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JAK-gatlas

receptorhoz kapcsolddod 4 fajta tirozin-kindz fehérje:
JAKT, JAK2, JAK3, TYK2
STAT proteineket foszforildinak: STAT1-6 (7)

» Gatlds lehet szelektiv — nem szelektiv
» JAK3-gatlds — B-sejtes lymphoma

» TYK2 — gdatlas — anaplasztikus nagysejtes lymphoma
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1. Regebbi gyogyszerek Uj

indikacioban - fokuszban a JAK-gatlas

| Tofacitinib | Baricitinib | Peficitinib | upadacitiniv | Filgotinib | Deucravacitinib | Brepocitinib | rtacitinib | ritlecitinib
RA App App App App App na na na P2 (Feb '222)
Polyarticular 1A App P32 (Jan '223) na na na na na na na
PsA App na na App Terminated P32 {Oct '262) P2 (Jan '212) na na
AS P32 (Aug '203) na na App Terminated na na na na
Systemic JIA P32 (Nov '242) P32 (Aug "23%) na na na na na na
Axial Spa P2 {Dec '232) na na P32 {Jul '25%) na na na na na
PMR. ” P2 [(May '22%) ” P2 (Apr "24%) H na ” na ” na ” na ” na ” na ” na
SLE P1 (Mar '243) Terminated na P2 {Jul "22=) na P2 {Oct '247) P2 (Sep "23%) na na
CLE P1/2 (Mar "24%) na na na P2 (Dec "19%) na na na na
Lupus nephritis na na na na P2 (Feb '202) na na na na
5iS P1/2 (Sep "24%) P2 (May '243) na na P2 (Oct "19%) na na na na
55¢ P1/2 (Mowv "19%) P4 (Apr "23%) na na na na na P2 (Sep "25%) na
M P2 (Jun '2328) P2 (Oct '23%) na na na na P23 (Dec "242) na na
TA P4 (Dec '25%) na na P3 (Aug '27%) na na na na na
GCA na PZ (Apr "21%) na P32 (Nov '248) na na na na na
Sarcoidosis P1 (Jun '21%) na na na na na na na na JAK inhibitors in
rheumatology
IFNopathy ” na ” P2/3 (Oct '23%) H na ” na ” na ” na ” na ” na ” na Kunihiro YamaokaORCID

Icon & Kenji Oku

Note: RA: rheumateid arthritis; JIA: juvenile idiopathic arthritis; PsA: psoriatic arthritis; AS: ankylosing spondylitis; SpA: spondyloarthritis; PMR: polymyalgia 2;*8‘?5/2/25553’%/]‘7%;820’2

rheumatica; SLE: systemic lupus erythematosus; CLE: cutaneous lupus erythematosus; 5j5: Sjogren’s syndrome; SSc: systemic sclerosis; [IM: idiopathic
inflammatory myositis; TA: Takayasu arteritis; GCA: giant cell arteritis; IFN: interferon.




1. Regebbi gyogyszerek Uj

indikacioban

UPADACITINIB

Szelektiv JAKT gatlo
Mdsodvonalban adhatd RA-ban, SPA-ban és PsA-ban is
MTX és TNFalfa-gatlora nem reagdld betegek esetén is hatékony

SELECT-BEYOND vizsgdlat: 12 hét utan 50-60 %-a a betegeknek eléerte az ACR20
valaszt (kordbban kaptak b- €s csDMARD-of is)

» Napi 1x15 mg

vV v v Vv
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Safety and efficacy of
upadacitinib in patients with
active rheumatoid arthritis
refractory fo biologic
disease-modifying anti-
rheumatic drugs (SELECT-
BEYOND): a double-blind,
randomised controlled
phase 3 frial

Mark C Genovese 1, Roy
Fleischmann 2, Bernard
Combe 3, Stephen Hall 4,
Andrea Rubbert-Roth 5, Ying
Zhang 6, Yijie Zhou 6,
Mohamed-Eslam F
Mohamed 6, Sebastian
Meerwein 7, Aileen L Pangan
6

Affiliations Expand

PMID: 29908670 DOI:
10.1016/S0140-6736(18)31116-
4
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in patients with active rheumatoid
arthritis refractory to biologic
disease-modifying anfi-rheumatic
drugs (SELECT-BEYOND): a double-
blind, randomised controlled phase
3 trial
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Fleischmann 2, Bernard Combe 3,
Stephen Hall 4, Andrea Rubbert-Roth
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Affiliations Expand

PMID: 29908670 DOI: 10.1016/S0140-
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1. Regebbi gyogyszerek Uj

indikacioban

UPADACITINIB

» Indikacios kére: nem-radiologiai axidlis SPA-ban is!!, atépids dermatitis,
Crohn-d, colifis ulcerosa

» BoOrgyogydszati és gasziroenteroldgiai indikacioban is magasabb dozis (30-
45 mg)

» Vizsgdlatok még: SLE, Takayasu-arteritis, oridsssejtes arteritis

» SELECT-AXIS 1-2 vizsgdlat: 14. hétre az SPA-s betegek 44%-a elérte az
ASAS40 elsddleges vegpontjat
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Upadacitinib for the
freatment of active non-
radiographic axial
spondyloarthritis (SELECT-
AXIS 2): a randomised,
double-blind, placebo-
confrolled, phase 3 frial
Atul Deodhar 1, Filip Van
den Bosch 2, Denis
Poddubnyy 3, Walter P
Maksymowych 4, Désirée
van der Heijde 5, Tae-
Hwan Kim 6, Mitsumasa
Kishimoto 7, Ricardo
Blanco 8, Yuanyuan Duan
9. Yihan Li 9, Aileen L
Pangan 9, Peter Wung 9,
In-Ho Song 9

Affiliations Expand

PMID: 35908570 DOI:
10.1016/S0140-
6736(22)01212-0
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1. Regebbi gyogyszerek yj

indikacioban

TOFACITINIB

» Legrégibb JAK-gatlo, JAK3>JAKT>JAK2

» Torzskonyvezett: RA, PsA, colitis ulcerosa, JIA, JPSA, SPA

» Vizsgdlatok voltak: SLE, Sjdgren, sarcoidosis, PMR, Ssc, [IM, nagyér
vasculitisek...



1. Regebbi gyogyszerek yj

indikacioban

» BARICITINIB
» SLE-BRAVE I-Il.

