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e “Carl Seufarth de Gernsbach, 27 afios, oficial de sastre, llegd el 4 de mayo de 1865, a
las 10:00 en el manana a la clinica médica de Friburgo, era una persona demacrada
tenia una piel inusualmente palida, labios, mucosa oral y conjuntiva; el pulso era muy
rapido, y el paciente se sentia tan débil que inmediatamente tenia que ir a la cama.

* El paciente era uno de aquellos pacientes a los que ya se les puede dar el prondstico
antes que el diagnostico; la primera impresion era el de un alma perdida cuyos
pocos dias restantes podian ser contados”

Kiissmaul A, Maier K. Uber eine nicht bisher beschriebene eigenthiimliche Arterienerkrankung (Periarteritis Nudosa), die mit Morbus Brightii und rapid
fortschreitender allgemeiner Muskelahmung einherbeht. Dtsch Arch Klin Med 1866
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* Corticoides + Ciclofosfamida

* Tratamiento actual: ahorrar CYM
* Nuevas pautas: CYM iv
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* Nuevas estrategias: Segun gravedad & induccién y mantenimiento (EULAR 2016 / ACR 2021)
* GEPA: Recomendaciones ACR 2021

* Tratamiento futuro: ahorrar corticoides
* Nuevas estrategias: Menor dosis de corticoides
* Nuevos farmacos: Bloquear el complemento
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Tratamiento clasico

NIH: corticoides + ciclofosfamida vo

|
remision A N >

1 ano
Prednisona 1 mg/kg
I |
4ss

j j I Pulsos M pred 15 mg/Kg



Tratamiento clasico

pacientes, n 158 155
seguimiento 8 anos / ANos
refractarias (25-43%) remisién completa TS 5854
recurrencias (50-70%) recurrencias 50% 71%
ofoctil mielodisplasia 2% 8%
neoplasia solida 2,8% 4,5%
infeccion grave 46% 26%
mortalidad (15-20%) mortalidad 20% 14%

Esquema del Dr Ricardo Blanco fundamentado en
Reinhold-Keller et al. Arthritis Rheum. 2000; 43:1021-32
Hoffman GS, et al. Ann Intern Med 1992;116:488-98



éSlCO e Cualquier neoplasia: x 2.4

e Cancer de vejiga: x 33
* Linfomas: x 11
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Estrategias de tratamiento

* Tratamiento clasico:
* Corticoides + Ciclofosfamida

* Tratamiento actual: ahorrar CYM
* Nuevas pautas: CYM iv
* Nuevos farmacos: RTX
* Nuevas estrategias: Segun gravedad & inducciéon y mantenimiento (EULAR 2016 / ACR 2021)
 GEPA: Recomendaciones ACR 2021
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Nuevas Pautas: CYM v

(n) ettt vasculitis
ev/vo pulso CFM

8 " Haubitz , 1998 22/25 0.75g/ m2/ 4 sem WG/PAM

O

O

N

£ -Adu, 1997 24/30 15 mg/ kg/ 3 sem WG/PAM/cPAN
O

c

2

2 = Guillevin, 1997 27/23 0.75/m2/ 3 sem WG

5

=

(72]

O =de Groot, 2009 76/73 15 mg/ kg/ 2-3 sem WG/PAM/GMN

Modificada por Dr Ricardo Blanco desde
Haubitz et al. Arthritis Rheum 1998;41:1835-44
Adu et al QIM 1997; 90:401-9

Guillevin et al. Arthritis Rheum 1997;40:2187-98
Groot K et al. Ann Infern Med. 2009;150: 670-80

CYM vo: 2 mg/kg/dia



Nuevas Pautas: CYM v

estudios randomizados
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ev/vo pulso CFM

*Haubitz , 1998 22/25 0.75 g/ m2/ 4 sem WG/PAM

NI Lz
« Adu, 1997 24/30 WG/PAM/CPAN ol L
Z 1S
Gu /23 0.75/m2/ 3 sem WG I I
=»de Groot, 2009 76/73 15 mg/ kg/ 2-3 sem WG/PAM/GMN
CYM vo: 2 mg/kg/dl'o Modificada por Dr Ricardo Blanco desde

Haubitz et al. Arthritis Rheum 1998;41:1835-44
Adu et al QJM 1997; 90:401-9

Guillevin et al. Arthritis Rheum 1997;40:2187-98
Groot K et al. Ann Infern Med. 2009;150: 670-80



Nuevos farmacos: RTX

" RITUXIMAB FOR ANCA

4x Ritux + PO placebo Ritux fixed regimen Ritux 500 mg gémonths
Vs S Vs
IV Placebo + PO CYC Ritux tailored regimen Placebo
INDUCTION MAINTENANCE MAINTENANCE
Ritux non inferior to CYC No difference RTX had fewer relapses
RAVE MAINRITSAN 2 MAINRITSAN 3
2010 2018 2020
2010 2014 2019
RITUXVAS MAINRITSAN RITAZAREM
4x Ritux + 2x IV CYC Ritux 500mg regimen 5x Ritux 1g
Vs S VS
3-6 months of IV CYC AZA AZA
INDUCTION
INDUCTION MAINTENANCE MAINTENANCE
Ritux not superior to CYC Ritux had fewer relapses RTX had fewer relapses NEPHROLOGY

modificada de https://www.renalfellow.org/2021/08/11/landmark-trials-on-the-use-of-rituximab-in-anca-associated-vasculitis
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modificada de https://www.renalfellow.org/2021/08/11/landmark-trials-on-the-use-of-rituximab-in-anca-associated-vasculitis
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ESTABLISHED IN 1812 JULY 15, 2010

ORIGINAL ARTICLE

Rituximab versus Cyclophosphamide

for ANCA-Associated Vasculitis
Rituximab versus Cyclophosphamide in ANCA-Associated

T John H. Stone, M.D., M.P.H., Peter A. Merkel, M.D., M.P.H., Robert Spiera, M.D.,
Renal Vasculitis Philip Seo, M.D., M.H.S., Carol A. Langford, M.D., M.H.S.,

