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ANCA-assoziierte Vaskulitis
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Aorta

Capillary

Venule

MPA

Vasculitis with
no asthma or
granulomas

50%  40%

GPA

Granulomas and
no asthma

20% 75%

EGPA
Eosinophilia,

asthma, and
granulomas

40% 55%

B P-ANCA/MPO

B C-ANCA/PR3

https://link.springer.com/referenceworkentry/10.1007/978-3-319-27334-1_18-1

B ANCA Negative
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Granulomatosis with Polyangiitis

Systemic Symptoms 30-97%
Fever, weight loss, myalgia, arthralgia

GPA/MPA

CNS 6-13%
Pachymeningitis, pituitary gland involvement,
cranial nerve palsies CNS vasculitis

Eye 14-58%
Conjunctivitis, scleritis, keratitls, uvelitis, optic
neuropathy, oculomotor nerve palsy, retinal
vasculitis, orbital granuloma

ENT 75-98%

Rhinosinusitis with possible nasal septum
perforation and saddle-nose deformity; chronic otitis
medig; sensorineural hearing loss; “strawberry”
gingival hyperplasia; subglottic stenosis

Heart 2-13%
Pericarditis/pericardial effusion,
cardiomyopathy, coronary artery disease,
valvulardisease, arrhythmia

Lung 45-94%

Nodules with cavities, pulmonary infiltrates;
alveclarhemeorrhage, pleuritis with pleural
effusions

Gastrointestinal 1-11%
Abdominal pain, bleeding, diarrhea, organ
perforation, rarely pancreatitis

Kidney 18-60%
Rapidly progressive glomerulonephritis
(pauci-immune necrotizing GN)

|\
N
A\
PNS 15-41% ‘
Multiple mononeuropathy; symmetric v f
polyneuropathy )s
\
79
U S Universitdts
Spital Zirich Skin 13-50%

Palpable purpura, nodules, papules,
ulceration/necrosis, livedo reticularis

Microscopic Polyangiitis

Systemic Symptoms 73-92%
Fever, weight loss, myalgia, arthralgia

CNS 0-18%
CNS vasculitis, cranial nerve palsies, less commonly
ischemic events or intracranial hemorrhage

Eye 0-30%
Conjunctivitis, scleritis, keratitis, uveitis, optic
neuropathy, oculomotor nerve palsy, retinal
vasculitis, etc.

ENT 19-30%
Mild, non-granulomatous, non-erosive, and non-
specific sinus inflammation; sensorineural hearing loss

Heart 9-18%
Pericarditis/pericardial effusion,
cardiomyopathy, heart failure, valvular
disease, arrhythmia

Lung 22-55%
Diffuse alveolarhemorrhage, pulmonary
infiltrates, interstitial
pneumonitis/pulmonary fibrosis

Gastrointestinal 30-56%
Abdominal pain, bleeding, diarrhea, abnormal
livertests, hepatomegaly, pancreatitis, organ
perforation, cholecystitis, appendicitis

Kidney 73-100%
Rapidly progressive glomerulonephritis
(pauci-immune necrotizing GN)

?
‘/‘ PNS 14-58%
Multiple mononeurcpathy; symmetric
polyneuropathy
Q
)

Skin 30-56%
Palpable purpura, livedo reticularis, nodules,
urticarial lesions, ulceration/necrosis, bullze,
plagues

Rheumatology, 2023, 62, 1787—1803
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Generelle Prinzipien der Behandlung der AAV
Gemaéass EULAR Empfehlungen (Update 2022)

Interdisziplinare Behandlung in einem Zentrum, shared decision making, patient education
- Uberwachen von Nebenwirkungen der Behandlung, Beachten von Komorbiditaten

- Wenn madglich, Biopsie zur Diagnose

— Spezifische Tests (ELISA) fur PR3- und MPO-ANCA bei Patienten mit passenden Symptomen
- Medikamentose Therapie

— Induktions- und Erhaltungstherapie ahnlich onkologischen Therapien

— Es wird unterschieden zwischen nicht-schweren bzw. nicht Lebens- oder Organbedrohenden
Erkrankungen (z.B. lokalisierte Formen oberer Respirationstrakt) und schweren bzw. Lebens- und
organbedrohenden Erkrankungen, z.B. diffuse alveolare Hamorrhagie, Glomerulonephritis,
Mononeuritis multiplex).