» Non-nephritis SLE-ben nem folytatjdk a vizsgdlatokat

» lupus nephritisben ph lll.
» GUSACITINIB

» Gusacitinib dual pan-JAKi and spleen tyrosine kinase (SYK) inhibitor, igéretes
eredmeények kronikus kéz eczemalban, SLE-ben phase |

» DEUCRAVACITINIB
» szelektiv TYK2 gatld, plaque psoriasis, SLE-ben ph I



2. Régi tdmaddspontok Uj szerekkel

MICROBIOME ENVIRONMENT

(INFECTION, SMOKING, OBESITY, ALCOHOL, STRESS, TRAUMA/INJURY, HYPOXIA, UV EXPOSURE)

(GENEI'ICS/EPIGENETICS )
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2. Régi tdmaddaspontok Uj szerekkel
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https://doi.org/10.1016/j.clim.2018.09.002

Pathophysiology and inhibition of IL-23 signaling in psoriatic arthritis: A
molecular insight Author links open overlay panel Cuong Thach Nguyen
a

, Yehudi Bloch b ¢ Katarzyna Sktadanowska b ¢, Savvas N. Savvides b ¢,
lannis E. Adamopoulos ad a

Received 1 August 2018, Accepted 5 September 2018, Available online 6
September 2018, Version of Record é September 2019.
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2. Régi tdmaddaspontok Uj szerekkel

Drug name Sponsor Target Type Dose Side effects Clinical
(Reference) (mg) development
status
Ustekinumab  Janssen IL- Fully human 45 High risks  FDA approval
[84] Biotech 23p40 IgGlix infection (2009)
monoclonal 90 and cancer
antibody
Briakinumab  Abbott IL- Fully human 100,200 Serious FDA withdraw
[75] Laboratories 23p40 IgG1 infection (2017)
monoclonal and cancer
antibody
Tildrakizumab Sun Pharma IL- Humanized, 100,200 Non FDA approval
[87] and Merck &  23p19 IgGlx mono reported (2017)
Co. Inc antibody
Cuselkumab Janssen IL- Fully human 100 Non FDA approval
[91] 23p19 IgGla reported (2017)
monoclonal
antibody
Risankizumab  AbbVie Inc IL- Fully human 90 Non Phase Il
[92] 23p19 IgG1 reported Clinical trial
monoclonal 180

antibody




2. Régi tdmaddaspontok Uj szerekkel

GUSELKUMAB

» Monoklondlis antitest az IL-23 ellen

» Arthritis psoriatica, psoriasis (2024. szeptemberétdl FDA — colitis ulcerosa)

» 100 mg sc. Injekcid, PsA-ban 0. és 4. héten, majd 8 hetente



Guselkumab in patients with
active psoriatic arthritis
who were biologic-naive or
had previously received TNFa
inhibitor

Atul Deodhar 2, Philip S

Helliwell 2, Wolf-Henning Boehncke
*PMID: 32178765

*DOI: 10.1016/S0140-6736(20)30265-
8

All patients
Age, years
<60
260
Sex
Male
Female
BMI, kg/m?*
<30
=30
sSJC
<10
10-15
>15
TJC
<10
10-15
>15
PsA duration, years
=2
2-<6
=6
BSA, %
<3
3—<10
10-<20
220
CRP, mg/dL
s0.3
>0.3-1.0
>1.0
Patient pain VAS, cm
<75
275 .
Prior TNFi
One
Two
Reason for prior
TNFi discontinuation
Safety
Efficacy
csDMARDs
MTX ongoing at baseline
Any other non-biological
ongoing at baseline

ACR 20 response

Guselkumab
vs placebo
OR (95% C1)

>
et
e e
——.—
——
e o]
pre et
r——
—a——)
e
———
—
—t—
. EE—
—
e
——t
preil—)
. ]
p—0—
——y
e
——
—_————t

Placebo
n/N (%)
27/96 (28)

22/73 (30)
5/23 (22)

13152 {25)
14/44 (32)

17152 (33)
10743 (23)

19164 (30)
5/22 (23)
3/40 (30)

5/20 (25)
8127 (30)
14149 (29)

— 17 (14)
14/42 (33)
12147 (26)

7733 (21)
B/26 {31)
5114 (36)
7/23 (30)

15/44 (34)
5/28 (18)
7124 (29)

21173(29)
6/23 (26)

25/85 (29)
2111 (18)
3117 (18}

24779 (30)

1550 (30)
9/36 (25)

AL

1 10

100

Placebo Guselkumab
better better

>

| weor2e IS

Guselkumab
100 mg every
8 weeks
n/N (%)
95/189 (50)

72/144 (50)
23745 (51)

46/86 {53)
49/103 (48)

847115 (56)
31774 (42)

57/115 (50)
21742 {50)
17/32 (53)

9/27 (33)
31/49 (63)
55/113 (49)

1121 (52)
33/69 (48)
51/99 (52)

14/42 (33)
23/55 (42)
19/32 (59)
39/60 (65)

37/75 (49)
31/62 (50)
27152 (52)

63/128 (49)
32/61 (52)

85/167 (51)
10/22 (45)
15/30 (50)

80/159 (50)

56/105 (53)
33/69 (48)

Week 48

Guselkumab
100 mg every
8 wecks
niN (%)
1097189 (58)

837144 (58)
28/45 (58)

51/86 (59)
56/103 (56)

65/115 (57)
44774 {59)

617115 (83)
27142 (64)
21/32 (68)

13727 (48)
29749 (59)
871113 (59)

13121 (62)
42/69 (61)
54/98 (55)

16742 (38)
27(55 (49)
26732 (81)
40060 (67)

45/75 (60)
35/62 (586)
29/52 (56)

70/128 (85}
39/61 (64)

97/167 (58)
12/22 (55)
16730 {53)

93/159 (58)

66/105 (63)
37/69 (54)

ACR 50 response

Guselkumab
vs placebo Placebo
OR (95% CI) n/N (%)
All patients —— 8796 (8)
Age, years
<60 ————— 673 (8)
260 L 2 223 {9)
Sex
Male L 2 252 (4)
Female - e 6/44 (14)
BMI, kg/m?
<30 —.—————— 5i52 (10)
=30 - 3/43(7)
sJC
<10 < 7164 (11)
10-15 o > 1722 {5)
>15 0/10 (0)
TJC
<10 - > 1/20 (5)
10-15 ° > 1/27 (4)
=15 ——— 6/49 (12)
PsA duration, years
<2 0r7 (0)
2—<6 S 2 342 (7)
=6 (N T — 5/47 (11)
BSA, %
<3 - > 1/33(3)
3—<10 - 3126 (12)
10-<20 - 2114 (14)
=20 o 2i23 (9)
CRP, mgl/dL
s0.3 - 4/44 (9)
>0.3-1.0 - - 2128 (7)
>1.0 - 2124 (8)
Patient pain VAS, cm
<7.5 —— 573 (7)
275 ° 3123 (13)
Prior TNFi
One —e— 7/85 (8)
Two e » 1/11(9)
Reason for prior
TNFi discontinuation
Safety 017 (0)*
Efficacy ———— 8/79 (10)
csDMARDs
MTX ongoing at baseiline - 3/50 (6)
Any other non-biclogical L ] 5/36 (14}
ongoing at baseline .
0 1 10 1 90