Gary S. Hoffman, M.D., Cees G.M. Kallenberg, M.D., Ph.D.,
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Raashid Lugmani, D.M., F.R.C.P,, F.R.C.P.(E.), Matthew D. Morgan, M.R.C.P, Ph.D., Chen Au Peh, F.R.A.C.P, Ph.D. E. William St. Clair, M.D., Anthony Turkiewicz, M.D., Nadia K. Tchao, M.D,,
Caroline O. Savage, Ph.D,, F.R.C.P, F.Med.Sci.,, Mérten Segelmark, M.D., Ph.D., Vladimir Tesar, M.D., Ph.D.,

Lisa Webber, R.N., Linna Ding, M.D., Ph.D., Lourdes P. Sejismundo, R.N., B.S.N.,
Pieter van Paassen, M.D., Ph.D., Dorothy Walsh, B.S.C.N., Michael Walsh, M.D., F.R.C.P.(C)), Kathleen Mieras, C.C.R.P., David Weitzenkamp' Ph.D., David Ikle, Ph.D.,
Kerstin Westman, M.D., Ph.D., and David R.W. Jayne, M.D., F.R.C.P, for the European Vasculitis Study Group Vicki Seyfert-Margolis, Ph.D.. Mark Mueller, B.S.. C.C.R.P., Paul Brunetta, M.D.,
Nancy B. Allen, M.D., Fernando C. Fervenza, M.D., Ph.D., Duvuru Geetha, M.D.,
Karina A. Keogh, M.D., Eugene Y. Kissin, M.D., Paul A. Monach, M.D., Ph.D.,
Tobias Peikert, M.D., Coen Stegeman, M.D., Ph.D., Steven R. Ytterberg, M.D.,
and Ulrich Specks, M.D., for the RAVE-ITN Research Group*

Jones RB. N Engl J Med 2010; 363:211-20 Stone JH et al. N Engl J 2010; 363: 221-32
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: el 51 RAVE
INnduccion remision E

RITUXVAS

RITUXVAS RAVE
*N pacientes 44 197
*Diseno abierto doble ciego
*Poblacion (ANCAs+) vasculitis nuevas Nuevas y refractarias
Wegener, PAM & GMN localizadas Wegener y PAM
*Randomizacion discutible correcta
*CYM ev (2 bolos CYM en grupo RTX) vo (no CYM en grupo RTX)
*Resultados: RTX vs CYM RTX igual CYM en refractarias RTX superior

Jones RB. N Engl J Med 2010; 363:211-20 Stone JH et al. N Engl J 2010; 363: 221-32
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nuevos farmacos: RTX RAVE

doble ciego

: o n=197
S no inferioridad
S
. g Induccion remision Mantenimiento
Screening g 3-6 meses 12 meses
| & |
RTX 0123

375mg/m2P. REREREERERN
N= 99
|N=197 /(E :D

CYM vo AZA 2 mg/k/d

2maivd | |
N= 98

0 3 6 meses

Primary Outcome
1. Sustained remission (BVAS = 0) at 6 months

2. Severe adverse events (CTCAE grade 2 3) at 2 years Specks U et al. N Engl J Med 2013;369: 417-27
Stone JH et al. N Engl J 2010; 363: 221-32
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nuevos fdrmacos: RTX
RTX: menos neoplasias
o . L . n= 323
Effect of rituximab on malignancy risk in patients
N= 323 vasc ANCA

with ANCA-associated vasculitis Sgto: 2000-14

Emma E van Daalen,' Raffaella Rizzo, %> Andreas Kronbichler,** Ron Wolterbeek, >
Jan A Bruijn," David R Jayne,? Ingeborg M Bajema,’ Chinar Rahmattulla’>

Table 4 Relative risks (RR) according to treatment category

Treatment* RR (95% CI)t p Valuet
Only cyclophosphamide vs only rituximab 4.61 (1.16 to 39.98) 0.03

Only cyclophosphamide vs both 3.05 (1.40 to 7.35) 0.003
Only cyclophosphamide vs none 1.48 (0.60 to 4.36) 0.52

van Daalen EE, et al. Ann Rheum Dis. 2017;76:1064-1069
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nuevos farmacos: RTX W
mantenimiento
n=114

prospectivo abierto randomizado
n=114

The NEW ENGLAND
JOURNAL o« MEDICINE

ESTABLISHED IN 1812 NOVEMBER 6, 2014 VOL. 371 NO. 19

Rituximab versus Azathioprine for Maintenance
in ANCA-Associated Vasculitis

L. Guillevin, C. Pagnoux, A. Karras, C. Khouatra, O. Aumaitre, P. Cohen, F. Maurier, O. Decaux, J. Ninet, P. Gobert,
T. Quémeneur, C. Blanchard-Delaunay, P. Godmer, X. Puéchal, P.-L. Carron, P.-Y. Hatron, N. Limal, M. Hamidou,
M. Ducret, E. Daugas, T. Papo, B. Bonnotte, A. Mahr, P. Ravaud, and L. Mouthon, for the French Vasculitis Study Group*

Guillevin L et al. N Engl J Med. 2014; 371:1771-80
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n=114
prospectivo abierto randomizado
n=114
induccion remision N mantenimiento
6 meses g RTX | 22 meses
S
vasculitis ANCAs+ S| 200mg
nuevas & refractarias “
PROTOCOLO |
MP ev
1-39
—
AAA A A A
2£ng/k/d
CYM ev g
N=114 28
0 | 2 3 4 5 0 6 12 18 22 A
meses

Primary Outcome:
remission at 28 meses

Guillevin L et al. N Engl J Med. 2014; 371:1771-80
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NI LAl | MAINRITSAN
prospectivo abierto randomizado
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100 — - mmmmemEy oo g o P S T
e, 1) CT— ‘
, T i
80% — Bl Ty L p = 0.002
AIA .
0]
"6 80% —
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- . AZA
209 -
RTX RTX RTX RTX /
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Guillevin L et al. N Engl J Med. 2014; 371:1771-80



Nuevas Estrategias: Segin gravedad & induccion/mantenimiento

nuevas estrategias ACR 2021
segun gravedad & induccion/mantenimiento
AMERICAN COLLEGE Arthritis Care & Research
 RHEUMATOLOGY P W0 o W18

Recommendation

EULAR/ERA-EDTA recommendations for the

management of ANCA-associated vasculitis
M Yates,"? R A Watts,>> | M Bajema,* M C Cid,> B Crestani,® T Hauser,’
B Hellmich,® J U Holle,” M Laudien,™ M A Little,'" R A Lugmani,'* A Mahr, "

