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What is new in Large-vessel vasculitis
TCZ en ACG: ?

1. Qué pacientes se deben tratar?

2. Durante cuanto tiempo?

3. Es eficaz y seguro el tto con TCZ a largo plazo?

4. Puede TCZ prevenir las complicaciones vasculares graves?

5. TCZ puede reemplazar a los GC en el tratamiento de la ACG?
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 efecto = GC

4. Puede TCZ prevenir las complicaciones vasculares graves? ° bloquea via TH17 pero efecto limitado
vasculitis cronica mediada por TH1

« TCZ monoterapia tras ciclo ultracorto

5. TCZ puede reemplazar a los GC en el tratamiento de la ACG? GC eficaz y seguro ACG no craneal
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What is new in Large-vessel vasculitis
Otras dianas en ACG
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10:30-12:00 Epidemiology, risk and prediction of risk

CHAIRS : DIEGO BENAVENT, ANNELIES BOONEN Obj etivos .
.

« Confirmar y describir trayectoria longitudinal
funcion renal en cohorte VAA.

Methods: Outcome Assessment

* ESRD was defined as

* (1) requirement of renal replacement therapy (RRT) for
at least 60 days,

* (2) RRT until death if death occurred between 14-60
days, or

* (3) renal transplant

e Ascertainment from EHR and USRDS

Métodos:
+ cohorte VAA Mass General Brigham (2002-2022)

+ 2> 2 mediciones funcion renal

+ evaluacion hasta mensualmente -12 my +24 m
respecto fecha indice
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Resultados: 375 pc

6% 29% 58% 7%

Overall (N=375) Rapid decline (N=23) Impaired (N=109) Preserved (N=216) Recovery (N=27) p-value
Baseline characteristics
Age at diagnosis (mean, SD) 62 (17) 65 (17) 64 (16) 61 (17) 64 (18) 0.22
Female (N, %) 226 (60) 13 (57) 63 (58) 136 (63) 14 (52) 0.60 “
BVAS/GPA (median, IQR) 5 (4-6) 6 (4-7) 5 (4-6.5) 4 (3-6) 6 (4-9) <0.001 1
Charlson Comorbidity Index 3 (1-5) 5 (3-7) 4 (2-6) 2 (1-5) 3(2-5) <0.001 -
Diabetes mellitus (N, %) 50 (13) 3(13) 16 (15) 29 (14) 2(7) 0.80 § .
Hypertension 135 (36) 13 (57) 40 (37) 69 (32) 13 (48) 0.06 P
eGFR (+30d, median, IQR) 51 (21-88) 7 (6-10) 27 (18-39) 82 (56-97) 10 (8-16) <0.001 § w
Outcomes H o
Permanent ESRD* 49 (13) 22 (96) 11 (10) 15 (7) 1(4) <0.0001 g o
Due to active AAV 30 (61) 20 (91) 5 (45) 5(33) 0(0) 0.01 g A G
Time to ESRD (y) 0.1 (0.0-3.5) 0.01 (0-0.1) 3.5 (0-6.8) 2.5(0-5.6) 10 (10-10) <0.001 Lo B——
CKDzlllat1y 210 (56) 23 (100) 93 (85) 67 (31) 27 (100) <0.001 aseline R—— T —
CKD2lllat2y 144 (49) 13 (100) 62 (70) 58 (33) 11 (69) <0.001 e o e
CKDzlllat5y 88 (48) 10 (100) 37 (69) 36 (34) 5(38) <0.001

Conclusiones
+ Confirmamos 4 grupos distintos de trayectoria renal en VAA.
« Diferencias grupos:
» comorbilidad inicial
- tasas ESRD y CKD
- etiologia
* momento de ESRD
* necesidad estudios adicionales
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Female (N, %) 226 (60) 13 (57) 63 (58) 136 (63) 14 (52) 0.60 -
BVAS/GPA (median, IQR) 5 (4-6) 6 (4-7) 5 (4-6.5) 4 (3-6) 6 (4-9) <0.001 1
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Outcomes H o
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Due to active AAV 30 (61) 20 (91 5 (45 5(33) 0(0) 0.01 g N G
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Conclusiones

+ Confirmamos 4 grupos distintos de trayectoria renal en VAA.
« Diferencias grupos:

» comorbilidad inicial

- tasas ESRD y CKD

- etiologia

* momento de ESRD
* necesidad estudios adicionales
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EFFICACY AND SAFETY OF ABATACEPT IN MYOSITIS ASSOCIATED ger&ut&:.:‘%a‘g:°vila$:!aélpf;hﬁsg::;:ﬂ:A‘I;g]oé;:l:"ag, gucngg;i!(@.l S. Lee™, A. Fischer', J. Falk'2,
INTERSTITIAL LUNG DISEASE

Efficacy and Safety of Abatacept in Myositis Associated Interstitial Lung Disease

Galina Marder®, Swamy Venuturupalli, Paul Dellari onye Danoff®, Tracy Doyle?, Gary Hunningha
ilonda Johnson'® Dana Ascherman', Chester V Oddis'

Rohit Aggarwal', Siamak Moghadam-Kia', Diane Koontz', Didem Saygin', Sangmee Bae?, Daniel Sullivar
oyce S. Lee®, Aryeh Fischer?, Jeremy Falk'?, Chae Ryon Kang'!, Yan Lin'

University of

Pittsburgh

. Spaghettl plots (m

Bosanem pts s e lian 4 FYCAL) by e sman
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Least Square Mean controlling for age, gender & baseline FC

e

ver time; a.

Background Rasults |
AR R I e e Mo gt it 0. b
+ 20 Ab positive pls were randomized lo ABA (n=9) and placebo (n=11) [

* Interstitial Lung Disease (ILD) is the most common

. cause of mortality and morbidity in myositis + All but 1 pts completed 48 weeks of the trial
| = Thereis lack of randomized clinical trials for * 3:and 4 pls required rescue above baseling immunosuppression in PBO vs.
| myositis-assoclated ILD (MA-ILD) 0and 1in ABA group 0-24 weeks and 0-48 weeks, respectively,
[+ AT-cell mediated pathogenesis has been * There were 3 adverse evenls (1in RCT, 2in OLE) in 2 pls requiring
Ppostutated for MA-ILD hospitalization in the ABA group for progressive respiratory failure and 1 died
- Abatacept (ABA) is a T-cell co-stimulatory (et wante) ABA group has numerically and clinically better improvement in FVC than placebo at week 48,
that p T-cell + There were 36 and 23 adverse avents amongst 11 placebo and 9 treatment Median change at week 24: ABA (-40 mi) vs. PBO (30 ml), p 0.97; at week 48: ABA (140 m) vs. PBO (-4
e group pts, ABA was well tolerated Figure 2. a. DLEO (%) by over time: Least Square M g for age, gender & bassline FVC, DLCO{%]; b. Spaghatti plot {median)
_Objective Table 1. Baseline demographics and clinical variables by treatment groups . Loas s Mo Estmates s 03 1 b e oo e e SRR el B ]
i Ciinical variable Placebo (N=11) | Abatacept (N=9) it = 5 — Ty o
= Evalualion of the efficacy, salety and tolerability of ABA [ Age 57.7[47.8-64.5] | 49.7 [46.6-59.3] i
(125 mg SQ weekly) combined with standard of care | Female (36) 5 (56] i
(SOC) vs. placebo (PBO) with SOC in MA-ILD patients Non-Hispanic 1(100) 9(100)
in @ multi-center, double- blind, randomized placebo- | Caucaslan 0(91) 7(78) |
controlled proof of concept dlinical trial %'L:EM!MJ T |
Non-Jo1 4 ] {
Methods b el |
« 20 patients (pts) with anti-synthetase antibody (Anti-Syn Ab) Hor onsal e e e g0l ally more Improvement in DLCO (mi) at =
were enro"w across 5 cenlers for 24 weeks in a double blind Myoskis stalus Median chan : ABA (-4.5 ml) vs. PBO (-10.5); at WHKJ“ IU‘A (6. '}I vs. PBO(-2.7)
randomized placebo-controlled phase (DB-RCT) followed by ""‘O——"—mame 5 (45) 2(22) Figuro 3. UCSD Dyspnea (DQ_score) by traatment over time, a. Least Square Mean controlling for age, gender & bassline FVC; b. wphi
an open label (OLE) for 24 weeks. Active 4(37) 5(56) i Loast sauures o Butimates wid 39% ci |
of DQ_SCORE by Tieatment over Time
* Aclive myositis was not required bul pts must have had active %c%”m (251‘}_2)3-—7_81 ééﬁ);“] el
ILD (new onsel or worsening requiring treatment) and DLCO% 49 [41.64] 7 [38-52]
previously failed = 1 SOC drug for ILD. Prednisone 1 (100) 88
+ Pts were required to be on stable SOC [glucocorticoids (GC)/1 _!:z%m:ﬂe : %3) ﬁ%
Iimmunosuppressive (IS) agent (azathloprine or itAzattioniie ©
mycophenolate) prior o the trial as well as stable SOC IS Figure 4. Change in steroid dose (prednisone mg) by treatment over time
throughout the trial]. A recommended GC taper was instituted. 5 40
* Weekly 125 mg SQ ABA vs. PBO was given for 24 weeks, o Bon it _ ¢
: g group has numerically and clinically more decrease in UCSD Dyspnea (DQ_score) than placebe
followed by weekly 125 mg SQ ABA from 24-48 weeks. E L r - e Medlan I Ea el Sia K 26 ABA (1) var;n;;; AT [11]:3,#:;0(“ 2
& Primary endpoint was the change in Force Vital (FVC) (in ml) 2 Conclusions
line to week 24, e
from baseline to g E M * MA-ILD ABA-Irealed subjects showed similar FVC, DLCO and UCSD-dyspnea trends compared to placebo at week
r Secondary endpoints included FVC changes over 48 weeks, T e 4 24, but dlinically and numerically meaningful trends were observed in ABA-treated subjects at week 48
Waok
uf + These results suggest the need for a larger randomized study of ABA in MA-ILD with outcomes at 1 year