USZ Snteal Zorich Ann Rheum Dis. 2024 Jan 2;83(1):30-47. doi: 10.1136/ard-2022-223764. M. Becker | Rheuma-Workshop | 11.01.2024



AAV — Therapie

Empfohlen Kombination Glukokortikoide (GC) Kombination GC und RTX
und Rituximab (RTX) oder
Cylophosphamid (CYC)
RTX bei Rezidiv

GC Beginn 50-75mg Pred./Tag, auf
omg nach 4-5 Monaten (NEU)

Kann erwogen werden Plasmaseparation (PLEX) bei Alternativen zu RTX: MTX und MMF
Kreatinin > 300umol/l infolge (...can be considered as
Glomerulonephritis; nicht alternatives...)

routinemassig bei alveolarer
Hamorrhagie

Avacopan zusammen mit RTX oder
CYC zur Reduktion der GC (NEU)

® z.B. alveolare Hamorrhagie, Glomerulonephritis, ZNS-Vaskulitis, Mononeuritis multiplex,

Usz g::::(;ﬁ:;; * HeereteiIigung, mesentel’iale |SChémie, akrale ISChé_mie M. Becker | Rheuma_Workshop | 11.01.2024 6



AAV - Erhaltungstherapie

Empfohlen RTX

Therapiedauer der Erhaltungstherapie: 24-48 Monate
nach Induktionstherapie bei Neuerkrankung

Sollte erwogen werden Langere Therapiedauer bei Rezidiven oder hdherem
Risiko fur Rezidive

Kann erwogen werden Alternativen zu RTX: Azathioprin, MTX

Target glucocorticoid dose

70-
60805
50-
40+
30-
20+
10-

-- key AAV induction trials-®
-- EULAR 2022 (based on PEXIVAS*?)

Corticosteroid dose

TANOITOONONOTNMIUNONONOT™NM
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Weeks post diagnosis (i © ot NEw s 2o R4
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PEXIVAS —Plasmapherese/Glukokortikoide

USZ

A Primary Outcome According to Plasma Exchange

Death or ESKD (% of patients)

No. at Risk
No plasma
exchange

100
754
504
No plasma exchange
254
Plasma exchange
0 T T T T T 1
o 1 2 3 4 5 e
Years
352 244 183 136 32 44 10
252 186 135 32 43 10

Plasma exchange 352

B Primary Outcome According to Glucocorticoid Regimen

Death or ESKD (% of patients)

No. at Risk
Reduced dose
Standard dose
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100+
754
50
Reduced dose
Standard dose
254
0 T T T T T 1
1] 1 2 3 4 5 [
Years
353 256 185 133 20 48 9
351 240 184 138 24 39 11

N Engl J Med 2021;384:599-609

These recommendations

apply only to people with Patients with ANCA
these characteristics: associated vasculitis

Risk group for
end stage kidney
disease (ESKD)

Baseline serum
creatinine level

Baseline risk
of developing
ESKD at 1 year

ANCA = Antineutrophil
cytoplasmic antibody

LOWTO MODERATE

LR MODERATE TO HIGH

=200
pmol/L pmol/L

>300-500
umol/L

> 500
umol/L

=2.5% >2.5-7.5%

>7.5-25.0% >25.0%

BMJ 2022;376:e064597

‘Target glucocorticoid dose

701
608
50-

40-
30+

Corticosteroid dose

10+

\
Mg Ty
20- 2 -0
ii}i\i{ii“_. 6-5-5-5-2

-- key AAV induction trials*®
-- EULAR 2022 (based on PEXIVAS'?)
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Weeks post diagnosis
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Glukokortikoide: besser weniger

QOutcome 1. Clinical remission

Reduced-dose GC Standard-dose GC Risk Ratio Risk Ratio
Studv or Subgroup Events Total Events  Total WeightM-H, Random,95%CI Year M-H, Random.95%CI
Matsumoto 2011 9 9 15 15 5.2% 1.00 [0.85, 1.18] 2011 -1
Pagnoux 2015 45 53 41 51 4.7% 1.06 [0.88, 1.26] 2015 -
‘Walsh 2020 321 353 328 351 78.9% 0.97 [0.93, 1.02] 2020 .
Sada 2020 50 59 101 120 8.2% 1.01 [0.88, 1.15] 2020 -
Furuta 2021 49 69 45 65 3.0% 1.03 [0.82, 1.28] 2021 I —
Total (95% CT) 543 602 100.0% 0.98 [0.95, 1.02] <
Total events 474 530
Heterogeneity: Tau” = 0.00; Chi*= 1.31, df = 4 (P = 0.86); I = 0% o o i s b
Test for overall effect: Z = 0.90 (P=0.37) : : : =

