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Rituximab for 1gG4-related disease: a prospective,

open-label trial - Massachusetts General Hospital
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Study design
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Primary Endpoint
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Patient disposition

Screening Failure: n = 92 (40.5%)
+ AEn=1
Failure to meet randomization criteria: n = 75
Physician decision:n = 4
Protocol deviation: n = 3
Withdrawal by patient: n =4
Other:n=5

Assessed for Eligibility (Screened)

+ AEn=2

Discontinued Randomized-controlled Period: n=4
{5.9%)

Randomized (1:1)
n=135 (59.5%)

Randomized but Never Assigned Investigational Product

> n=0
Inebilizumab Placebo
n=88 n=67

Withdrawal by patient (perception of AE): n =1
Otherin=1*
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Discontinued Randomized-controlled Period: n = 4
(6.0%)

Lost to follow-up: n =1

Withdrawal by patient (other): n = 1

Other: n = 2t

Completed Randomized-controlled Period
n =64 (94.1%)

Completed Randomized-controlled Period
n =63 (94.0%)
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Baseline characteristics
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Table 1. Characteristics of the Participants at Baseline (Full Analysis Population).®

Inebilizumab Placebo Overall

Characteristic (N=68) (N=67) (N=135) Eﬁ%ﬁ'{,u% D) Ilzi'l] E wp - b8.2*+11.8
Age —yr 58.2+11.5 58.2+12.2 5824118 Eﬂ%ﬁ % n & Ii $| © 65.2%

Male sex — no. (%6) 39 (57) 49 (73) 88 (65)
Race or ethnic group — no. (%) {

st 38 (56) 25 (37) 63 (47) =>— KA RIgGARDEEFEER [ L

White 21 (31) 32 (48) 53 (39)

Other 9 (13) 10 (15) 19 (14)
Region — no. (%)%

United States 7 (10) 14 (21) 21 (16)

European Union 20 (29) 26 (39) 46 (34)

Asia 34 (50) 18 (27) 52 (38)

1gG4-related disease manifestation Eﬂ:ﬁjﬁ\ [_/ f: /u\% 5 4 . 1 %
Rccurrcr'll — no, (%) 37 (54) 8 (54) s (54) *]J % 0) /L\J\% : 45 . 9 %

Newly diagnosed — no. (%) 31 (46) 31 (46) 62 (46)
Disease duration — yrf 2.6£3.7 25+3.1 26+3.4
Median among patients with recurrent disease 3.6 (0.2-20.5) 3.6 (0.1-12.5) 3.6 (0.1-20.5)
(range)
Median among patients with newly diagnosed 0.2 (0.1-3.8) 0.1 (0.1-7.3) 0.2 (0.1-7.3)

disease (range)




Baseline characteristics

1 x2EYRXT7T
Disease duration — yr§ 2.6+3.7
Median among patients with recurrent disease 3.6 (0.2-20.5)
(range)
Median among patients with newly diagnosed 0.2 (0.1-3.8)

disease (range)
Median ACR-EULAR score (IQR)Y

No. of organs ever affected by IgG4-related disease —
no. of participants (%)}

38.7 (31.0-46.5)

771K
2.5+3.1
3.6 (0.1-12.5)

0.1 (0.1-7.3)

36.3 (29.2-44.7)

21

2.6+3.4
3.6 (0.1-20.5)

0.2 (0.1-7.3)

36.7 (30.0-46.2)

2 15 (22) 7 (10) 22 (16)
Jord 24 (35) 34 (51) 58 (43)
>4 29 (43) 26 (39) 55 (41)
Previous surgery or medical procedure, other than 14 (21) 19 (28) 33 (24)
biopsy, associated with |gG4-related disease
— NO. (%)\‘n‘:
Previous treatments for IgG4-related disease —
no. (96)
Immunosuppressants other than glucocorticoids 6 (9) 11 (16) 17 (13)
for treatment of disease flare
Maintenance therapy{t 11 (16) 12 (18) 23 (17)
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Table 2. Primary and Key Secondary Efficacy End Points (Full Analysis Population).