patient reported outcomes (PRO) of dyspnea (UCSD-
shortness of breath questionnaire; range 0-120, MCID of 8)
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EFFICACY AND SAFETY OF ABATACEPT IN MYOSITIS ASSOCIATED

INTERSTITIAL LUNG DISEASE

Objetivos:

evaluar eficacia, seguridad y tolerabilidad ABA/SOC vs
placebo/SOC en MA-ILD

Métodos:
* multicéntrica, doble ciego, aleatorizado, controlado con placebo
« 5 centros/24 s (RCT>OLE)
ILD activa + fallo= 1 SOC
* Endpoint 1°: cambio CVF inicio 2> s24
Resultados:
« 20 pc Ac anti-Syn
edad media 57 anos, 45% ¢ y 55% Jo-1

R. Aggarwal!, S. Moghadam-Kia', D. Koontz2, D. Saygin', S. Bae?, D. Sullivan?, G. Marder®, S.
Venuturupalli®, P. Dellaripa’, S. Danoff®, T. Doyle?, G. Hunninghake?, J. S. Lee'?, A. Fischer'?, J. Falk'2,

C. R. Kang'?, Y. Lin'4, C. Johnson'®, D. Ascherman’, C. V. Oddis’

Table 1. Baseline demographics and clinical
variables by treatment groups:

Clinical variable Placebo (N=11) Abatacept (N=9)
Age 57.7 [47.8-64.5] 49.7 [46.6-59.3]
Female 4 (36) 5 (56)
Non-Hispanic 11 (100) 9 (100)

Caucasian 10 (91) 7 (78)
Anti-synthetase antibody

Jo-1 7 4

| Non-Jo1 4 5
ILD status
New onset 3(27) 2 (22)

Chronic 8 (73) 7 (78)

Myositis status
Inactive 5 (45) 2 (22)

Active 4 (37) 5 (56)
Not present 2(18) 2 (22)
FVC%DLCO% 61 [53-78]49 [41-64] 66 [49-69]47 [38-52]
Prednisone 11 (100) 8 (88)
Mycophenolate 8 (73) 8 (88)

Azathioprine 0 (0) 1(11)

#EULAReview23

POS1240 (2023)

Sociedad Espanolace

Reumatologia




EFFICACY AND SAFETY OF ABATACEPT IN MYOSITIS ASSOCIATED Bzt tantr e taeris S o b S S M,y
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Figure 1: Change from baseline FVC in ml by treatment groups.

