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Introduction

e Phase 3, RCT
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Method: Design & Randomisation

B Design

7 H A > @ phase 3, multicentre, randomised, double-blind, placebo-controlled study
HAM : Mar, 2018~July, 2021

20 : globally, 7T15E:%

Founding : GSK

B Randomisation and masking

- 1:2:1127 > &% Lfk; BEL/PBO, BEL/RTX, BEL/ST

e XU —=—> 2 DOSLEDAI-2K score (<9 or =10), &g Zo@FER (H Y /5 L), BLO
GCEEE(FL F=v v#E <10 or >10 mg/H) TERIL.



Method: Procedurers
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Belimumab SC 200 mg/week + placebo IV rituximab-matched (N=50)

Dose belmumad every wosk ((e., every 7 days ) hough week 51

Observational phase

[ 1 l l

Belimumab SC 200 mg/week + rituximab IV 1000 mg (N=100)

Dose belmumat) every wesk (Le every 7 days | hiough week 51

Observational phase

I I

Belimumab SC 200 mg'week + SoC (N=50)

Dase bolrmumab every week (i a  every 7 days) firough week 103

HE2wik 5 L, Aw & 6wiZPBO%iv

(2) BEL/RTX%f: BEL sq 200 mg/#B% 52wk 5 L, 4w &L 6wWICRTX 1gz k5

BEL& RTXDEF#H 574 L
(HCQ, PSL=5mgl$7])

(3) BEL/ST(standard therapy)&%: 3E§#BEL sq 200mg 104w £ U ST [exploratory reference]



Method: Concomitant medications
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Method: Inclusion and Exclusion Criteria

W [nclusion Criteria W Exclusion Criteria
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Method: Outcomes

Istid, 2w THREMFIZEZFERAE S, 7L F =V »HE<5mg/H, SLEDAI-2K<?2
ZER LTZEEDES

2nd |3, 64w & 104w THREMHIEZ(FEREY, 7L F= YV V30 mg/H,
clinical SLEDAI-2K 0% ZEpK L 7-E2E D EE&

BDEE 7 L 7 TORMIE, 104w x Thmodefied SLE flare index(SFI).
Biomarker endpoints : 1gG, ds-DNA, @E&nZ 1t

Safety endpoints . adverse events



Method: Statistical analysis

HiEH v I A X THBH280 A%, BEL/PBOEEE BEL/RTXEE(1:25 > & LAb)
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Result: Characteristics

- BEL/PBO, n=72
« BEL/RTX, n=144
« BEL/ST, n=76

Moverall Fn: 40.55%
ANf&E: 77 13.4%
TEyREAR; 7.2
SLEDAI-2K:; 10.3, =12; 31.5%
GCs dose; 10mg
HCQ; 79.8%
Sz NHEE; 50.7%



Result: Efficacy

e 1st: 52w TDPSL=5mg and SLEDAI-2K=2 without |S =-— EHISEL
BEL/PBO 16.7% vs BEL/RTX 19.4%, = 2.78%, OR 1.27, p=0.5342

o 2nd: 104w T@DPSL off and cSLEDAI=0 without IS =~ —————— 5 E5EL L
BEL/PBO 6.9% vs BEL/RTX 11.1%, #= 4.17%, OR 1.64, p=0.3613

S o RN ;E\
-%:l//l\_z\/ I\@I
non-response at Weeks 52 and 104 (mITT population’, N=263)

BEL/RTX& T, SLEDA-2KD RIEX°IS & GCsIUANDEEIE A DER H % L BECERG | BELETR | RELEE

‘Disease control non-responders at Week 60 (83.3) 116 (80.6)7 ©35(745)

Table S2. Disposition of disease control* based on IBA assessment by first reason for