Inebilizumab Placebo Effect vs. Placebo
End Point (N =68) (N=67) (95% Cl) P Value
Primary: time to first treated and adjudicated IgG4-related 7 (10.3) 40 (59.7) 0.13 (0.06-0.28)* <0.001 'f *E U A7 Ei—c

disease flare — no. (%) ﬁ% U A 7 87%5)&2,}\

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
related disease flares — no. (95% Cl) e 7\ a J =z = 7%$ -
Flare-free, treatment-free complete remission at wk 52 — 39 (57.4) 15 (22.4) 4.68 (2.21-9.91)§ <0.001 o
no. (%) A T%E’—&F—\ Li'ﬂi—F
~ \ ,:lH_—| A
Flare-free, glucocorticoid-free complete remission at 40 (58.8 15 (22.4 4.96 (2.34-10.52 <0.001 - BEE/GC-freeD B E 18
g
wk 52— no. (%)Y
LOT—= Inebilizumab ’f * t\‘ U xv 7E¥
0.9
@ 0.8 No. of
= 074 Participants
‘; with Flares Median
z 0.6
= days
L T e e ] S 5
F . Inebilizumab 7 NA
;§ 0.4+ ' ey Placebo 40 246.0
L 034 O S m : r i r
Sl | Trewm | ook
i P<0.001
0.1 )
G e i ol A1 EY X278 THRE COEBAXIBICS] S EE SN,

T T T T T T T ]
0 28 56 84 112 140 168 196 224 252 280 308 336 364 392 420

Days <ﬁ%i —C“a)gHFHﬂ>
No. at Risk 7 5 't' '-J-;a¥ I:FI *ﬁE
Inebilizumab 68 66 66 66 64 61 60 60 59 59 59 59 59 37 0O ~ > > Ry
Placebo 67 67 64 60 52 48 44 42 38 30 28 27 26 16 1 0 'f Z‘ t U z 7 7 a¥ I:I:I *ﬁE
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Inebilizumab 61 50 35 31 35 41 29 34 33 37 Inebilizumab 68 61 60 64 62 60 58 61 58 62 59 58 63
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Table 3. Common Adverse Events Occurring during Treatment Period and Event of special interest occurring in 1 23 (34) 15 (22)
Adverse Events of Special Interest (Safety Analysis Population).™ participant
Cytopenia 17 (25) 9(13)
Inebilizumab Placebo :
Event (N=68) (N=67) i ol o
Neut | 4(6 2(3
no. of participants (%) A i u
: . y Anemiaf 2(3) 2(3)
Event occurring during treatment period'j Cytopenia 1(1) 0
. 4
Covid-19 16 (24) 13 (19) Leukopenia L (1) 1(1)
L h i 11 (16 6(9
ymphopenia (16) (9) Thrombocytopenia¥ 1(1) 2(3)
Urinary tract infection 8 (12) (6) Serious or opportunistic infection 6 (9) 2(3)
Headache 6(9) 7(10) Herpes zoster| 2(3) 2(3)
Abdoriinalizas 4(6 7 (10
bdominal pain (6) (10) Appendicitis 1(1) 0
Arthralg 4 7
rthralgia ‘ | (6) (10) Covid-19%+ 2(3) 0
Upper respiratory tract infection 4 (6) 8 (12) Diverticulitis 1(1) 0
. h 4
Diarr 8-8 3(4) 9(13) Infusion-related reaction 3(4) 5(7)
Asthenia 2 (3) 8(12) Anaphylaxis and serious hypersensitivity 1 (1) 0
Serious event occurring during treatment 12 (18) 6(9) reactions
period Anaphylactic reaction LT J
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Placebo Inebilizumab
(n=67) (n=68)
Treatment-emergent SAEs 6 (9.0) 12 (17.6)
coVID-19t 0 2(29) . I:'Lﬁgi 3 L:%Eé';ﬁ@z";%j]u% [ %i
Anal cancer 0 1(1.5) Y ava i == = -
Anaphylactic reactions 0 1(1.5) L/ 7’: E '% 7;\ E %$§Q ‘j: E"yg\ &b 73\ 75\ - 7’:
Appendicitis 0 1(1.5)
Deep vein thrombosis 0 1(1.5)
Diverticulitis 0 1(1.5)
Femoral neck fracture 0 1(1.5)
Fibroadenomatoid mastopathy 0 1(L5)
Gout 0 1(1.5)
Hyponatremia 0 1(1.5)
Pulmonary atypical adenomatous hyperplasia 0 1(1.5)
Pulmonary embolism 0 1(1.5)
Acute Kidney injury 1(1.5) 0
Epistaxis 1(15) 0
Coronary artery stenosis 1(1.5) 0
Diabetes mellitus 1(LS) 0
Hepatic function abnormal 1(1.5) 0
Sinus disorder 1(1L5) 0

COVID-19, coronavirus disease 2019; SAE, serious adverse avent,



Limitation
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