
10 AZA Rituximab
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2UUMEPACUOTO

OEPATMEVTIKO oYM LE TO Avacopan Evavtl autoU pE ta GCs

e Mn-katwtePN KAWLKN Udeon tnv eBdopada 26 Kol avwTEPN Kol TIOPATETALEVN
KAWLKN Udeon tnv eBdopada 52

* MeyaAutepn BeAtiwon tng vedpLknc Aettoupylog
* Melwon tng xpnong twv GCs kot TG oXeTWOUEVNC TOELKOTNTOLC

e Euvoiko mpodil achaAelag

H 1" otoxevpevn Bepameia yia tnv ANCA-ayyetitida
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