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Benralizumab & Mepolizumab
Benralizumab: 7 7> 7® Mepolizumab: X —H F®

[Biomed Res Int. 2018:2018:4839230.] [Drug Des Devel Ther. 2017:11:3137-3144.]
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Dupilumab for relapsing or refractory sinonasal and/

-
or asthma manifestations in eosinophilic Du Pl lumab retro (2023) DpImEle
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Benralizumab for eosinophilic granulomatosis Benralizumab retro (2023)
with polyangiitis French Vasculitis Study Group [Ann Rheum Dis. 2023:82(12):1580-86.]
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OGC could be tapered in patients who
achieved BVAS = 0 after 4 weeks of treatment
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Characteristic
Age—yr
Median (range)
Female sex — no. (%)
Region — no. (%)
North America
Japan
Rest of the world
EGPA disease type — no. (%)
Relapsing
Refractory
Relapsing and refractory
Time since diagnosis of EGPA —yr
Range
ANCA-positive status — no. (%)
At screeningf
At screening or historic
Blood eosinophil count/uli
Median (range)
EGPA disease characteristics — no. (%6)
Asthma
Blood eosinophilia

Biopsy evidence of eosinophilic vasculitis
inflammation§

Neuropathy§
Nonfixed pulmonary infiltrates
Sinonasal abnormality
Cardiomyopathy|
Glomerulonephritis
Palpable purpura

Dose of oral glucocorticoid — mg/day#**
Median (range)

Oral glucocorticoid dose stratum — no. (36)%*
=12 mg/day
<12 mg/day

Nonoral glucocorticoid immunosuppressive
therapy — no. (%)

Azathioprine

Methotrexate

Mycophenolate mofetil

Methotrexate sodium

Hydroxychloroquine
BVASTT

Benralzumab
(N=70)

52.0:13.9
55.0 (20-76)
45 (64)

16 (23)
4(6)
50 (71)

45 (64)
42 (60)
18 (26)
5.39:5.38
0.6-24.0

7 (10)
18 (26)
306.0:225.0
240 (30-920)

70 (100)
70 (100)
20 (29)

38 (54)
49 (70)
63 (90)
17 (24)
4(6)
7 (10)
11.09+4.58

10.0 (5.0-30.0)

18 (26)
52 (74)
26 (37)

15 (21)
7 (10)
4(6)
1(1)

0
23+35

Mepolizumab
(N=70)

527+14.4
55.0 (19-79)
39 (56)

16 (23)
4(6)
50 (71)

43 (69)
42 (60)
20 (29)
4.93:5.92
0.1-38.0

7 (10)
22 31)
384.9:563.6
225 (0-3830)

70 (100)
70 (100)
33 (47)

45 (64)
43 (61)
66 (94)
13 (19)

2(3)
10 (14)
10.95:5.88

10.0 (7.5-40.0)

14 (20)
56 (80)
24 (34)

13 (19)
5()
3(4)
1(1)
1(1)
1.9:2.9

Total
(N=140)

5231141
55.0 (19-79)
84 (60)

32 (23)
8 (6)
100 (71)

93 (66)
84 (60)
38 (27)

5.16+5.64
0.1-38.0

14 (10)
40 (29)
345.4:429.4
230 (0-3830)

140 (100)
140 (100)
53 (38)

83 (59)
92 (66)
129 (92)
30 (21)
6(4)
17 (12)
11.02+5.25
10.0 (5.0-40.0)

32 (23)
108 (77)
50 (36)

28 (20)

12 (9)
7(5)
2(1)
1(1)

21:3.2




Primary end point: 3638 & 438 D & ##%

Table 2. Primary and Secondary Outcomes.

Benralizumab Mepolizumab Difference or
End Point (N=70) (N=70) Odds Ratio (95% Cl)
Primary end point: remission at weeks 36 and 48 59 56 3 (-13to 18) i

— adjusted % of patients

« Benralizumab#f: 59% (adjusted %)
« Mepolizumab£f: 56% (adjusted %)
« MBEFZE3% (95%Cl. -13~18), P=0.73

 BenralizumabliMepolizumabiZX$ L TIHELED RIS -,
(BRI GED - T)




Secondary end point: FBFA

Benralizumab Mepolizumab Difference or

End Point (N=70) (N=70) Odds Ratio (95% Cl)
Accrued duration of remission — no. (%) 1.36 (0.75 to 2.48)§
0wk 9 (13) 15 (21)
0 to <12 wk 12 (17) 10 (14)
12 to <24 wk 8 (11) 8 (11)
24 to <36 wk 21 (30) 19 (27)
=36 wk 20 (29) 18 (26)

e Benralizumab#t: 30% (21/70) THEIA
« Mepolizumab#%: 30% (21/70) TH¥X HR 0.98 [95%CI. 0.53-1.82]

e BIAT COEMIZMELCRIZFEZ - 7-.