4

Placebo Guselkumab
better better

[ weexze

Guselkumab |

100 mg every
8 weeks
niN (%)
43/189 (23)

361144 (25)
7145 {186)

26786 (30)
174103 (17)

31/115 (27)
12/74 (18)

24/115 (21)
11/42 (26)
8/32 (25)

4127 (15)
12149 (25)
27/113 (24)

6i21 (29)
15/69 (22)
22199 (22)

6/42 (14)
8/55 (15)
8/32 (25)

2180 (35)

19775 (25)
13/62 (21)
11/52 (21)

30/128 (23)
13/61 (21)

38/167 (23)
5/22 (23)
B30 (27)

35/189 (22)

20/105 (19)
18/68 (26)

Week 48

Guselkumab
100 mg every
8 wacks
n/N (%)
741188 (39)

59/144 (41)
15/45 (33)

35/86 (41)
39/103 (38)

53/115 (48)
21/74 (28)

421115 (37)
18/42 (43)
14/32 (44)

9/27 (33)
20/49 (41)
45/113 (40)

7121 (33)
28/69 (41)
39/99 (39)

8/42 (19)

19/55 (35)
1B/32 (56)
29/60 (48)

31/75(41)
22i62 (36)
21/52 (40)

50/128 (38)
24161 (39)

641167 (38)
10122 (45)
9/30 (30)

85/159 (41)

42/105 (40)
27/69 (39)


https://pubmed.ncbi.nlm.nih.gov/?term=Deodhar+A&cauthor_id=32178765
https://pubmed.ncbi.nlm.nih.gov/32178765/#full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?term=Helliwell+PS&cauthor_id=32178765
https://pubmed.ncbi.nlm.nih.gov/32178765/#full-view-affiliation-2
https://doi.org/10.1016/s0140-6736(20)30265-8

All patients
Age, years
<60
260
Sex
Male
Female
BMI, kg/m?
<30
=30
sJc
<10
10-15
=15
TJC
<10
10-15
>15
PsA duration, years
<2
2-<6
=6
BSA, %
<3
3—<10
10-<20
220
CRP, mg/dL
=03
>0.3-1.0
>1.0
Patient pain VAS, cm
<7.5
275 .
Prior TNFi
One
Two
Reason for prior
TNFi discontinuation
Safety
Efficacy
csDMARDs
MTX ongoing at baseline
Any other non-biological
ongoing at baseline

Enthesitis resolution

Guselkumab
vs placebo
OR (95% C1)

Py

e =1
b —

Aa ]

Placebo Guselkumab

better better

Guselkumab

100 mg every
Placebo 8 weeks
nIN (%) n/N (%)

15/64 (23) 59/126 (47)

10/50 (20) 44/93 (47)

5/14 (368} 15/33(45)
631 (19)  31/51 (61)
9733 (27) 28/75(37)
6131 (19) 40177 (52)
9/33 (27) 19/49(39)
9/39 (23) 32/69 (46)
4118 (22) 17/28 (61)
2/7 (29) 10/29 (34)
2/9 (22) 6/10 (60)
2/16 (13) 15/25(60)
11/39(28) 38/91 (42)
0/6 (0)" 8114 (57)
9/27 (33) 17/50(34)
6731 (19)  34/62 (55)
4/24 (17) 14/33 (42)
B/17 (35) 13/34 {(38)
217 (29) 9/19 (47)
3716 (19)  23/40 {58)
8131 (26) 26/50 (52)
5121 (24) 17/42 {40)
2f12(17) 16/34 (47)

11/49 (22) 40/83 (48)

4115 (27) 19743 (44)
13156 (23) 50/111 (45)
28 (25)  9/15 (60)
110 (10) 8122 (36)
14/54 (26) 51/104 (49)
7/34 (21) 34168 (50)
7122 (32) 20/51 (39)

100

o

Guselkumab
100 mg every
8 weecks
nIN (%)
70/126 (58)

53/93 (57)
17/33 {52)

32/51 (63)
38/75 (51)

43177 (56)
27148 (55)

36169 (52)
18128 (64)
16729 (55)

7/10 {70)
17/25 (68)
46791 (51)

7114 (50)
26150 (52)
37/82 (80)

10733 (30)
18/34 (53)
12119 (63)
30740 (75)

23/50 (46)
23/42 (55)
24/34 (71)

51/83 (61)
19/43 (44)

60/111 (54)
10115 (67)
13722 (59)

57/104 (55)

42/68 (62)
25151 (49)

All patients
Age, years
<60
260
Sex
Male
Female
BMI, kg/m?
<30
=30
SsJC
<10
10-15
>15
TJC
<10
10~-15
>15
PsA duration, years
<2
2-<6
26
BSA, %
<3
3—<10
10-<20
220
CRP, mg/dL
s0.3
>0.3-1.0
>1.0
Patient pain VAS, cm
<75
275
Prior TNFi
One
Two
Reason for prior
TNFi discontinuation
Safety
Efficacy
csDMARDs
MTX ongoing at baseline
Any other non-biological
ongoing at baseline

>

Ao

Placebo Guselkumab
better better

>

Dactylitis resolution
Guselkumab
Guselkumab 100 mg every |
vs placebo Placebo 8 weeks '

OR (95% CI) n/N (%) n/N (%)
—e—— 13/36 (36) 38/67 (57)
. 11731 (35) 29/48 (59)
e 2/5 {40) 9/18 {50)
. 5721 (24) 17/30 (57)
s ] 815 (53) 21/37 (87)
—— 10727 (37) 26/44 (589)
e 3/9(33) 12423 (52)
E=——t 6/19(32) 20/31(65)
=3 512 (42) 11/17 (65)
e 2/5 {40) 7118 (37)