P A Merkel," J Mills,™® J Mooney," M Segelmark, ' V Tesar,'® K Westman, "
AVaglio,° N Yalcindag,?' D R Jayne,?? C Mukhtyar'

Yates et al. Ann Rheum Dis 2016;75:1583-1594

Empowering Rhewmatology Professionals ® 2021, American College of Rheumatology

2021 American College of Rheumatology/Vasculitis
Foundation Guideline for the Management of
Antineutrophil Cytoplasmic Antibody-Associated Vasculitis

Sharon A. Chung,' Carol A. Langford,? Mehrdad Maz* > Andy Abril* Mark Gorelik,® Gordon Guyatt,® Amy M. Archer,”
Doyt L. Conn,* ) Kathy A. Full® Peter C. Grayson,” = Maria F. Ibarra," Lisa F. Imundo,® Susan Kim, Peter A. Merkel,” (=
Rennie L. Rhee,” ') Philip Seo,” John H. Stone,' ' Sangeeta Sule,”® %) Robert P. Sundel,® Omar I. Vitobaldi,"”
Ann Warner,"® Kevin Byram,'® Anisha B. Dua,” Nedaa Husainat,® / Karen E. James,” Mohamad A. Kalot,?

Yih Chang Lin,? Jason M. Springer,? ') Marat Turgunbaev,” Alexandra Villa-Forte,” Amy S. Turner,* > and
Reem A. Mustafa®

Chung SA et al. Arthritis Rheumatol 2021;73:1366-83
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EULAR 2016

nuevas estrategias
segun gravedad & induccion/mantenimiento

. RTX vs CYM:
renal rapidamente Fertilidad
no grave grave progresiva o Refractaria
hemorragia pulmonar PR3 ANCA
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Realizada por Dr Ricardo Blanco desde M Yates et al. Ann Rheum Dis 2016;75:1583-1594
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ACR 2021

nuevas estrategias
segun gravedad & induccidn/mantenimiento
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Chung SA et al. Arthritis Rhneumatol 2021;73:1366-83
Realizada por Dr Ricardo Blanco desde M Yates et al. Ann Rheum Dis 2016;75:1583-1594




Nuevas Estrategias: Segun gravedad & induccion/mantenimiento

CLINICAL RESEARCH | wwav.jasn.org

Randomized Trial of Plasma Exchange or High-Dosage
Methylprednisolone as Adjunctive Therapy for Severe
Renal Vasculitis

David RW. Jayne," Gill Gaskin, Niels Ras
Loic Guillevin," Eduardo Mirapeix,** Carg
Coen A. Stegeman,** Kerstin W. Westmarfiesms :
Robert A.F. de Lind van Wijngaarden,™ and Charlos D Pusoy on bohalf of the European
Vasculitis Study Group’
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plasmaféresis

EULAR 2016

Table 1 Recommendation statements

Statement Level of evidence Grade of recommendation
1. We recommend that patients with AAV are managed in close collaboration with, or at, centres of expertise. 3 C
2. A positive biopsy is strongly supportive of a diagnosis of vasculitis and we recommend biopsies to assist in 3 C
establishing a new diagnosis and for further evaluation for patients suspected of having relapsing vasculitis.
3. For remission-induction of new-onset organ-threatening or life-threatening AAY we recommend treatment with a 1 for GPA/IMPA, 3 for A for GPA/MPA, C for EGPA
combination of glucocorticoids and either cyclophosphamide OR rituximab. EGPA

4. For remission-induction of non-organ-threatening AAV we recommend treatment with a combination of 1B B for MTX, C for MMF

glucocorticoids and either meth or mycophenolate mofetil*.
5. For a major relapse of organ-threatening or life-threatening disease in A&V we recommend treatment as per new 1 for GPA/MPA, 3 for A for GPA/MPA, C for EGPA
disease with a combination of glucocorticoids and either cydophosphamide OR rituximab. EGPA and CYC, 4for  and CYC, C for EGPA and
EGPA and RTX RTX
6. (i) Plasma exchange should be considered for patients with AAV and a serum creatine level of >500 umold 1B B
(5.7 mg/dL) due to rapidly progressive glomerulonephritis in the setting of new or relapsing disease.
6. (ii) Plasma exchange can also be considered for the treatment of severe diffuse alveolar haemorrhage. 3 C

. For remission-maintenance of AA :
either azathioprine, rituximab, methotrexate or myco;hendae mofetil*.

3 for EGPA and AZA
8. We recommend that remission-maintenance therapy for AAV be continued for at least 24 months following 4 D
induction of sustained remission.
9. For patients with AAV refractory to remission-induction therapy we recommend switching from cyclophosphamide 3 C
to rituximab or from rituximab to cyclophosphamide. These patients should be managed in dose conjunction
with, or referred to, an expert centre for further evaluation and potential enroiment in dinical trials.
10. We recommend that structured clinical assessment rather than ANCA testing should inform decisions on changes 4 D
in treatment for AAV.
11. We recommend the investigation of persistent unexplained haematuria in patients with prior exposure to 2B C
cvdophosphamide.

M Yates et al. Ann Rheum Dis 2016;75:1583-15%94
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Plasma Exchange and Glucocorticoids
in Severe ANCA-Associated Vasculitis