- 1000 Resultados:

« Eventos adversos:
500

E
9 . « 36 en 9 pc placebo
% 0” h— ¥ : o - 23en9pcABA
-500 - 3 graves en 2 pc ABA: 1 falleci6 24 s

Conclusion

- 1000

paselne 1 weeks Hueels - fiwecs - MA-ILD tto ABA tendencias similares FVC, DLCO vy disnea vs
248 43S placebo a 24 s pero tendencias clinica y numéricamente
significativas en ABA a 48s.
ABA Placebo ABA Placebo
(n=9) (n=11) (n=9) (n=11) * Necesidad estudio aleatorizado mas grande de ABA en MA-ILD.
zaergtl’_igé"edm 4.5 105 6,5 2,7 - ABA fue relativamente seguro y bien tolerado.
Mejoria disnea 1 3 13 5

mediana
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CLINICAL FEATURES AND TREATMENT-RELATED OUTCOMES OF IGG4-

RELATED DISEASE FROM A LARGE EUROPEAN STUDY COHORT o M, Lot 3. RasamahF, € e Toreh T Mo B reserp Sy

Objetivos:

- Caracterizar epidemiologia, clinica y respuesta tto de los pacientes con IgG4-RD en Europa.

Métodos:

* Registro paneuropeo (PrescrAIP) (42 hospitales), analisis retrospectivo adultos 1IgG4-RD 2005-2020.
+ Criterios diagndsticos integrales + especificos 6rganos

- Datos: registros médicos, formulario registro REDCap.

- indice respuesta IgG4-RD

- predictores recaida: analisis multivariable regresion logistica
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CLINICAL FEATURES AND TREATMENT-RELATED OUTCOMES OF IGG4-
RELATED DISEASE FROM A LARGE EUROPEAN STUDY COHORT Croush My Lo, . PosoniP, £ Dt Toreh o Mo P Preserip Sy

Resultados:

1079 sospecha IgG4-RD - 735 dco IgG4-RD (69% J'; mediana edad 57
afos; 85% caucasicos).

45% afectacion multiorganica (=2)(pancreas, gl salivales y via biliar)
Tto esteroides 634 pc (86,25%)

dosis diaria + 7 (PD>0,4 mg/kg) = eficaz dosis + | (<0,4 mg/kg) (OR 0,428;
IC95% 0,054-3,387) inducir respuesta.

induccioén + prolongada (>2 s) = eficaz terapia + corta (<2 s) (OR 0,908;
IC95 %: 0,818-1,009).

niveles 1 1gG4 asociacion independiente < probabilidad RC (OR 0,639; IC
95% 0,427-0,955)

30% recaidas:

+ 6m post-induccién independientes de: duracién tto induccién,
duracion | gradual GC, dosis total acumulada.

1 tamaino parénquima (OR 0,390, IC 95% 0,167-0,910) y terapia
mantenimiento IS asociacion independiente con < recaidas 6 m (OR 0,299,
IC 95% 0,120-0,740). No

No # GC y RTX mantenimiento respuesta

Table 1. Characteristics of IgG4-RD
patients at diagnosis. ULN, upper
limit of normal.

Patient characteristics Total (N=735)
Male sex 509 (69)
Age, median (IQR), y 57 (27)
Diabetes mellitus 213 (29) Tratamiento | NO tratamiento
Pancreatic exocrine insufficiency 190 (26) (625) (95)
Symptoms
Incidental finding 32 (4)
Obstructive jaundice 381 (52) 79% 61%
Abdominal pain 471 (64)
Weight | 270 (37) 18% 19%
Acute pancreatitis 76 (10) I
Other organ involvement 329 (45)
Orbit 12 (2) m 3% 10%
Bilateral salivary glands 54 (7) I
Thyroid 13 (2)
Pulmonary 38 (5)
(Peri)aorta 17 (2)
| Retroperitoneal fibrosis 24 (3)
Sclerosing cholangitis/ biliary tree 262 (36) I
Renal 49 (7)
1gG4 > 1x ULN 440 (60)
Conclusion

« 1° estudio paneuropeo epidemiologia y clinica IgG4-RD en Europa.
 niveles 1 IgG4: control + estricto durante induccion
- estrategia + eficaz inducir remision: PD 0,4 mg/kg/dia/ 2 s
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