- 4 2/5 (40) 1/4 (25)
e a— 3M1(27) 15/19(79)
[ 8/20 (40) 22744 (50)

o 2/4 (50) 6/7 (86)
e 8/18 (44)  11/26 (42)
e 3/14 (21) 21/34 (62)

——i 377 (43) 3/8 (38)
- 2/6(33) 11/16 (69)
—.——— 3710 (30) 8/13 (62)
e 5/13 (38) 16730 (563)
H—— 8120 (40) 11/22 {50)
e 4/9 {(44) 15/24 (83)
—— 17 (14) 12/21 (57)
] 12/31(39) 22/38(58)
. ] 1/5 (20) 16428 (55)
—a— 12/31 (39) 32/80 (53)

e » 1/5(20) 6/7 (86)

e 2/5 (40) 611 (55)
e 11/31 (35) 32/58 (57)
20— 0118 (50) 23/39(59)
It 2/13 (15)  12/23 (52)

1 10 160

Week 48

Guselkumab
100 mg every
8 waecks
n/N (%)
45167 (67)

32749 (65)
13/18 (72)

21/30(70)
24/37 (65)

30/44 (68)
15/23 (68)

23/31 (74)
11/17 (65)
11/19 (58)

3/4 (75)
15/19 (79)
27144 (61)

6/7 (86)
16/26 (62)
23/34 (68)

4/8 (50)

12116 (75)
10113 (77)
19/30 (63)

14/22 (64)
16/24 (67)
15721 (71)

27138 (71)
18729 (62)

40/60 (67)
SI7(71)
8/11(73)

37/56 (66)

28139 (72)
14/23 (61)



PASI 90 response

All patients
Age, years
<60
260
Sex
Male
Female
BMI, kg/m?*
<30
=30
SJC
<10
10-15
>15
TJC
<10
10-15
>15
PsA duration, years
<2
2-<6
26
BSA, %
<3
3—<10
10-<20
220
CRP, mg/dL
s0.3
>0.3-1.0
=1.0
Patient pain VAS, cm
<7.5
27.5
Prior TNFi
One
Two
Reason for prior
TNFi discontinuation
Safety
Efficacy
csDMARDs
MTX ongoing at baseline
Any other non-biotogical

Guselkumab

ongoing at baseline

AL

Guselkumab 100 mg every
vs placebo Placebo 8 weeks
OR (95% C1) n/N (%) n/N (%)
—.————¢ 6/53 (11) 77/133 (58)
———.—— 6/43 (14) 862/106 (58)
0/10 (0)* 15/27 (56)
° < 2133 (6) 40/72 (56)
s 4/20(20) 37/61(61)
—.————— 4729 (14) 50/81 (62)
- . 2124 (8) 27152 (52)
e 4130 (13)  45/76 (59)
° > 1/17.(6)  19/31 (61)
° “® 16 {17) 13/26 (50)
- 2/10 (20) 10/18 (56)
- * - 2115 (13) 23/36 (64)
L 2 > 2/28(7) 44/79(586)
o2 (0)* ©/12 (50)
—e 3428 (11) 27150 (54)
° 3/23(13) 44771 (62)
L 2 321 (14) 24/48 (50)
o/g (0)* 18/29(62)
. 3/23 (13) 35/56 (63)
—_————— 5/28 (18) 29/46 (63)
0/13 (0)" 22142 (52)
° » 1/12(8) 26/45 (58)
—_———————— 5/41 (12} 51/91 (56)
° > 1712 (8) 26142 (62)
——————— 5/48 (10) 65/118 (55)
* » 1/5{20) 12115 (80)
0/6 (0)* 10/22 (45)
Pr—_—g 6/47 (13) 67111 (60)
El 427 (15) 47/75(863)
b 2122 (9) 25147 (83)
1 10 100

Placebo Guselkumab

better hetter

o

Guselkumab
100 mg every
8 weeks
n/N (%)
89/133 (67)

73106 (67)
16427 (59)

49/72 (68)
40/61 (66)

57/81 (70)
32152 (62)

51/76 (87)
22131 (71)
16/26 (62)

10/18 (56)
23/36 (64)
56/79(71)

9/12 (75)
33150 (66)
47171 (66)

30/48 (83)
23129 (79)
36/56 (64)

32046 (70)
27/42 (64)
30/45 (67)

62/91 (68)
27142 (64)

78/118 (66)
11156 (73)
12/22 (55)

771111 (69)

55/75 (73)
29/47 (62)

All patients
Age, years
<60
=60
Sex
Male
Female
BMI, kg/m?*
<30
=30
sJC
<10
10-15
>15
TJC
<10
10-15
>15
PsA duration, years
<2
2-<6
26
BSA, %
<3
3—<10
10-<20
220
CRP, mg/dL
s0.3
>0.3-1.0
>1.0
Patient pain VAS, cm
<7.5
27.5
Prior TNFi
One
Two
Reason for prior
TNFi discontinuation
Safety
Efficacy
csDMARDs
MTX ongoing at baseline
Any other non-biological
ongoing at baseline

PASI 100 response
Guselkumab
Guselkumab 100 mg every |
vs placebo Placebo 8 weeks
OR (95% CI) n/N (%) n/N (%)
——— 4/53 (8) 471133 (35)
— 4743 (9) 361108 (34)
010 (0)* 1127 (41)
° 2/33 (6) 27/72(38)
° 2/20(10) 20/61 (33)
° 3/29 (10) 3081 (37)
o » 1124 (4) 17/52 (33)
- 3/30 (10) 30/76 (39)
o7 (0)* 9/31 (29)
° > 1/B8(17) 8726 (31)
3 » 110 (10) 7/18 (39)
° » 1115 (7) 14/36 (39)
° 2128 (7) 267179 (33)
o2 (0) 2112 (17)
e 2128 (7) 17/50 {34)
o 2/23 (9) 28/71 (39)
- » 1721 (5) 13/48 (27)
0/9(0)° 14/20 (48)
- 3/23 (13) 20/56 {386)
e 3/28 (11) 151486 {33)
0/13 (0)* 14/42 (33)
o » 1/12(8) 18/45 (40)
L 341 (7) 30/81 (33)
° » 1/12 (8) 17142 (40)
—— 4/48 (8) 40/118 (34)
oI5 (0)" 7115 (47)
/6 (0)* 6/22 (27)
—i 4/47 (9) 411111 (37)
o 3727 (11) 25175 (33)
° > 1122 (5) 18747 (38)
A 1 10 1?0

Placebo Guselkumab
better better

Guselkumab
100 mg every
8 waecks
n/N (%)
711133 (53)