4 °
o , plasmaferesis
M. Walsh, P.A. Merkel, C.-A. Peh, W.M. Szpirt, X. Puéchal, S. Fujimoto,
C.M. Hawley, N. Khalidi, O. FloRmann, R. Wald, L.P. Girard, A. Levin,
G. Gregorini, L. Harper, W.F. Clark, C. Pagnoux, U. Specks, L. Smyth, V. Tesar, Reduced-Dose Standard-Dose -
T. lto-lhara, ).R. de Zoysa, W. Szczeklik, L.F. Flores-Sudrez, S. Carette, Plasma No Plasma Glucocorticoid Glucocorticoid n= 704
L. Guillevin, C.D. Pusey, A.L. Casian, B. Brezina, A. Mazzetti, C.A. McAlear, Exchange Exchange Regimen Regimen
E. Broadhurst, D. Reidlinger, 5. Mehta, N. lves, and D.R.W. Jayne, Characteristic (N=352) (N=352) (N=353) (N=35])
for the PEXIVAS Investigators* Age—yr 62.8:14.4 63.5:13.7 63.3:142 63.1213.9
Female sex— no. (%) 149 (42.3) 158 (44.9) 156 (44.2) 151 (43.0)
History of vasculitis — no. (%) 35 (9.9) 28 (8.0) 34 (9.6) 29 (8.3)
ANCA subtype — no. (%)
Proteinase 3 143 (40.6) 143 (40.6) 143 (40.5) 143 (40.7)
Myeloperoxidase 209 (59.4) 209 (59.4) 210 (59.5) 208 (59.3)
Median C-reactive protein level (IQR) 50.9 (13.8-122.8) 42.1 (14.0-97.2) 44,6 (13.0-117.0) 45.5 (14.0-98.0)
— mg/liter
Median hemoglobin level (IQR) — g/liter 94 (83-105) 95 (85-105) 95 (84-105) 95 (84.5-105)
Kidney function
Median serum creatinine level (IQR) 327 (206-491) 336 (209-495) 320 (190-480) 335 (219-502)
— pmol/liter
Serum creatinine level 2500 umolliter 101 (28.7) 104 (29.5) 102 (28.9) 103 (29.3)
or undergoing dialysis — no. (%)
Undergoing dialysis — no. (%) 66 (18.8) 74 (21) 67 (19.0) 73 (20.8)
Severity of pulmonary hemorrhage — no. (%)
No hemorrhage 257 (73.0) 256 (72.7) 257 (72.8) 256 (72.9)
Not severe 64 (18.2) 66 (18.8) 65 (18.4) 65 (18.5)
Severet 31 (3.8) 30 (8.5) 31 (8.8) 30 (8.5)
Planned immunosuppressive treatment
— no. (%)
Intravenous cyclophosphamide 177 (50.3) 177 (50.3) 179 (50.7) 175 (49.9)
Oral cyclophosphamide 120 (34.1) 121 (34.4) 120 (34.0) 121 (34.5)
Rituximab 55 (15.6) 54 (15.3) 54 (15.3) 55 (15.7)

Walsh M. et al. N Engl J Med. 2020;382:622-631
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Plasma Exchange and Glucocorticoids

in Severe ANCA-Associated Vasculitis .. —————
M. Walsh, P.A. Merkel, C.-A. Peh, W.M. Szpirt, X. Puéchal, S. Fujimoto, plqsmqfereSIs PEXIVAS
C.M. Hawley, N. Khalidi, O. FloRmann, R. Wald, L.P. Girard, A. Levin,
G. Gregorini, L. Harper, W.F. Clark, C. Pagnoux, U. Specks, L. Smyth, V. Tesar,
T. Ito-lhara, J.R. de Zoysa, W. Szczeklik, L.F. Flores-Sudrez, S. Carette, n= 704
L. Guillevin, C.D. Pusey, A.L. Casian, B. Brezina, A. Mazzetti, C.A. McAlear,
E. Broadhurst, D. Reidlinger, S. Mehta, N. lves, and D.R.W. Jayne,

for the PEXIVAS Investigators#

A Primary Outcome According to Plasma Exchange B Primary Outcome According to Glucocorticoid Regimen
100+ 100-
'g’ @
k: 5
i 75 = 75—
o
s s
b4 o
o 50 & 50—
E No plasma exchange e Reduced dose
a
] 25 5 Standard dose
£ 7 = 25+
® Plasma exchange s
A g 3
0-1 T T T T T 1 0
0 1 2 3 4 5 6 0 1 2 3 4 5 6
Years Years
No. at Risk No. at Risk
N‘:xlﬂ;z;";e 352 244 183 136 82 4“ 10 Reduceddose 353 256 185 133 80 43 9
Standard d 351 240 184 138 84 39 11
Plasma exchange 352 252 186 135 82 43 10 i

Walsh M. et al. N Engl J Med. 2020;382:622-631
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Plasma Exchange and Glucocorticoids
in Severe ANCA-Associated Vasculitis

M. Walsh, P.A. Merkel, C.-A. Peh, W.M. Szpirt, X. Puéchal, S. Fujimoto, plqsmqfereSIs P EXIVAS
C.M. Hawley, N. Khalidi, O. FloRmann, R. Wald, L.P. Girard, A. Levin,
G. Gregorini, L. Harper, W.F. Clark, C. Pagnoux, U. Specks, L. Smyth, V. Tesar, -
T. Ito-lhara, J.R. de Zoysa, W. Szczeklik, L.F. Flores-Sudrez, S. Carette, n= 704
L. Guillevin, C.D. Pusey, A.L. Casian, B. Brezina, A. Mazzetti, C.A. McAlear,
E. Broadhurst, D. Reidlinger, S. Mehta, N. Ives, and D.R.W. Jayne,
for the PEXIVAS Investigators® Table 3. Secondary Outcomes.*
A Primary Outcome According to Plasma Exchange Plasma Exchange vs. No Plasma Reduced-Dose vs. Standard-Dose
Secondary Outcome Exchange Glucocorticoid Regimen
100-
P effect size (95% Cl)
g Death from any cause 0.87 (0.58-1.29) 0.78 (0.53-1.17)
§. 754 End-stage kidney disease 0.31 (0.57-1.13) 0.96 (0.63-1.34)
48 Sustained remission 1.01 (0.89-1.15) 1.04 (0.92-1.19)
X Serious adverse events 1.21 (0.96-1.52) 0.95 (0.75-1.20)
g 50 K6 plaisiia eichiange Serious infections at 1 year 1.16 (0.87-1.56) 0.69 (0.52-0.93)
m P oy 7 1 J—
_2 25 PICO question rd dose
§ informing
o recommendation
0 Recommendation/statement and discussion Level of evidence ¢
No. at Risk Recommendeation: In patients with GPA/MPA with active glomerulonephritis, we conditionally 34 Low to high
No plasma 35; | recommend ogainst the routine adaition of plasma exchange to remission induction therapy. -
o ::r;gagffhange 55 Recommendation: In patients with active, severe GPA'MPA with alveqlar hemorrhage, we 35 Lowtohigh | 1
conditionally recommend ggginst adding plasma exchange to remission induction therapies.
Walsh M. et al. N Engl J Med. 2020;382:622-631
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GEPA: 2 fenotipos de enfermedad

Asthma Myocarditis : : " Rapidly progressive
Pulmonar Pericardial G?rslsllz)ci{/netr%setrllrgal M%'l?l?ielfg)'f's Bauci-immune; )
infiltrates effusion P glomerulonephritis

