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[Inebilizumab & Rituximab]
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ADCC, antibody dependent cellular cytoxicity; FOGR3A, Fc region receptor IlI-A gene; NK, natural killer
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Rituximab(anti-CDZO) [Arthritis Rheumatol. 2023 Mar 10. doi: 10.1002/art.42492. Online ahead of print.]
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« open-label, single-arm, single centre, phase 2 pilot trial, n=15
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Method: PICO, design
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« phase 3, multicenter, parallel-cohort, double-blind, randomized, placebo-controlled trial

« 227, 2020F9H ~2023F4 A

INEBILIZUMAB 300 mg IV (on day 1, day 15, and week 26) Optional 2-year
lgG4-RD Screenin open-abel - safaty
flare 9 inebilizumab foll
PLACEBO (on day 1, day 15, and week 26) (3 years) ollow-up

Glucocorticoid treatment

day -28 day 1 week 8 week 26 week 52



Method: design
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RCP Week Oral Prednisone Dose (or Equivalent)
Weeks 1-2 20 mg/day
Weeks 3-4 15 mg/day
Weeks 5-6 10 mg/day
Weeks 7-8 5 mg/day



Method: Inclusion/Exclusion criteria

Inclusion Criteria
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Method: Endpoint
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[Primary endpoint]

Symptom(s) or Finding(s)
Symptoms consistent with aorta & large blood vessels flare

¢ Eiﬁi\ i T\ 0) H:TJI': FEﬁ Pain, palpable mass

Systemic/constitutional
Other (describe)
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E i?l}:\\ @ A—E. ﬁ Li y TIE llk ) %/ 'fZIS Fﬁ E ) -Dj]- /{Q PE fi:(ri]iengs consistent with aorta & large blood vessels flare
AN ey —_ > > +H- OO Palpable arterial mass, especially if pulsatile, or bruit
¢i§, ﬁEEFﬁE%%L— % *L% n@ﬁ@ﬁﬁ Other (describe)
N
T\\ E % é ﬂ f: . Imag;n:of aorta & large blood vessels

Consistent with aneurysm, dissection, thickening/enhancement of vessel wall or other vessel abnormality
Other (describe)

[Secondary endpoint]

Biopsy results consistent with aorta/large blood vessel flare
Biopsy not done, unreadable, or report unavailable

Biopsy consistent with aorta/large blood vessel flare

. E *ﬁi \—2—/ Biopsy not consistent with aorta/large blood vessel flare
AN
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[Rheumatol Ther. 2023:10(6):1795-1808]
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		Aorta and Large Blood Vessels



		   Symptom(s) or Finding(s)



		   Symptoms consistent with aorta & large blood vessels flare



		         Pain, palpable mass



		         Systemic/constitutional



		         Other (describe)



		         None



		   PE findings consistent with aorta & large blood vessels flare



		         Palpable arterial mass, especially if pulsatile, or bruit



		         Other (describe)



		         None



		   Imaging of aorta & large blood vessels



		         Consistent with aneurysm, dissection, thickening/enhancement of vessel wall or other vessel abnormality



		         Other (describe)



		         None



		   Biopsy results consistent with aorta/large blood vessel flare



		         Biopsy not done, unreadable, or report unavailable



		         Biopsy consistent with aorta/large blood vessel flare



		         Biopsy not consistent with aorta/large blood vessel flare








Method: Statistics
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[Baseline]
 |nebilizumab(INE), n=68
« Placebo(PBO), n=67
- ZFup; INE 58.25%, PBO 58.25%

-

£; INE 57%, PBO 73%

B

INE 54%, PBO 54%

R R

g

INE 46%, PBO 46%

Result

Organ, n (%)* Placebo Inebilizumab Overall

(n=67) (n=68) (N =135)
Pancreas 35(52.2) 35 (51.5) 70 (51.9)
Lymph node(s) 36 (53.7) 31(45.6) 67 (49.6)
Submandibular gland(s) 29 (43.3) 37 (54.4) 66 (48.9)
Lacrimal glands 22 (32.8) 30 (44.1) 52 (38.5)
Kidney 23(34.3) 23 (33.8) 46 (34.1)
Bile ducts 25 (37.3) 18 (26.5) 43 (31.9)
Lung 19 (28.4) 16 (23.5) 35 (25.9)

Table 1. Characteristics of the Participants at Baseline (Full Analysis Population).*

Characteristic
Age —yr
Male sex — no. (%)
Race or ethnic group — no. (%)
Asian
White
Other
Region — no. (%)%
United States
European Union
Asia
IgG4-related disease manifestation
Recurrent — no. (%)
Newly diagnosed — no. (%)
Disease duration — yr{

Median among patients with recurrent disease
(range)

Median among patients with newly diagnosed
disease (range)

Median ACR-EULAR score (IQR)Y

No. of organs ever affected by |gG4-related disease —

no. of participants (%)
2
Jor4
>4

Previous surgery or medical procedure, other than
biopsy, associated with |gG4-related disease
— no. (%)%f{

Previous treatments for IgG4-related disease —
no. (%6)