59/106 (586)
12/27 (44)

43/72 (60)
28/61 (46)

47181 (58)
24/52 (48)

42/76 (55)
20/31 (65)
9/26 (35)

9/18 (50)
19736 (63)
43179 (54)

7/12 (58)
24/50 (48)
40/71 (56)

24148 (50)
19/29 (66)
28/56 (50)

25/46 {54)
22142 (52)
24/45 (53)

49/91 (54)
22/42:(52)

62/118 (53)
9/15 (60)
922 (41)

B2/111(56)

47175 (63)
19/47 (40)



Axialis PSA

» AlulbecsUlt az eldéforduldsa

» A hosszabb tavu PsA fenndlldsa esetén 25-70%-ban eldfordul €s 5-28%-ban
mar a diagnoziskor eléfordul

» Kezelés: TNF-alfa gatlo, JAK-gatldk, IL-17 gatldk

» Axialis SPA-ban IL-23 gdtldok hatdstalanok (risankiozumalb, ustekinumab),
DISCOVERT1 és DISCOVER?2 vizsgdlatok ph llI.



Axialis PSA

Characteristic

axPsA

axSpA

Gender predilection
HLA-B27 positivity
Mean age of patient
Peripheral arthritis
Pure axial disease
Acute anterior uveitis
Psoriasis

Disease burden (BASDAI
and BASFI)

Radiographic findings

MRI of the spine/SI

joints

Female

Less frequent (25-30%)
Older>50years
80-85%

5-7%

Less common (2.5-3%)
More common

Similar

Unilarteral sacroiliitis

Larger, asymmetric

syndesmophytes

Isolated cervical involvement more

common

Isolated spondylitis without

sacroiliitis is more common

Male

More frequent (80-85%)
Younger<45years
30-35%

70%

More common (25-30%)
Less common

Similar

Bilateral sacroiliitis

Symmetric and smaller

syndesmophytes

Isolated cervical involvem

common

Isolated spondylitis withao

sacroiliitis is less likely




6 -
5 -

Q8:
4 4 p=0.008

Mean BASDAI score

Q4: 31%
3 - p=0.001 Q4
p<0.001 Q4:
2 - p<0.001
-
1 A 2
®
0 T T T T T 1 N
0 8 16 24 52 76 100
Week
GUS Q4Wn= 79 80 81 82 82 82 82
GUS Q8Wn = 62 62 65 64 68 66 68
PBO - GUS Q4Wn = 89 90 94 94 95 95 95

—0— PBO— —@— GUS 100 mg Q4W

B GUS 100 mg Q4W —4— GUS 100 mg Q8W



O LS mean change at Week 24 >

Mean change

Proportion of patients
with response (%)

N= 79

2.5°

N« 79

BASDAI

62

24"

Week 24
&0

62
Week 24

Spinal Pain mBASDAI
(BASDAI Q#2) (excludes Q83)
89 79 62 89 79 62 89

24" 24

Spinal Pain (BASDAI Q#2)

Week 52 (NRI)  Week 100 (NRI)
89 79 62 89 79 62 89

BASDAI 50

89 79 62 a9 79 62 89
Week 52 (NRI)  Week 100 (NRI)

3678 vt

3680_v11

3541 vt

Mean change

Mean change

79

Week 24
60

Week 24

BASDAI

Week 52 (NRI)  Week 100 (NRI)
89 7% 62 a3 79 62 89

mBASDAI (excludes Q#3)

Week 52 (NRI)  Week 100 (NRI)
89 79 62 89 79 62 a9

B GUS Q4w
B GusQsw
@ PBO — E GUS Q4w

3678 v

3679 vt




2. Régi tdmaddaspontok Uj szerekkel

RISANKIZUMAB
> 1123 gatld

» 150 mg sc. Injekcio, 0. és 4. héten, majd 12 hetente

» PsA és PsO-ban

» Axidlis elterésekben nem igazolddott a hatdsa



Baseline Demographics

Disease Charactoristics

Prior Medication Use

Ago
<85 years
=55 years

Sex
Male
Ferrale

EVT

<25 kgim®

=25 10 <30 kg/m*
230 kg/m?

Race
Whae
Non-Vhite
[ Time since PsA Dx
=5 yoars

>5 10 510 years

>»10 years

Tender Joint Coumt
<20
z20

Swollen Joint Coumt
<10
=10

Basciine hsCRP
<3 mglt
(4 =3 mgL

Concomitant csDMARD
Any csDMARD

Asry methoraxato

Noowo

Pricr biologic use
Yeos

No

Week 24

Week 52

PBO
nIN (%)

IFS024{56.1)
6VE95 {52.2)

2107352 {50 8}
1527355 {51 4)

T2120 {60.1)
13235 {67.5)
185252 {52.5)

ITIBT2 {55 5%5)
1935 (54.3)

195357 {54.7)
S2/108 {84.7)
105382 {57 .5)

2347401 {58 2)
159306 (51 8}

185341 {54 .3)
2077366 {56.5)

NF21{513)
27486 {57 .3}

2EMS0T (55.8)
2400524 (56.7)
109200 {54 5)

SO108 {46.3)
4TSS 5T )

T T T T
20 40 co 8o

Pranortion of Pationts % a4l N

178584 (30 5)
4175916 (357)

1087333 (32.5)
67 (X0.D)

IGNIT 28.)
ER246 (33 8}
107327 {30 8)

2086561 (31.5)
1173928 2)

1267360 (350}
45168 {26.7)
48T {282}

1297390 (33.1)
SN310(20.1)

1167337 (34.3)
1047363 (28.6)

T4220432.1)
146471 (31 0)

174/203 {35.3)
1506814 {362}
45207 (21 8)

18503 {15.95)
203597 (34.1)

Ty

T T, I

RN T T

RZ0
N (%)

4059 (68.2)
BB 16 (56.9)

252/352 (71.8)
2077555 (81.1)

D120 (75 8)
15772355 (44 8)
220352 (62 8)

A4THETZ (65.5)
22135 (62.9)

2I8BST (85.7)
106157 (83 5)
123181 (52 0)

207401 (66.68)
2020305 (66.0)

2165341 (52.3)
253368 (89, 1)

184221 (65.2)

TILHLEE (66.9)

1227201 (60.7)

SW109 (42 8)
4187553 (69.6)

PBO-RZB
N (%)

I5TI584 (61.)
E8116 (52 6)

2920332 (63.9)
219965 (57 9)