52, n (%)
. . : . N
Table 2 Summary of primary and major secondary efficacy endpoints, based on IBA assessment (mITT population,* N=263) First reason for disease control non-response at Week 52, n (%)
Observed te, n (% BEL/RTX versus BEL/PBO .
ceciiihi sl i1 i SLEDAI-2K score >2 28(38.9) | 50(34.7) | 14(29.8)
Open-label BEL/ST Observed treatment —
Blinded BEL/PBO Blinded BEL/RTX reference arm’ difference Treatment failure due to average 15 (20.8) 22(15.3) 10 (21.3)
(n=72) (n=144) (n=47) (%) OR (95%Cl)* P value’ prednisone-equivalent dose >5 mg/day
Primary endpoint Study discontinuation® 7(9.7) 14 (9.7) 4 (8.5)
Disease control® at week 52 12 (16.7) 28 (19.4) 12 (25.5) 2.78 1.27 (0.60 t0 2.71) 0.5342
— v N Fa o s [}
Major sacondary endpaitts Trwtmum failure due to 7(9.7) 13 (9.0) 3(6.4)
Clinical remission® at week 64 4(5.6) 9(6.3) 5(10.6) 0.69 112(033103.78) 0.8582 i nl A
Disease control® at week 104 5 (6.9) 16 (11.1) 10(21.3) 417 1.64 (0.57 to 4.72) 03613 Treatment failure due to other 2(2.8) 13 (9.0) 2(4.3)

medication’

k B E L/ST a) 7'5- bi‘ﬁk%ﬁ 75{‘& L \ ~ SLEDAI-2K score missing 1(14) | 428 T 2(43)




Result: Efficacy

e 2dwH 104w E TITEZEA OV
f—IlEINTWEEFITITEAL
W7 UWV(BEL/RTXEE 6.3%)

e 2A0wH 5104w E TICEEFRPBR %
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Table S3. Time to disease control or clinical remission*, based on PI assessment (mITT population', N=263)

BEL/RTX vs BEL/PBO

remission)

BEL/PBO BEL/RTX BEL/ST:
0,
(n=72) (n=144) (n=47) HRC(;;S % p-value®
Disease control sustained for at least 24 weeks and maintained through to Week 104
Patients achieving disease control, 3(4.2) 9(6.3) 5(10.6)
n (oﬁ))
Median (IQR) days to disease 337.0 169.0 253.0 1.55 (0.42, 0.5127
5.78

control (141.0, | (114.0,448.0) | (184.0,363.0) 3.78)
(among patients achieving disease 512.0)
control)
Clinical remission sustained for at least 24 weeks and maintained through to Week 104
Patients achieving clinical 2(2.8) 3(2.1) 2(4.3)
remission, n (%)
Median (IQR) days to clinical 212.5 283.0 353.5 0.83 (0.14, 0.8436
remission (88.0, (171.0, 337.0) | (342.0, 365.0) 3.05)
(among patients achieving clinical 337.0)




Result: Efficacy

52w TdDsubgroupfi#t
o« RNR—X T VDT R s

.
L \ Overall
s v 2l ~ = ! o~ e .
N\ E (144 %5 72) —i— 1-27 (060, 2:71) 0-5342
IO\ /T d\ Age group 1
65 years (140 vs 71) rolmm 1-38 (0-63, 3-00) 0.4229
65 years (4 vs 1) ! { )
Race 1
Black African ancestry (22 vs 22) b 1 . 2-22 (0-33, 14-80) 0-4087
> —_ S 3 > > Non-Black African ancestry (122 vs $0) r—*—c 1-02 (0-44,237) 09563
PY /\ —_— 2 7 / E R \ sas
— ] Female (129 vs 66) >—P—4 1-22(0-55,270) 06319
Male (15 vs 6) k = i 1-73(0-14, 21-07) 0-6673
1 O 1
S § i Baseline SLEDAL 2K score ;
)_IJ S J-I_J > =9 (62 v5 35) —-—— 0-80 (0-31,2-04) 06400
- 10(82 vs37) 346 (073, 16-45) 01179