GEPA ANCA negativa GEPA ANCA positiva

Fagni F, et al. Front Med (Lausanne). 2021



GEPA: 2 fenotipos de enfermedad

Myocarditis Gastrointestinal Mononeuritis Rapidly progressive
Pulmonar Pericardial gauc immune
infiltrates effusion involvement multiplex glomerulonephritis

GEPA ANCA negativa GEPA ANCA positiva

Fagni F, et al. Front Med (Lausanne). 2021



CYM/RTX
Myocarditis Gastrointestinal Mononeuritis Rapidly progressive
Pulmonar Pericardial gauc immune
infiltrates effusion involvement multiplex glomerulonephritis

GEPA ANCA negativa GEPA ANCA positiva

Fagni F, et al. Front Med (Lausanne). 2021
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Mepolizumab or Placebo for Eosinophilic
Granulomatosis with Polyangiitis

M.E. Wechsler, P. Akuthota, D. Jayne, P. Khoury, A. Klion, C.A. Langford,

P.A. Merkel, F. Moosig, U. Specks, M.C. Cid, R. Lugmani, J. Brown, S. Mallett,

R. Philipson, S.W. Yancey, J. Steinfeld, P.F. Weller, and G_J. Gleich,
for the EGPA M li b Study T *
or the EG epolizumab Study ﬁergolizumab

Characteristic (N=68)
Age —yr 49+12
Male sex — no. (%) 26 (38)
ANCA-positive status — no. (%) 7 (10)
Absolute eosinophil count per cubic millimeters: 177+1.29
BVAS >0 — no. (%)§ 37 (54)
Prednisolone or prednisone dose — mg/day a
Median 12.0
Range 7.5-40.0
Immunosuppressive therapy at baseline — no. (%) 41 (60)
EGPA diagnostic disease characteristics — no. (%)
Asthma with eosinophilia 68 (100)
Biopsy evidence 25 (37)
Neuropathy| 32 (47)
Nonfixed pulmonary infiltrates 50 (74)
Sinonasal abnormality 64 (94)
Cardiomyopathy*= 13 (19)
Glomerulonephritis 1(1)
Alveolar hemorrhage 34
Palpable purpura 9 (13)
ANCA-positive status 13 (19)
Relapsing disease — no. (%) N 51 (75)
Refractory disease — no. (%) N 34 (50)

|
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136 GEPA

refractaria o recurrente

Placebo
(N=68)

43+14
30 (44)
6 (9)
172£1.35
48 (71)

11.0
7.5-50.0
31 (46)

68 (100)
31 (46)
24 (35)
48 (71)
64 (94)
7 (10)
0
1Q1)
8 (12)
13 (19)
49 (72)
40 (59)

Participants with Remission (%)

OCS dose stable
——t—

n=136

Follow-
Treatment period (52 weeks) ollow-up

6 Mepolizumab 300 mg SC Q4W + SoC, n = 68
Placebo SC Q4W + SoC, n = 68

—_— ——— ——————————————————
-4 Baseline 4 12 16 20 24 28 32 36 40 44 48 52 56 60
100 End of

intervention

90 period

80— Odds ratio with mepolizumab, E
5.91 (95% Cl, 2.68-13.03) L

70 P<0.001 1er objetivo 1°
60 remision (BVAS=0 + PD/PDN
8 < 4 mg) al final del estudio

1

R 1

404 Mepolizumab :
i

30+ !
1

1

20+ !
"

10+ Placebo \

Base- 4 8
line

T T T T T T T T i T 1
12 16 20 24 28 32 36 40 44 48 52 56 60

Week
Wechsler ME et al. N Engl J Med 20217; 376.1921-32
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ABSTRACT NUMBER: L21

Rituximab versus Conventional Therapeutic Strategy for Remission Induction in Eosinophilic Granulomatosis with Polyangiitis: A Double-blind,

Randomized, Controlled Trial
Benjamin Terrier, y col

Conventional group ‘ ‘ } f f ‘ + ‘ {
T T

s ' i l . n

I I 1 1 1 1 1
1 D15 D29 ©OS0 ©O71 D92 D113 DI34 DISS D180 D270 D360
)0 AZA
FFS21
1 1 1 1 1 1 2 N
T T T T T { § T 8 L L
DSO D71 D92 D113 D134 D155  DIB0 D270 D360
Experimental g -1m f f t 1 t ' 1
—. AO®m OO 0 6 @ & @
Primary End of
endpoint study
Conventionalgroup ¢ ¢
L 1 1 1 1 1 L 1 L L 1 ]
9 1 Ll T T ) T T T T T 1
1 D15 D29 DSO D71 D92 D113 D134 DI1SS D180 D270 D360
Jo
1 = rituximab i.v., 1 gram
t = placebo-rituximabi.v.
t = cyclophophamide L.v. 1 1 1 1 L 1 1 1 | l ]
t = placebo-cyclophophamide . ;, 9'1; n'zg 050 o'n oslz mlu mlu m'ss m'no o;n o;eo
Experimental group  —
(H) = hospitalization
- S HWwe 86 e © e @ @
N "\
o o
| endpoint ” study |

n= 105
()
» Objetivo:

- RTX vs tto convencional induccidon remision GEPA

= Método:

- estudio fase 3, multicéntrico, comparativo,
aleatorizado, controlado, doble ciego y de
superioridad

- GEPA reciente dco o recurrente aleatorizan 1:1

o RTX: 1 grdias1y 15
o Tto convencional
- FFS=0: GC
- FFS > 0: pulsos CYC

» Objetivo 1%
- tasa remisidon dia 180
(BVAS=0y PD < 7,5 mg/dia)

Terrier et al. Arthritis Rheumatol. 2021; 73 (suppl 10)
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n= 105
Eventos adversos graves (dia 360) Conclusiones 4)))
Event Rituximab Conventional strategy
. 4 = = * RTX no superior al tto convencional
erious adverse event .. ..
Any event 20 20 terapia induccion GEPA
Patient with at least one SAE 18 (35) 22 (42) . . o7 . .
Event leading to agent discontinuation 4 3 TOSO% rem’s’o,z Y supervivencia sin
Systemic reaction 2 3 recaidas 1° ano comparables
Cardiovascular event 10 8 . . .
Cardiac failure 3 3 * No diferencia diferentes subgrupos:
Thoracic pain 2 1
Rhythm or conduction abnormalities 2 2 - ANCA+ vs ANCA-
Infection 11 9 .
Bronchopulmonary P ) - naive vs recurrente
Sinusifis 2 0 - FF$S=0 versus FFS>0
Pneumocystosis 1 (0]
Cancer 2 1
Death o o