Relapse

i no. of patients/total no.

2 = (%)

2 27;8: Benralizumab 21/70 (30)

4 Mepolizumab 21/70 (30)

Ly

5 5o- Hazard ratio, 0.98 (95% Cl, 0.53—1.82)
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e Benralizumab#f: 30% (21/70) THWA
« Mepolizumab#%: 30% (21/70) TH¥X HR 0.98 [95%CI. 0.53-1.82]
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Secondary end point: 48-b248 D~

LGCE

Benralizumab
End Point (N=70)

Mean daily dose of oral glucocorticoid during weeks
48 through 52 — no. (%)Y

0 mg 29 (41)
>0 to =4 mg 20 (29)
>4 to <7.5 mg 14 (20)
>7.5 mg 7 (10)

N—=—X74>DGC

Mepolizumab
Odds Ratio (95% Cl)

Difference or

1.42 (0.77 to 2.62)§

« Benralizumab®t 11.09+4.58 mg, Mepolizumabzf 10.95+5.88 mg

48-52;ADGC=

e Benralizumab®f 2.98 +3.76 mg, Mepolizumab®f 3.43+4.12 mg



Secondary end point: GCD s =K

Benralizumab Mepolizumab Difference or
End Point (N=70) (N=70) Odds Ratio (95% Cl)
Reduction in oral glucocorticoid dose — adjusted %
of patients¥
=50% reduction 86 74 12 (-1 to 25) %
100% reduction 41 26 16 (1to 31)%

Wi EdH 0% = FE
e Benralizumab#t 86%, Mepolizumab®f 74% (Z 12% [-1~25])
e DI EBHTOBULEDEENGCEZLONU ERETE 7.

GCrh b=
e Benralizumab#t 41%, Mepolizumab#f 26% (& 16% [1~31])
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BL1 4 8 12 16 20 2425 28 32 36 40 44 48 52
, 0)
Sample size Study week ( 9 O A)
at timepoint
- Benralizumab30mg 63 68 67 65 63 64 5656 62 61 ©68 64 65 64 62 |§:_|-_\ % /2\ fc‘\ é_’_ > .

Mepolizumab300mg 66 63 67 64 65 66 5160 64 66 65 64 59 60 65



At, SAE

AE
« Benralizumab#f 90%
e Mepolizumab®f 96% (BEEZ7% L)

SAE
« Benralizumab#f 6%
« Mepolizumab®f 13% (BEZ7% L)

c FETHIZMAEE B 74 L

Table 3. Adverse Events during the Double-Blind Phase.*

Benralizumab
Event (N=70)

Mepolizumab
(N=70)

no. of patients (%)

Any adverse event 63 (90) 67 (96)
Most common adverse events
Covid-19 15 (21) 19 (27)
Headache 12 (17) 11 (16)
Arthralgia 12 (17) 8 (11)
Nasopharyngitis 6 (9) 10 (14)
Sinusitis 5 (7) 8 (11)
Any serious adverse event 4 (6) 9 (13)
Serious adverse events
Covid-19 1(1) 1(1)
Appendicitis 0 1(1)
Bronchitis 1(1) 0
Urinary tract infection 0 1(1)
Wound infection 0 1(1)
Cholangitis 0 1(1)
Eosinophilic hepatic infiltration 0 1(1)
Prostate cancer 0 2 (3)
Peripheral neuropathy 1(1) 0
Syncope 1(1) 0
Acute respiratory failure 0 1(1)
Any adverse event leading to 0 2(3)
discontinuation of treatment
Adverse events leading to
discontinuation
Prostate cancer 2 (3)
Any adverse event with outcome of 0

death




Discussion

« B/ BEETIEDEGPAD36E L 4B D EREE A IZH W T,
Benralizumab?'™Mepolizumab(ZXt L TIELHE LRI T
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_imitation
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