Baseline immunosuppressant use

-
% 1
\Y \ Use (73 vs 37) —— 111 (040, 3-05) 0-8390
SLEDA|_2K21O Z\ i’ J%/D\ Noa-use (71 vs 35) i 1-61 (0:30, 5-15) u::s:
1
——

Baseline corticosteroid dose

N N = 10 mg/dsy (100 vs 57) 117 (050, 2 73) 07163
: / D } l/ |$ - ~10 mg/day (38 vs 15) ' —. 4 203 (032, 12-68) 04494
— Bascline C3/C4 levels 1

=1 low C3/C4 (71 vs 31) —L = 4 2-58 (0-50, 13-22) 0-2552
_ N N No low C3/C4 (73 vs 41) |—*—| 107 (0-44,2.62) 08784

c - B E |_ R —|— X O) \ R \ Baseline anti dsDNA antibody levels '
Positive (=30 IUAnl) (95 vs 44) |I—.—1 2.65(0-83. B-47) 0-0998
1 Negative (<30 [U/nl) (49 ws 28) I—.l—l 0-57(0-19, 1-73) 0-3228

— L \ tE Baseline C. 4 and anti dsI antibody levels 1
IE] S D . =1 low C3/C4 and anti-dsDNA antibody levels 230 IU/ml (62 vs 27) — = 4 4-93 (0-58. 41-92) 0-1439
Not (=1 low C3/C4 and anti-<isDNA antibody levels =30 IUAnI) (82 vs 45) —— 0-92 (0-39, 2-19) 0-8591

Baseline BLYS (free) protein ]
<75% percentile {107 ¥s 48) —tr 139 (0-59, 0.4535
75" percentile (34 vs 22) o -+ 4 068 (0 0-7103

Country region ]
USA/Canada (54 vs 33) — . 1-17 (0-30, 4-65) 0.8216
Etsrope (34 } - ! { 057 (0:09. 3-45) 05419
Rest of )——l—.—q 193 (060, 6-16) 02677

r T t T 1
001 01 1 10 100

OR (95% C1) for BEL/RTX vs BEL/PBO



Result: Efficacy

e SLEDAI-2KIZMETIETL,
BEL/RTXEE D AHAEEICKE FD
(FAEE= -1.6, p=0.0003)

o LLDASERICZEIF7 0N,
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Result: Safety
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Discussion

BLISS-BELIEVE L, JEEN4ESLEICRTX & BELAZ A, RIRFIC R HIH] 2R D g 75
hE & GCsOETRI L, FDIFERERE L CEE DV k El—/l/é: aEP IR OB
HRBELE-BYO T >R LMUEERES.

BEL/RTXIZ, BEL/PBOC\_’_HZE)(LT EEOY FO—IILZxER L -EESIXRIEE T
HY, TEFMEBBEIZZERTEAH -7,

DR TIL, EEMESLED16.7%~19.4% TR BEIMHIEE L EAEGCsZ: L TERE
7 = —11/7& ETE DA[EEMEDNTRE E N

E2MBHER(BEAT-LUPUS) & 1, T 4 v (REIIFIEOHFAR]), IR, BEER
BMERLENEL > TH Y ERICITFENNE.




Discussion

« BELIR5 D16 BEILIAICT A —7Bfifa &R L, lBIRA D X £ U —Bififlgh 2k
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B [ imitation
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IXERET SN THE BT, BFELA L CIKREMRZIZENRT A2 EWHAEDOBEICENET
3)’)7‘*.

« 77 NALDOFMIZ, binaryFHEHDSLEDAI-2KZ A L, SRI4BILAG TEEAM L 7= D o
RENFEEBRTE R0,




	スライド 1
	スライド 2
	スライド 3
	スライド 4
	スライド 5
	スライド 6
	スライド 7
	スライド 8
	スライド 9
	スライド 10
	スライド 11
	スライド 12
	スライド 13
	スライド 14
	スライド 15
	スライド 16
	スライド 17
	スライド 18
	スライド 19
	スライド 20
	スライド 21
	スライド 22