Terrier et al. Arthritis Rheumatol. 2021; 73 (suppl 10)



Estrategias de tratamiento

* Tratamiento clasico:
* Corticoides + Ciclofosfamida

* Tratamiento actual: ahorrar CYM
* Nuevas pautas: CYM iv
* Nuevos farmacos: RTX
* Nuevas estrategias: Segun gravedad & induccién y mantenimiento (EULAR 2016 / ACR 2021)
* GEPA: Recomendaciones ACR 2021

* Tratamiento futuro: ahorrar corticoides
* Nuevas estrategias: Menor dosis de corticoides
* Nuevos farmacos: Bloquear el complemento



JAMA | Original Investigation

Effect of Reduced-Dose vs High-Dose Glucocorticoids Added to Rituximab

on Remission Inductionin ANCA-Associated Vasculitis “’O .I.O m | en .I.O fU .I.U ro: b 'e h orra r! ! cO r.I.I COid es smdgﬁw
. . . . Reumatologia
nuevas estrategias

A Randomized Clinical Trial
. . . LoVAS
dosis alta vs dosis baja

no inferioridad n= 134

Shunsuke Furuta, MD, PhD; Daiki Nakagomi, MD, PhD; Yoshihisa Kobayashi, MD, PhD; Masaki Hiraguri, MD;
Takao Sugiyama, MD, PhD; Koichi Amano, MD, PhD; Takeshi Umibe, MD, PhD; Hajime Kono, MD, PhD;
Kazuhiro Kurasawa, MD, PhD; Yasuhiko Kita, MD, PhD; Ryutaro Matsumura, MD, PhD; Yuko Kaneko, MD, PhD;
Keita Ninagawa, MD; Keiju Hiromura, MD, PhD; Shin-ichiro Kagami, MD, PhD; Yosuke Inaba, PhD;

Hideki Hanaoka, MD, PhD; Kei Ikeda, MD, PhD; Hiroshi Nakajima, MD, PhD; for the LoVAS Collaborators

IPOPULATION INTERVENTION FINDINGS
A Remission rate at 6 months Adverse events

80 Women - 7 140 Patients randomlzed b pe—— _ P—— _
P, '\—/, educed-dose regimen  High-dose regimen st i-d .
54 Men @ N 134 Patients analyzed & 49 07 68 patients 45 o1 85 ratienis eaths in the reduced-dose group vs

3 deaths in the high-dose group (ns).

Adults with newly diagnosed 70 70
ANCA-associated vasculitis ¢ ; .
without severe glomerulonephritis Reduced-dose regimen High-dose regimen Do Do
or alveolar hemorrhage Reduced-dose prednisolone, ngh'dose prednisolone, - 7 1.0% t 69 ,2% % of panents
0.5 mg/kg/d, plus rituximab, 1 mg/kg/d, plus rituximab, ' el Wik el
X . 375 mg/m?/wk (4 doses) 375 mg/m2/wk (4 doses)
Median age: 73 years TS NS -
B Reduced- High- '
[LOCATIONS PRIMARY OUTCOME Absolute difference dose  dose
21 :, | Remission rate at 6 months, and the prespecified 1.8 percentage points The reduced-dose group showed a lower incidence
Hospitalsin Japan "’ / noninferiority margin was -20 percentage points (1-sided 97.5%, =13.7 to «) of serious adverse events and serious infections.

Furuta S et al. JAMA 2021:325:2178-87
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Plasma Exchange and Glucocorticoids
in Severe ANCA-Associated Vasculitis

M. Walsh, P.A. Merkel, C.-A. Peh, W.M. Szpirt, X. Puéchal, S. Fujimoto, plqsmqfereSIs P EXIVAS
C.M. Hawley, N. Khalidi, O. FloRmann, R. Wald, L.P. Girard, A. Levin,
G. Gregorini, L. Harper, W.F. Clark, C. Pagnoux, U. Specks, L. Smyth, V. Tesar, -
T. Ito-lhara, J.R. de Zoysa, W. Szczeklik, L.F. Flores-Sudrez, S. Carette, n= 704
L. Guillevin, C.D. Pusey, A.L. Casian, B. Brezina, A. Mazzetti, C.A. McAlear,
E. Broadhurst, D. Reidlinger, S. Mehta, N. Ives, and D.R.W. Jayne,
for the PEXIVAS Investigators® Table 3. Secondary Outcomes.*
A Primary Outcome According to Plasma Exchange Plasma Exchange vs. No Plasma Reduced-Dose vs. Standard-Dose
Secondary Outcome Exchange Glucocorticoid Regimen
100-
P effect size (95% Cl)
g Death from any cause 0.87 (0.58-1.29) 0.78 (0.53-1.17)
§. 754 End-stage kidney disease 0.31 (0.57-1.13) 0.96 (0.63-1.34)
48 Sustained remission 1.01 (0.89-1.15) 1.04 (0.92-1.19)
X Serious adverse events 1.21 (0.96-1.52) 0.95 (0.75-1.20)
g 50 K6 plaisiia eichiange Serious infections at 1 year 1.16 (0.87-1.56) 0.69 (0.52-0.93)
m P oy 7 1 J—
_2 25 PICO question rd dose
§ informing
o recommendation
0 Recommendation/statement and discussion Level of evidence ¢
No. at Risk Recommendeation: In patients with GPA/MPA with active glomerulonephritis, we conditionally 34 Low to high
No plasma 35; | recommend ogainst the routine adaition of plasma exchange to remission induction therapy. -
o ::r;gagffhange 55 Recommendation: In patients with active, severe GPA'MPA with alveqlar hemorrhage, we 35 Lowtohigh | 1
conditionally recommend ggginst adding plasma exchange to remission induction therapies.
Walsh M. et al. N Engl J Med. 2020;382:622-631



Nuevos tratamientos: Avacopan

nuevos tratamientos ADVOCATE
avacopan

n= 370

The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 FEBRUARY 18, 2021 VOL. 384 NO.7