TONZT @22)
1677246 (63 8)
18R2T (ST 8)

402%561 (80.8)
2339 (532.0)

LLAIS0 62 2)
100168 (59.5)
100170 (58 8)

235390 (60 .3)
100310 (61.3)

207,337 (81.4)
2187353 (80.1)

125229 (54 8)
J004T1 (63 T)

03420 (61 8)
2575411 (62.5)
122210 (58 1)

45103 (437)
SBSAT (63.7)

Efficacy of risankizumab
across subgroups in
patients with active
psoriatic arthritis: a post
hoc integrated analysis of
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and KEEPSAKE 2
randomized confrolled
frials
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Most promising therapeutic targets in SLE

. Obinutuzumab > BIIBOSQ
Bisibhmod Vg e o .BDCA2 BT-063
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G @ @ BLyS
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3. Uj tdmaddspontok

ANIFROLUMAB
» 1x300 mg iv., 4 hetente

» egy humdn immunglobulin G1 kappa (IgG1k) monoklondlis anfitest IFN-|
receptor 1-es altipusa ellen

» SLE-ben tdrzskdnyvezett

» Kdzeépsulyos, sulyos, standard terdpidra nem reagdld SLE-ben



Response rate (%) and SE

184

16 4
14 -
124
104

B -

4 4

l
I\

o

*kx

* N

*hx

**

* %k

—a—Anifrolumab 300 mg (n=360)
—o— Placebo (n=366)

LA

12

16

20

24

28
Week

L)

32

T

36

40

Ll

44

L)

48

52

Anifrolumab 300 mg
18.3% {55/360)

Placebo
6.6% (24/366)




—e— Combined anifrolumab 300 mg (n=358) —e— Combined placebo (n=178)
04

@
g TULIP period LTE period Safety
B -1 foliow-up
o}
5o
2h -2 -
sz
28
§ a =557 ' T T T
£ -8 i
g 2 5
-7 i ¥
8 . - : 3
S -8 : - : : : - - : ; ——
0 24 52 64 76 88 104 128 156 180 208 216
Week
Number of patients at risk
Combined anifrolumab 300 mg 358 325 293 220 210 182 188 187 173 156 140112146
Combined placebo 178 165 145 S0 85 72 85 72 55 50 44 34 42
B
B Combined anifrolumab 300 mg (n=355) = Combined placebo (n=178)
TULIP period LTE period
3,000 4
% 2,500 4
- &
g + 2,000 4
D=3
o
3 g 1,500 -
23
§= 1,000
o 500
0
Study year
Number of patients at risk
Combined anifrolumab 300 mg 355 254 233 208
Combined placebo 178 112 aq 72
C
TULIP period LTE period
100 A P A P A =] A 2 A =
00 4 16.5 9.8 139 9.9
GC dose (mg/day)
=m0 =m0
; = >0-=5 = >0-=5
m >5-<s7.5 m >5-57.5
= >7.5 >7.5
= Combined  Combined

anifrolumabd placebo
300 mg (n=178)
(n=358)




| IFN Utvonal

v

vV v v v Vv

Szinte az 6sszes sejt képes termelni az | IFN-1 virdlis vagy egyéb ordkitd
anyaggal vald érintkezés hatdsara

I-IFN ligandok kapcsolddnak az IFNAR-hoz, melynek 2 alegysége van
JAK1 és TYK2 akitvalasa

Gene factor 3 transcription factor komplex aktivalasa

Virdlis infekcidk elleni védekezés

VeleszUletett és adaptivimmunrendszer aktivaldsa, az antigén specifikus
valasz triggerelése




Type | IFN Production and Signaling

Viral Glycolipids Pathogenic Bacteria, Fungi, Protozoa, Viruses = IFN Signaling
pa Unmethylated RNA Unmethylated CpG DNA | JAKSTAT
vitses ; autocrine
RNA |
IFNAR,

| JAK-STAT E
| Pathway

NUCLEUS IFNb Production NF-kB Targeted Genes IFNa lsotypes Production

IFND ()]

IFN Stimulated Genes

1FND

R e paracrine

&

. Kato H. et al., 2005. Cell type-specific
involvement of RIG-I in antiviral response.
Immunity. 23(1):19-28.



Targeting the Type | Interferon Pathway in Glomerular Kidney Disease: Rationale and Therapeutic Opportunities
James Tumlint - Brad Rovinz - Hans-Joachim Anderss- ... - Alessandro Sorrentinos:t - Kevin Woollards - Nicola Ferrari

TYPEIIFN

IFNAR2 IFNAR1

t‘, st e sirisinistrtatsisind:
Type | IFNs Cotoriean
1
IFN-a ¥
STAT1
STAT1 )
5 f I
P STAT1 P
Y TR =3 FUO—— . T .. w_—_— .
SU2 e B0 S SR ST ELI S LI R H1I3 ST SR BER SLRS L LIRS 3 3¢ - srsnihileflie
IFN-K Nucleus
IFN- g - s
Jeot]] [ owalJ] Titesf ] 0ot Proal]][[[reesi. [ TTeeal]][1[tons]

ANTIVIRAL RESPONSE INFLAMMATORY RESPONSE
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Targeting the Type | Interferon Pathway in Glomerular Kidney Disease: Rationale and Therapeutic Opportunities
James Tumlint - Brad Rovinz - Hans-Joachim Anderss- ... - Alessandro Sorrentinos:t - Kevin Woollards - Nicola Ferrari

Mesangial cell

Endothelial
Podocyte inflammation

<> TypelIFN  Cytokines <~ NETs @® Infiltrating leukocytes
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Treatment(s) Type Target Development status Type I IEN
signature
activity?