favours standard GC favours reduced GC

Outcome 2. Vasculities relapse

Reduced-dose GC Standard-dose GC Risk Difference Risk Difference
Study or Subgroup Events Total Events  Total WeightM-H. Random.95%CI Year M-H. Random,95%CI
Matsumoto 2011 0 9 2 15 2.5% -0.13 [-0.36, 0.09] 2011 I
Pagnoux 2015 20 45 12 41 3.1% 0.15 [-0.05, 0.35] 2015 1
Sada 2020 5 50 12 101 10.8% -0.02 [-0.12, 0.09] 2020 /1
‘Walsh 2020 32 353 23 351 51.5% 0.03 [-0.01, 0.06] 2020 =
Furuta 2021 3 69 0 65 32.2% 0.04 [-0.01, 0.10] 2021 ™=
Total (95% CI) 526 573 100.0.% 0.03 [-0.01, 0.06] »
Total events , 60 5 49 ,
Heterogeneity: Tau™ = 0.00; Chi” = 4.56, df = 4 (P = 0.34); I" = 12% El _05_5 0 D_:S '1

Test for overall effect: Z =1.44 (P= 0.15) favours standard dose GC favours standard dose GC

Outcome 3. Severe or mild infection

Reduced-dose GC Standard-dose GC Risk Ratio Risk Ratio
Study or Subgroup Events Total  Events Total Weight M-H, Random,95%CI1 Year M-H. Random.95%CI
Matsumoto 2011 2 9 10 15 8.2% 0.33[0.09, 1.19] 2011
Pagnoux 2015 10 53 17 51 18.0% 0.57[0.29, 1.12] 2015 B
Walsh 2020 119 353 131 351 32.0% 0.90 [0.74, 1.10] 2020 -
Sada 2020 13 59 39 120 21.7% 0.68 [0.39, 1.17] 2020 -
Furuta 2021 11 69 29 65  20.0% 0.36 [0.19, 0.65] 2021
Total (95%Cl) 543 602 100.0% 0.60[0.39, 0.91] -
Total events 155 226
Heterogeneity: Tau” = 0.13; Chi* = 11.43, df = 4 (P=0.02); I = 65% obs o £ o
Test for overall effect: Z=2.42 (P=0.02) : - =

favours reduced dose GC favours standard dose GC

https://doi.org/10.1080/03009742.2023.2211387
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eGFR Change from Baseline
mL/min/1.73 m2, LS Mean (SEM)

Avacopan: Einfluss auf die Nierenfunktion

_ Subanalyse ADVOCATE 3 bei Patienten mit
-o-Prednisone taper (n=82)
10 - -B-Avacopan (n=81) RTX

- iInsbesondere profitieren auch: Pat. mit initaler
eGFR <30ml/min

'2 Baseline eGFR (mean)
Prednisone taper: 46.8 mL/min/1.73 m2
4 Avacopan: 50.8 mL/min/1.73 m?
01234 7 10 13 16 20 26 32 39 45 52
Time (weeks)
Prednisone N = 81827880 81 81 81 79 81 81 80 79 80 79
Avacopan N= 80797980 80 78 7978 79 76 78 78 77 7%

Geetha D, et al. Ann Rheum Dis 2023;0:1-10. doi:10.1136/ard-2023-224816

USZ i M. Becker | Rheuma-Workshop | 11.01.2024 10



Organs

Autoabs

HLA

Potential tailored treatments

UsS

Joints
Lungs

Cyclic citrullinated
peptide (CCP)
Rheumatoid factor
(RF)

HLA-DRB4
HLA-DRB1

B cell

Fibroblast

Tocilizumab
or sarilumab

Myeloid cell

Universitdts
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Joints
Skin
Lungs

HLA-B27

Tyl

e

IL-12 IL-23

Ustekinumab

T,17

IL-17A

Secukinumab

TNF-a TNFi

SLE

Joints
Skin
Kidneys

dsDNA
Smith (Sm)
Cardiolipin

HLA-DRB2
HLA-DRB3

Belimumab

BLyS

A N _~ g

* Neutrophil

[ e

Lungs
Kidneys

anti-neutrophil

cytoplasmic
(proteinase 3 and
myeloperoxidase)