Immunosuppressants other than glucocorticoids

for treatment of disease flare

Maintenance therapyt

Inebilizumab
(N=68)

58.2+11.5
39 (57)

38 (56)
21 (31)
9 (13)

7 (10)
20 (29)
34 (50)

37 (54)

31 (46)

2.6+3.7
3.6 (0.2-20.5)

0.2 (0.1-3.8)

38.7 (31.0-46.5)

6(9)

11 (16)

Placebo
(N=67)

58.2+12.2
49 (73)

25 (37)
32 (48)
10 (15)

14 (21)
26 (39)
18 (27)

36 (54)

31 (46)
D253
3.6 (0.1-12.5)

0.1 (0.1-7.3)

36.3 (29.2-44.7)

7 (10)
34 (51)
26 (39)
19 (28)

11 (16)

12 (18)

Overall
(N=135)

58.2+11.8
38 (65)

63 (47)
53 (39)
19 (14)

21 (16)
46 (34)
52 (38)

73 (54)
62 (46)
2.6+3.4

3.6 (0.1-20.5)

0.2 (0.1-7.3)

36.7 (30.0-46.2)

22 (16)
58 (43)
55 (41)
33 (24)

17 (13)

23 (17)




Result

[Endpoint]

Table 2. Primary and Key Secondary Efficacy End Points (Full Analysis Population). 3 ! {ﬁi
- INEB%(Z, B = (HR

Inebilizumab Placebo Effect vs. Placebo
End Point (N=68) (N=67) (95% Cl1) P Value 0 )
Primary; time to first treated and adjudicated |gG4-related 7(10.3) 40 (59.7) 0.13 (0.06-0.28)* <0.001 O 1 3 ’ 9 5 A) C l O ; O 6 - O ’ 2 8 » P < O ’ O O 1

disease flare — no. (%)

Key secondary

Annualized flare rate: treated and adjudicated 1gG4- 0.10 (0.05-0.21)  0.71 (0.53-0.94) 0.14 (0.06-0.31)F <0.001 ] % . 2 (o) - (o)
related disease flares — no. (95% Cl) ot 71N g | N EE 10.3 /O, PBO% 59.7 /0

Flare-free, treatment-free complete remission at wk 52 — 39 (57.4) 15 (22.4) 4.68 (2.21-9.91)f <0.001
no. (%)
Flare-free, glucocorticoid-free complete remission at 40 (58.8) 15 (22.4) 4,96 (2.34-10.52)§ <0.001

wk 52 — no. (%)
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Result
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Result

Table 3. Common Adverse Events Occurring during Treatment Period and
Adverse Events of Special Interest (Safety Analysis Population).*

ey
[#é'l‘i] Treatment-emergent SAEs

Placebo Inebilizumab

(n=67) (n=68)

6 (9.0) 12 (17.6)
covib-12t 4] 2(29)
Anal cancer o 1(1.5)
Anaphylactic reactions 0 101.5)
Appendicitis o] 1(1.5)
Deep vein thrombaosis o] 1(1.5)
Diverticulitis o 1(1.5)
Femoral neck fracture 0 10.5)
Fibroadenamatoid mastopathy 4] 1(1.5)
Gout o 1(1.5)
Hyponatremia 0 1(1.5)
Pulmonary atypical adenomatous hyperplasia 0 1(1.5)
Pulmonary embolism 0 101.5)
Acute kidney injury 101.5) 0
Epistaxis 1(1.5) 0
Coronary artery stenosis 1(1.5) 0

Grade 3U FDEZEZES; INEEE 124 (18%), PBOET 87 (12%)

BEELEEER,; INEEE 1261(18%), PBOAE 6. A(9%)

- COVID-19 & MERRELA A% Ly

Inebilizumab Placebo
Event (N=68) (N=67)

no. of participants (%)

Event occurring during treatment periody

S R L1 . RO § ¢
Lymphopenia 11 (16) 6(9)
Urinary tract infection 8 (12) 4 (6)
Headache 6(9) 7 (10)
Abdominal pain 4 (6) 7(10)
Arthralgia 4 (6) 7 (10)
Upper respiratory tract infection 4 (6) 8 (12)
Diarrhea 3 (4) 9 (13)
Asthenia 2(3) 8 (12)
Serious event occurring during treatment 12 (18) 6 (9)
period
Event of special interest occurring in =1 23 (34) 15 (22)
participant
1D AL A ) NN 4 o - X
Lymphopeniai: 13 (19) 6 (9)
Neutropenia 4 (6) 2(3)
Anemiaf] 2 (3) 2(3)
Cytopenia 1(1) 0
Leukopenia 1(1) 1(1)
Thrombocytopenia¥ 1(1) 2(3)
Serious or opportunistic infection 6(9) 2(3)
Herpes zoster| 2 (3) 2(3)
Appendicitis 1(1) 0
Covid-19%* 2 (3) 0
Diverticulitis 1(1) 0
Infusion-related reaction 3 (4) 5(7)
Anaphylaxisland serious hypersensitivity 1(1) 0
reactions

Anaphylactic reaction 1 ()T 0



Discussion
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Discussion

[Limitation]
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