Anifrolumab  IgGx IFNAR1 Approved for treatment of moderate- 87.4% at 300
monoclonal to-severe SLE without severe, active  mg Q4WP
antibody LN; phase 3 clinical trial in patients

with active, proliferative LN is
ongoing (NCT05138133)

Sifalimumab lgGix Majority of Clinical development discontinued 57% at 0.3
monoclonal  [FNa after phase 2 clinical trial in SLE mg/kg
antibody subtypes

Rontalizumab  IgG, All IFNa Clinical development discontinued 68.7% at 3
monoclonal  subtypes  after phase 2 clinical trial in SLE mg/kg

antibody

Filgotinib+ JAK inhibitor+ JAK, SYK Phase 2 trial in patients with LMN Filgotinib 45%

lanraplenib SYK inhibitor (NCT03285711) at 200 mg/d
Lanraplenib
105% at 30
mg/d
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3. Fibrozis gatlas

>

v

NINTEDANIB
P. o 2x150 mg
FDA 2019. szeptemberben fogadta el

hatéanyaga kismolekuldju tirozin-kindz inhibitor: gdtolja a frombocita eredetd
névekedeési faktor receptor (PDGFR) a és B fipusat, a fibroblaszt ndvekedési faktor
receptor (FGFR) 1-3-as tipusat €s a vaszkuldris endothelidlis ndvekedési faktor
receptor (VEGFR) 1-3-as fipusat

a tudofibrozis preklinikai modelljeiben erds antifibrotikus €s gyulladascsdkkentd
hatdst fejt ki

SSc-ILD kezelésére az 576 beteg bevondsdaval végzett randomizadlt, kettds-vak,
placebo konftrollos fazis [l SENSCIS vizsgdlat- betegek 52 héten keresztll (egyes
betegek 100 héten at) naponta ketszer kaptak 150 mg nintedanibot, az elsodleges
végpont az erdltetett vitdlkapacitas (FVC, forced vital capacity), mint a
t0dobetegseég progresszidja egy éven bellli valtozdsa volt a kiinduldshoz kepest. A
f& masodlagos vegpontok: Rodnan Skin Score (mRSS), valamint az életmindséget
meérd SGRQ (Saint George'’s Respiratory Questionnaire) kérddiv.

A wzsgolo’rbon resz’r vevo be’regeknel Ieggyokrobbon tapasztalt sulyos mellékhatds




CTD-ILD

» CTD-ILD kedvezdbb progndzisu az idiopathids ILD-hez, kGldndsen az IPF-hez
képest

» Kivéve: RA UIP-ILD!!
» Szisztémas sclerosisban a leggyakoribb: 70-80%, & mortalitas
» Restriktiv I€gzésfunkcids zavar: 93%, féleg diffuz cutanban
» Raynaud, + kapilldr, ANA pozitivitas, 10%- a neg HRCT utdan ILD-s lesz!!

» Polymyositis/Dermatomyositis
» 40-65 %-ban, anti-szintetdz szindromdaban vezetd manifesztdcio és mortalitds

» 1/3-Gban megeldzi a bdor- ésizom tUneteket



CTD-ILD

» SLE-ben 33%-ban fordul eld, legtdblbszor tUnetmentes, leginkablb OIP

» Sjdgren-szindromdban nem vezetd tUnet, de egyre gyakrabban Iatjuk
» NSIP, LIP, OIP, UIP, primer pulmonalis lymphoma, amyloidosis

» MCTD: 21-66%, foleg NSIP

» RA: atudd az immunitds patogenezisében kiemelt extraartikuldris
predilekcioUs hely, koros citrullindcio

» ILD gyakori, de rheumdas csomok, pleura megvastagodads, Caplan-szindroma,
bronchiolitis

» Spondylitis ankylopoetica: mellkasfal abnormalitasai, de ILD is lehet



RA-ILD

» ILD az RA-s betegek 5-10 %-ban

» Haldlozdsi rizikd megnd, legfébb oka, 3x-ara ndveli, 5 éves
haldlozds: 38%

» Rizikdfaktorok: férfi nem, dohdanyzds, idosebb kor,
extraartikularis tUnetek, szeropozitivitas, GERD, obesitas,
koOrnyezeti faktorok

» Fibrosis domindl: 5 éves tuléles < 50%, gyulladdasosnal > 80%
» Mellkas CT mintdzatok: UIP, NSIP



Johnson SR, Bernstein EJ, Bolster MB,
et al. 2023 American College of
Rheumatology (ACR)/American
College of Chest Physicians (CHEST)
guideline for the screening and
monitoring of intersfitial lung disease
in people with systemic
autoimmune rheumatic diseases.
Arthritis Rheumatol. 2024.

Systemic Sclerosis Myositis MCTD Rheumatoid Arthritis Sjogren’s

B Strong recommendation against ] Conditional recommendation

Figure 1: Initial treatment options for the treatment of interstitial lung disease associated with systemic autoimmune rheumatic diseases of interest.
* Decisions on GC dose and use of oral versus intravenous therapy depend on severity of disease. GCs should be used cautiously in patients with MCTD
with a systemic sclerosis phenotype who may be at increased risk of renal crisis.

¥ Treatments are listed in order based on a hierarchy established by head-to-head votes, although the panel noted that decisions on which first-line
therapy to use were dependent on specific situations and patient factors. In all diseases, mycophenolate was conditionally recommended over the other
listed theraples. Therapies here are divided into “preferred” options and "additional options” based on the rank-order hierarchy,

MCTD = mixed connective tissue disease; GCs = glucocorticoids, CNI = calcineurin inhibitor; JAKI = janus kinase inhibitor



PPF diagndzisa- antifibrotikus szerek

INBUILD® kritériumok!

A kezelés ellenére 2 1 teljesiilt a
progresszio felsorolt feltételei
kozil a szirés elbtti 24 honapban:

« Avart érték %-aban kifejezett FVC relativ
hanyatlasa 2 10%

» Avart erték %-aban kifejezett FVC relativ
hanyatlasa = 5% és < 10%, valamint
sulyosbodtak a léegzdszervi tinetek

« Avart érték %-aban kifejezett FVC relativ
hanyatlasa 2 5% és < 10%, valamint
nagyobb kiterjedési lett a HRCT-felvételen
lathato fibrosis

» Sulyosbodtak a legzdszervi tinetek, és nétt
a fibrosis kiterjedtsége a HRCT-felvételen

PPF Guideline

Az INBUILD? kritériumok esetén 2 1 feltételnek
kell teljesiilnie 2 éven belil, mig a PPF
igazolasahoz az iranyelv szerint 2 2 feltételnek
kell teljesiilnie az elmuilt 1 éven beliil.

Az INBUILD® kritériumok az FVC relativ
csokkenésén alapulnak, mig a PPF iranyelvi
kritériumai kozott az FVC abszolit csokkenése
szerepel.

Az INBUILD' kritériumok a vart érték %-aban kifejezett
FVC 2 10%-os relativ csokkenését veszik figyelembe
onmagaban, de hasonldan az iranyelv szerinti PPF-
kritériumokhoz, 2 2 5 — < 10% is alkalmazhatd, ha
stlyosbodnak a légzészevi tiinetek, vagy ha nagyobb
kiterjedésd lesz a fibrosis a HRCT-felvételen.