Avacopan for the Treatment of ANCA-Associated Vasculitis

David R.W. Jayne, M.D., Peter A. Merkel, M.D., M.P.H., Thomas J. Schall, Ph.D., and Pirow Bekker, M.D, Ph.D.,
for the ADVOCATE Study Group*

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



Vasculitis & Clasificacion

l
GRANULOMATOSAS

Vasos Grandes Arteritis de Células Gigantes
Arteritis de Takayasu

Vasos Medianos Panarteritis Nodosa (PAN)
Enfermedad de Kawasaki

Granulomatosis con Poliangeitis (GPA)
Vasculitis ANCA | Granulomatosis Eosinofilica con Poliangeitis (GEPAI)
Poliangeitis Microscdpica (PAM)

Vasos Pequenos
RESS Ll

AUCIINMUNES
ViA COMPLEMENTO

vasculitis por Inmunocomplejos | Vasculitis IgA

RESPUESTA TIPO ] Vasculitis Crloglgbullnemlca
POLIINMUNES Enfermedad anti-membrana basal

NECROTIZANTES

VIA COMPLEMENTO Vasculitis Urticariforme Hipocomplementémica
Vasos Tamano Variable Behget, Cogan
Localizadas SNC, PAN cutanea
Asociadas a enfermedad Sistémica AR, LES
De etiologia Probable VHB, VHC, farmacos

Modificado de: Jennette JC et al. Arthritis Rheum 2013; 65:1-11



Classical pathway l Lectin pathway } Alternative pathway

Ag-Ab complexes Microbial surface C3 tick-over

VASCULITIS POR
INMUNOCOMPLEJOS

VASCULITIS ANCA
NETOSIS

> Opsonisation
Inflammation |
Chemotaxis
Classcal c5 con;lertase Aterﬁan;/e CS covrtase . 'CD59 |
L
c6 |, C7 C8 c9 :
Cell lysis, apoptosis
Inflammation Se) Cytokine production
Chemotaxis \ - \' Encapsulated bacteria
Neutrophil activation < ('(;59')

Brilland B, et al. Autoimmun Rev. 2020 Jan;19(1):102424
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Ag-Ab complexes Microbial surface C3 tick-over

VASCULITIS POR
INMUNOCOMPLEJOS

VASCULITIS ANCA
NETOSIS

> Opsonisation
Inflammation |
Chemotaxis
Classcal c5 con\-lert‘ase Aterﬁan;/e CS covrtase . 'CD59 |
L
c6 ,C7 ,C8 , C9 :
ECULIZUMAB l l ! ! ! ! Cell lysis, apoptosis

Chemotax:; | @ \, Encapsulated bacteria

Neutrophil activation \ B f\csy

AVACOPAN , ,
Brilland B, et al. Autoimmun Rev. 2020 Jan;19(1):102424
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. ’{j A (Sep) S
nuevos tratamientos e — ADVOCATE
avaco p(] N p accepted for review in EU

S n= 370

NDA for GPA and MPA
accepted in Japan (Feb)

MAAs for AAV
p> submitted in Canada
and Switzerland (Apr)

Orphan Drug status for GPA and NDA for AAV
[® MPA in Switzeriand (Nov) p- amended in USA

CMA application for GPA and '

>

» MPA accepted in EU (Jan) Approved for
» GPA and MPA
in Japan (Sep)
CMA application
; ; Approved for
Orphan Drug status for GPA > \(rjrjl;t:grawn il severe AAV
» and MPA in EU (Dec) » (GPA and MPA)

in USA (Oct)

PRIME designation for AAV Orphan Drug

Orphan Drug in EU (Jun) status for GPA Positive CHMP
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nuevos tratamientos ADVOCATE
avacopdn
objetivo 1° 26-week remission 52-%%%(i§gisggmed \n= 370

/
Avacopan, 30 mg twice daily

Placebo prednisone taper over 20 weeks
or relapsing GPA group
or MPA: (n=166) RTX for 4 weeks -OR-
T R /:acopansomg 6ib-+ | CYC for 13-14 weeks

add-on immuno-

with CYC or RTX suppressants
* PR3+ or MPO+
« eGFR =15ml/min/1.73 m?

Newly diagnosed Avacopan

Non-study GCs supplied for: i) ANCA-AV worsening; ii) non-ANCA-AV related reasons

I_Placebo Avacopan, twice daily

* BVAS: 21 major or 23 Prednisone Prednisone, 60 mg/day with standard tapering to zero over 20 weeks
nonmajor items or at group
least two renal items of —
hematuria and proteinu T=lety RTX for 4 weeks -OR -

Placebo + tapered
prednisone + add-on

CYC for 13-14 weeks

immuno-suppressants

Non-study GCs supplied for: i) ANCA-AV worsening; ii) non-ANCA-AV related reasons

"IV RTX at a dose of 375 mg/m? of body-surface area per week for 4 weeks. No RTX was given beyond the first 4 weeks.
+IV CYC at a dose of 15 mg/kg of body weight up to 1.2 g on day 1 and at weeks 2, 4, 7, 10, and 13. From week 15 onward, CYC was followed by oral AZA at a target dose of 2 mg/kg/day.
+Oral CYC at a dose of 2 mg/kg up to 200 mg per day for 14 weeks. From week 15 onward, CYC was followed by oral AZA at a target dose of 2 mg/kg/day.

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



No fue inferior a semana 26. Superior a
semana 52

nuevos tratamientos ADVOCATE
avacopan

Primary Endpoint: Disease Remission Week 26 and 52 n= 370
Estimate of —
Common Two-Sided Non-Inferiority P-vaﬁue* (oze
Difference in 95% ClI P-value* :
sided)

Percentages
Prednisone SOC . \ i 60 | 34 12.8
(N=1 64) 15 (70'1 /0) ersek Remissi:bn at week 26 i L J
f\,\‘l’ ffgg)a” 120 (72.3%) 34 (6.0,128)  <0.0001 0.2387 i  mcopan versus Prednisone
Prednisone SOC week | 26 125 23
(N=164) 90 (549%) 52 J Sustain;ed remission at week 52 l L ]
Avacopan

_ 109 (65.7%) 12.5 (2.6, 22.3) <0.0001 0.0066 |
M) - Noninterior = Superior =
= ** boundary for superiority <0% _:;0 l _210 | - 1IO | (I) I 1IO I 210 l SIO

Percentage Point Differences in Remission Rate

AAV, ANCA-associated vasculitis; ANCA, anti-neutrophil cytoplasmic antibody; BVAS, Birmingham Vasculitis Activity Score; GC, glucocorticoid.
1. Jayne D, etal. N Engl J Med 2021;384(7):599-609.