HLA-DRB1

Rituximab

K\ S cD8
U TE‘

SSc

Lungs
Kidneys
Skin

Diffuse SSc:
Topoisomerase 1
RNA polymerase |
and Il

Limited SSc:
Centromere B

HLA-DR52a

Fibrosis

VEGFR, FGFR,
PDGFR

Nintedanib

lnﬂammtory cells

Tocilizumab

-y

pSS
Joints
Skin
Eyes
Salivary glands

Ro/SSA
La/SSB

HLA-DR3

Type | IFN
Type Il IFN

REVIEW ARTICLE

https://dol.org/10.1038/541591-022-01880-6

nature.,
medicine

M) Chack tor updates

The promise of precision medicine in rheumatology

M. Becker | Rheuma-Workshop | 11.01.2024
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Rituximab: auch in der Erhaltungstherapie

1.00 1
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E
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Rituximab

Azathioprine

— Azathioprine ---- Rituximab

H_Li R A

i

—

B

0 4 8 12 16 20 24 28 32 36 40 44
Time from Randomisation (Months)

85/0 80/2 re/6 73/8 6911 67/12 64/15 5919 351/27 41/31 33/38 16/38

85/0 75/8 6913 64/18 57/24 49/32 39/40 29/49 25/52 22/54 16/57 8/60

RITAZAREM: RTX (1000mg alle 4
Monate bis Monat 20)

Versus

Azathioprin (2mg/kg KG bis Monat
24, dann Reduktion 50%, Stopp
Monat 27)

- RTX besser als AZA

- auch unter RTX kein 100%
Rezidivfreiheit

-Pradiktoren fur IgG-Mangel:

Baseline IgG, hohere GC-Dosis
initial
http:// dx.doi. org/ 10. 1136/ ard- 2022-223559
M. Becker | Rheuma-Workshop | 11.01.2024 12



B-Zellrepopulation nach Rituximab

A
1.00
3
e 0.754
)
°
Q
£
2
©
-
& 0.25+
=3
@)
0.00 -
0 24 48 72 96
months from rituximab
— CD19return ---- death
At Risk 71 46 18 9 3
Events 0O 16 37 44 46

u Sz Universitdts
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Verzigerte CD19 Repopulation ist assoziiert mit
- weniger Rezidiven

- mehr Infektionen

- mannlichem Geschlecht

- schlechterer eGFR

https://doi.org/10.1093/ndt/gfad197

M. Becker | Rheuma-Workshop | 11.01.2024 13



B-Zellrepopulation nach Rituximab: besser als ANCA fur Rezidiv

Relapse (%)

Number at risk

ANCA arm 57
B cellarm b8

U Sz Universitdts
Spital Zirich

Time to clinical relapse

Log-rank p = 0.045

I LI I | I LI I I LI . )
1 2 3

Years since study entry

55 46 37
24 49 38

4

30
28

5

17
12

—  ANCA arm
— B cell arm

Nach Vortherapie mit RTX:

- B-Zellen oder ANCA-Messung alle 3
Monate

- wenn B-Zellen >/=10/ml -> Re-Infusion
1000mg RTX

- ANCA: Behandlung wenn «significant
rise» — MPO 5x (4x cut-off), PR3 4x (2x
cut-off)

- CAVE: evtl. Messmethoden nicht sensitiv
genug - doi: 10.3389/fimmu.2020.566732

Zonozi R, et al. Ann Rheum Dis 2023;0:1-9. doi:10.1136/ard-2023-224489

M. Becker | Rheuma-Workshop | 11.01.2024 14



PR3+ Plasmablasten bel Rekonstitution - Rezidiv

PR3* PB

USZ
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B

Cumulative Relapse Rate

C

Log-rank test p value=0.0065

== High PR2 PBs {=1.6%)

== Low PR3 PBs (=1.6%)

100- 100-
Log-rank test p value=0.0255 %
i 4
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o
o
S
]
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2
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>

40+ 0 404
©
k.
T

20+ S 20
E
S
(]

D T T T T T T T G

0 180 360 540 720 900 1080 1260 0

Time (Days) from B cell reconstitution

10.1002/art.42388

180

360 540 720 900 1080 1260
Time (Days) from B cell reconstitution

M. Becker | Rheuma-Workshop | 11.01.2024
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Therapien gegen B-Zellen

Rituximab - CDP7657
Belimumab Obinutuzumab : , W
I Ocrelizumab Lol ey,
I Ofatumumab '
y Ublituximab
£ ;\u a SM03 CD40L Daratumumab
& Epratuzumab &t
. il
'g " 4\ \ Inebilizumab a g
BAFF ° ) & . Obexelimab . BI655064 A