A PPF-kritériumok kozé tartozik a DL¢g 2 10%-0s
abszollt hanyatlasa.

Az INBUILD?® kritériumok nem nyujtanak
radiologiai progressziora vonatkozo
specifikus iranymutatast, mely megtalalhaté a

PPF-kritériumokban.

—

A PPF iranyelvi

kritériumai?

A PPF felismeréséhez szukséges
klinikai, élettani és radiologiai
kritériumok (az alabbiak kozul 2 2
el6fordult az elmult évben, egyéb
lehetséges magyarazat nélkul):

= Sulyosbodo6 légzbszervi tiinetek

» Progressziora utal6 fiziologiai evidencia

— Avart érték %-aban kifejezett FVC
abszolut hanyatlasa = 5% 1 év kovetési
id6 alatt.

— Avart érték %-aban kifejezett (és Hb-ra
korrigalt) DL abszolit hanyatlasa
2 10% 1 év kovetési id6 alatt.

Progressziéra utal6 radioldgiai evidencia




50 -
5§ o
&3
8 E .50 -
2\’
s
[}
Z T -100
w
RE
o8 -150 -
® 3
§ 200
=
-250 T T T T T T T T T T T T T T 2}
04 12 24 36 48 60 72 84 96 108 120 132 144 156 168
Week
N 431414 403 384 292 212 213 227 219 230 148 140 122 m 104 61

b)
50 -
§ 0
g’g -50
SO
-100
2o -150
£
oo
B & -200 -
§ -250
-300

N
Continued nintedand
Infated nrtecanid

—— Continued nintedanib
==~@--~ |nitiated nintedanib

) 2
04 12 24 36 48 60 72 84 96 108 120 132 144 156 168
Week
210201 20 193 148 106 138 119 122 120 81 72 67 85 80 39
2N 23 202 191 144 106 135 108 o 1o 67 68 55 45 44 2




===l CAUSES OF
eoplasms

EOSINOPHILIA

MANIFESTATIONS OF

1. Clonal Disorders of Eosinophils (Acute
and Chronic Eosinophilic Leukemia)
Lymphoid malignancies

Solid Tumors \

™~ \
A| Mastocytosis \\ \
lergies
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-Drugs (including DRESS) NN

-ABPA

drenal

Insufficiency / T_
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Pathogens 7

-Invasive Parasites
-Coccioides (fungus)

Allersic Bronchopulmonary Aspe" os«s: J w — ‘& {

Eosmophlls

fIgE

" Rhinosinusitis
Asthma

Pneumonitis
Myocarditis
Esophagitis
Gastroenteritis
Hepatitis

Interstitial Nephritis

Neuritis
Myositis, Fasciitis,

Panniculitis, Cellulitis
Rash

Vasculitis

Patients may have either

1. Orgen specific disease (e g Eosinophiic Myositis, Sosinophilic esophagitis} if immune stimulus is residing in 3 single organ system.
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2022 AMERICAN COLLEGE OF RHEUMATOLOGY / EUROPEAN ALLIANCE OF ASSOCIATIONS FOR RHEUMATOLOGY
CLASSIFICATION CRITERIA FOR EOSINOPHILIC GRANULOMATOSIS WITH POLYANGIITIS

CONSIDERATIONS WHEN APPLYING THESE CRITERIA

e These classification criteria should be applied to classify a patient as having eosinophilic granulomatosis
with polyangiitis when a diagnosis of small- or medium-vessel vasculitis has been made

» Alternate diagnoses mimicking vasculitis should be excluded prior to applying the criteria

CLINICAL CRITERIA

Obstructive airway disease +3
Nasal polyps +3
Mononeuritis multiplex +1

LABORATORY AND BIOPSY CRITERIA

Blood eosinophil count = 1 x10%/liter +5

Extravascular eosinophilic-predominant inflammation on biopsy +2

Positive test for cytoplasmic antineutrophil cytoplasmic antibodies (CANCA)
or antiproteinase 3 (anti-PR3) antibodies -3

Hematuria -1

Sum the scores for 7 items, if present. A score of = 6 is needed for classification of EOSINOPHILIC GRANULOMATOSIS WITH POLYANGIITIS.
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https://doi.org/10.3389/fphys.2019.01514

Front. Physiol., 17
December 2019
Sec. Clinical and
Translational
Physiology
Volume 10 - 2019

Mepolizumab

Reslizumab

NK Cell

Eosinophil @
apoptosis S<


https://doi.org/10.3389/fphys.2019.01514

IL-5 gdatlds

» Mepolizumab (rezlizumab)
» |L-5 molekuldhoz k6tddik, akaddlyozza a receptornoz vald kdétddését
» Sulyos eosinophil asztma, kronikus rhinosinusitis orrpolippal — 100 mg/ 4 hét
» EGPA és HES 300 mg/4 hét

» Benralizumab

» Eosinophil sejtekhez kdtddik azok ILSR-AN keresztUl majd a NK-sejtek,
macrophagok Fc receptordhoz kétdédve fokozott apoptdzistindukdalnak



Benralizumab30mg  Mepolizumab 300 mg
= Benralizumab 30 mg n/N (%) 21/70 (30.0) 21/70 (30.0)
Mepolizumab 300 mg HR (95% Cl) 0.98 (0.53, 1.82)
80 — P-value 0.9466
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Time to first relapse (weeks)
N patients at risk
Benralizumab 30 mg 70 70 68 66 62 58 58 58 57 55 51 50 41
Mepolizumab 300 mg 68 68 66 66 63 60 57 54 52 50 49 49 38

Relapse was defined as worsening or persistence of active disease characterized by: active vasculitis(BVAS >0), or active symptoms and/or signs of asthma with a corresponding worsening in ACQ-6 score, or active nasal and/or sinus
disease with a corresponding worsening in at least one of the sino-nasalsymptom questions; warranting: an increase of OGCs, or an increased dose or addition of an immunosuppressive agent, or hospitalization related to worsening
of EGPA. The HR (benralizumab vs mepelizumab) and 95% Cis were estimated using a Cox regression model with Efron method to control for ties. The covariates inthe mode! included treatment arm, baseline dose of OGC
(prednisone/prednisolone), baseline BVAS, and region. P-value was calculated using unstratified log-rank test.

ACQ-6, 6-item Asthma Contro! Questionnaire; BVAS, Birmingham Vasculitis Activity Score; Cl, confidence interval; EGPA, eosinophilicgranulomatosis with polyangiitis; HR, hazard ratio; OGC, ora! glucocorticoids.
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