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



54% RELATIVE REDUCTION IN RELAPSE RISK OVER 52 WEEKS'
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nuevos tratamientos
avacopan

menos brotes

- Avacopan-based regimen
- GC-based regimen

+ Censored

Logrank p=0.0091

uso de avacopan se asocio a menor
Omero de brotes

ADVOCATE

n= 370

Absolute risk of relapse over 52 weeks of treatment:"

of avacopan-based
regimen patients

10.1%

21.0%

of GC-based regimen
patients
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Graph adapted from Jayne D, etal. N Engl J Med 2021

BVAS, Birmingham Vasculiitis Activity Score; GC, glucocorticoid; N/S, not significant.
1. Jayne D, et al. N Engl J Med 2021;384(7):599-609.
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Avacopan-
based GC-based

regimen regimen

(n=166) (n=164)
% who
achieved
BVAS=0 (n)
during 52 95.2% 95.7%
weeks (n=158) (n=157) N/S
% who
relapsed
BVAS >0 (n)
during 52 10.1% 21.0%
weeks (n=16) (n=33) p<0.01

Jayne DRW et al

.N Engl J Med. 2021 Feb 18;384(7):599-609



Se asocio a mejorias en la TFG

nuevos tratamientos ADVOCATE
avacopan

n= 370

i mejoria en eGFR
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Graphs adapted from Jayne D, etal. N Engl J Med 2021

eGFR, estimated glomerular filtration rate; UACR, urine albumin-to-creatinine ratio.
1. Jayne D, etal. N Engl J Med 2021;384(7):599-609. 2. Jayne D, etal. N Engl J Med 2021;384(7):599-609. [Suppl Appendix]. 3. Jayne D, et al. Nephrol Dial Transplant 2020;35(Suppl 3 [LBOO3]).

Mean eGFR improvement at Week 52 (p=0.029). Average eGFR in both groups at baseline: 45.1 mL/min/1.73 m?

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



Redujo la toxicidad por glucocorticoides

nuevos tratamientos
avagq

REDUCED GTI CUMULATIVE WORSENING SCORE (CWS)
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REDUCED GTI AGGREGATE IMPROVEMENT SCORE (AIS)

P=0.008

Week 13 Week 26 Week 13 Week 26
] m== GC-based regimen === Avacopan-based regimen] [ === (GC-based regimen === Avacopan-based regimenl
16.8 reduction in GTI CWS in avacopan-based regimen vs GC-based regimen 12.1 reduction in GTI AlS in avacopan-based regimen vs
at Week 26 (cumulative toxicity from baseline, 95% Cl, —25.6 to — 8.0)12 GC-based regimen at Week 26 (present toxicity vs baseline, 95% Cl, —21.1 to —3.2)%2
With GTI CWS, score increases when toxicities are reported With GTI AIS score, increases when toxicities are reported and decreases when
(e.g. worsening hypertension, infection)3 improvement occurs?

Graph adapted from Jayne D, et al. N Engl J Med 2021

Cl, confidence interval; GC, glucocorticoid; GTI, glucocorticoid toxicity index; LSM, least-squares mean; SEM, standard error of the mean

1. Jayne D, et al. N Engl J Med 2021;384(7):599-609. 2. Jayne D, et al. N Engl J Med 2021;384(7):599-609. [Suppl Appendix]. 3. Analysis of the Glucocorticoid
Toxicity Index (GTl 2.0). Massachusetts General Hospital. 2016, 2018.



Avacopa

Tabla 1:

n: Datos de seguridad

Reacciones adversas

Clasificaciéon por Muy frecuentes | Frecuentes Poco frecuentes
| organos y sistemas (= 1/10) (= 1/100 a < 1/10) (= 1/1.000 a < 1/100)
Infecciones ¢ Infeccion del Neumonia,
infestaciones tracto respiratonio | rinitis,
superior, infeccion del tracto

nasofanngitis

urnario,

sinusitis,

bronquitis,
gastroententis,
infeccion del tracto
respiratorio infenor,
celulitis,

herpes zoster,

gnpe,

candidiasis oral,

herpes oral,

otitis media

Trastomos de la sangre y
del sistema linfitico

Neutropema

Trastomos del sistema Dolor de cabeza
nervioso
Trastomos Nauseas, Dolor en la zona supenor
gastrointestinales diarrea, del abdomen

vomitos
Trastomos hepatobiliares | Prueba de funcion

hepitica

aumentada®
Trastomos de la piel y del Angioedema
tejido subcutanco
Exploraciones Recuento de Creatinfosfoquinasa en
complementarias leucocitos sangre elevada

disminuido **

amientos

pan

ADVOCATE

REACCIONES ADVERSAS MAS FRECUENTES:

* nduseas (23,5 %)
- cefalea (20,5 %)

* recuento de leucocitos disminuido (18,7%)
« infeccion del fracto respiratorio superior (14,5 %)

- diarrea (15,1 %)
« vomitos (15,1 %)

» nasofaringitis (15,1 %)

https://www.ema.europa.eu/en/documents/product-information/tavneos-epar-product-information_es.pdf



Conclusiones

 El tratamiento clasico con CYM se ha visto paulatinamente sustituido por el
Rituximab (RAVE)

* Rituximab es superior a Azatioprina en el mantenimiento de la remision
(MAINRITSAN)

. FI trata)miento con dosis medias de corticoides es posible en casos leves
LoVAS

* El inicio con 1mg/Kg de prednisona puede seguirse de un descenso rapido
de hasta un 50% en la primera semana (PEXIVAS)

* La plasmaféresis no parece aportar un beneficio clinico (PEXIVAS)
e La pauta preferida de Rituximab 500mg cada 6 meses (MAINRITSAN)
* Mepolizumab es una opcion para GEPA no grave (MIRRA)

 Avacopan afadido al tratamiento convencional permite mantener mejor la
remision a 52 semanas, reducir el numero de brotes, mejorar el FG y
reducir el uso de GC (ADVOCATE)