4 o hJ ,.L . . \
4 . | —— Y -
V ¥ \ , ™ 9 A g,
4y ¢ -

# Signaling cascade

o

Universitit
USZ i M. Becker | Rheuma-Workshop | 11.01.2024



CAR-T CD19 im MPO-Mausmodell (Glomerulonephritis)

dO0: irradiation
d1: BM & CAR T cells

T T T

— — —
weekl-B.-5|-4|-3|-2|-1|1|2|3|4|5|6|7|8|’
. r tr . r & & . & 1°r&_&t°&°&.1

immunization immunization blood, blood, blood,
CFA IFA blood urine urine urine
\ y J \ . J

Erzeugung der Erkrankung Analysezeitpunkte

A M healthy ® w/o CAR T cells ® SP6 CARTcells @ CD19 CART cells
2 weeks
7 T e s : ‘ A B Crescents Necrosis
: L o % 20-
o 9: 25 *% o ** é 20 *% *%
= L] e —
S g 20 S 2 151 " .
o € ° 2
= S 154 e o € °
2 g =) . 2 104 L
()] °
£ 101., o
L] -~
folahs L (L §les. O
0]
8 ) _.._ P 2, ° ° ° = w2
2 weeks 5 weeks 8 weeks 2 weeks 5 weeks 8 weeks

SP6 CAR

CD19 CAR

M. Becker | Rheuma-Workshop | 11.01.2024 17



Daratumumab bei AAV

Patient 1 Patient 2
MoOHH Wil

8 T RIX ol cvc [Rnx] Pex |
= = B CVVHC
E 1 E ¥ HD
£ 4- 2
:
i . IO 5

0 T T L

-400

RMD Open 2023;9:e002742. doi: 10.1136/rmdopen-2022-002742

Case reports:
- Berlin: 2 Falle
- Homburg: 1 Fall

JAMA Internal Medicine June 2023 Volume 183, Number 6

- teils dramatische Besserung
(Weaning, ECMO, Dialyse)

M. Becker | Rheuma-Workshop | 11.01.2024
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Daratumumab bei AAV — Erfahrungen am USZ

eGFR(Krea) CKD-EPI 2009

28-jahriger Patient

Initial Arthritis, Myalgien und
Niereninsuffizienz

Verschlechterung trotz
RTX/Obinutuzumab und CYC im
Verlauf -> Therapie mit
Daratumumab

MPO-ANCA (<5 U/ml)

_27
£ 25
E 22
220
o
N 18-
o
W16
o)
=Rl
W 11
3 11
X o
¥
G 6
-
Jun Jul Aug Sep Okt Nov Dez 2023 Jan
170
153-
£ 120
2. 104-
S 87
c _
o 70
S 54
a7-
21
¢ 2023

Usz Universitdts

Spital Zirich
Cyclophosphamid, vorher
RTX/Obinutuzumab

2024
11.01.2024

[T

19



Daratumumab bei AAV — Erfahrungen am USZ

eGFR(Krea) CKD-EPI 2009

- 28-jahriger Patient
E® . . :
E2 Initial Arthritis, Myalgien und
g 2 . Niereninsuffizienz
— 18-
o
g’ Verschlechterung trotz
S RTX/Obinutuzumab und CYC im
E Verlauf -> Therapie mit
- Daratumumab
i Jul Aug Sep Okt Nov Dez 2023 Jan
: MPO-ANCA (<5 U/ml
Patient 1 170 ( )
153- ==
m_uu bW 1

§120
E Siad 3.104-
3 % 87
(3} . < 70
% 100 g o
o =
s 50 o

o ....:....;....;....:....;....;....'.....;....;..........'.....l.....'.....'.....l 4 20.23 20.24
0 50 100 150 200 250 11.01.2024

days Cyclophosphamid, vorher
RTX/Obinutuzumab
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MPO: 4 Typen — unterschiedliches Outcome

Tier.1
Tier.2
Tier.4

Male 0.29 0.1

«
o
[
@ oo
Female ‘ ‘ 0.3 .
0.1 . 0.17
0 0

0.08

Fever 0.03
Weight loss 0.06

Rash 003 o

o
o

Arthritis 009 02 009 0

Myalgia o0 0.05 013 0

Cardiovascular Symptoms 041 0 0 047
Digestive Symptoms 0.03 0 0 0
Nervous Symptoms 003 0 043 0

ENT Involvement 006 0 013 0
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UsS

Tier.1
Tier.2

B

Renal impairment at the onset . 0.2
Repaid progression 0.29 0.1

Dialysis at Diagnosis 0.03 0

Focal 0.09 0.15

Mixed 0.2

Crescent 049 0.05

Sclerotic 0.23 0.15

Bronchiectasis 0.11 0.05

Tier.3

UIP or NSIP 84 0.1 . .

Alveolar haemorrhage o 0

No pulmonary complications 0.31 . 0 0.08

™

D4

p.1

>

Probability of
Kidney Survival

100

0

T S ) Tier 2
u‘L“H_Lu_-_‘_.L‘__.H_J_.Tiers
-E Tier 1
é Tier 4
: LI LI L L L L N R R B B .
0 12 24 36 48 60 120

Time since diagnosis (months)
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Tier 1
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35
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[on o JEEQEEY
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—e—

0 01 1 10 100
HR (95% CI)

Wang et al. Arthritis Research & Therapy (2023) 25:239

M. Becker | Rheuma-Workshop | 11.01.2024
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Diagnostik: T-Zellen im Urin sagen Rezidiv vorher

d
Urinary Treg & TH17 combined Development of Renal Relapse
1.00 - :

_— _g $
+ . = o
££ 100 T 0.75
3= @ I TH17 < 10 OR
Q .
%E %ﬂﬁﬂ' ! -+ Treg> 0
32 104 - o TH17 = 10 &
~ 5 © =+ Treg=0
TS g 0.25- -
E x p = 0.0097

11 ° 0.00 A

Treg=10 Treg=0 0 1 2 3 4 2 6
Time After Measurement [Months]

Kidney Int Rep (2023) 8, 871-883; https://doi.org/10.1016/j.ekir.2023.01.013
USZ i M. Becker | Rheuma-Workshop | 11.01.2024
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AAV — Therapie (EGPA)

EULAR Empfehlungen — | Neue Organ- oder Neue nicht-Organ- oder | Refraktare nicht-Organ-
Update 2022 lebensbedrohende —lebensbedrohende oder —lebensbedrohende
Erkrankung Erkrankung Erkrankung
Empfohlen Hochdosis-GC in GC Mepolizumab
Kombination mit CYC
Kann erwogen werden Alternativ: Hochdosis-GC
mit RTX
EULAR Empfehlungen — Update Nach Induktionstherapie flr Nach Induktionstherapie ftr
2022 Organ- oder lebensbedrohende nicht-Organ- oder
Erkrankung lebensbedrohende Erkrankung
Sollte erwogen werden MTX, Azathioprin, Mepolizumab,
RTX
Empfohlen Mepolizumab

USZ i M. Becker | Rheuma-Workshop | 11.01.2024 24



Mepolizumab bel EGPA: MIRRA Studie

A Remission

100- End of
intervention
90 period

80— Odds ratio with mepolizumab,
5.91 (95% ClI, 2.68-13.03)
70— P<0.001

60—

50—

Mepolizumab

40-

304

Participants with Remission (%)

T T T T T T T T | T 1
Base- 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60
line
: Week

; e N Engl ] Med 2017;376:1921-32.
Universitdts g ’
US Spital Zirich DOI: 10.1056/NEJMoal702079 M. Becker | Rheuma-Workshop | 11.01.2024 25



Rituximab auch bel EGPA

BVAS score
= = = = = B
o N B O O

Q kB Oy 00

L3

12

0 3 6
Months

w

Figure 1 Median (IQR) of the Birmingham Vasculitis Activity Score
(BVAS) at baseline, and at 3, 6, 9 and 12 months after initial rituximab
treatment. Baseline: 11.0 (6.0-17.5) vs 6 months: 2.0 (0.0-6.2),
p<0.001 and 12 months: 1.0 (0.0-2.0), p<0.001.

Mohammad AJ, et al. Ann Rheum Dis 2016;75:396—401.
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70 1 =& :Remission
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3 6 9 12
Months

Figure 2 Percentage of patients who were in remission, partial

response (PR) and no response (NR) at 3, 6, 9 and 12 months after first

rituximab treatment.
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Benralizumab vs. Mepolizumab
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