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 Effector cell E@FcyRII ~Daffinityh m&®d o TFH Y, ADCC (antibody-
dependent cellular cytotoxicity) JEIEAY L ) 5E LY.

e Type | F1CD20HiA & V) CDC (complement-dependent
cytotoxicity) MRKIFE HMELY.
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FcyRIIb activation Malignant B cell No FeyRIIb activation

CD20 internalization No CD20 internalization
[mAbs 2013; 5(1): 22-33.]
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« Double-blind, %#:%(155H), phase 3 RCT (p2=NOBILITY)
e LN Class II/IV (£V) (n=271) #1:1 T > & LAt
- Placebo®f (n136)

Complete Renal Response

Adjusted difference, 13.4 percentage points
(95% Cl, 2.0 to 24.8); P=0.02
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: - Obinutuzumab®# (n135): d1/w2, w24/26, w52 (—#B+50w) (C1g
b 331 - A 2FIMMF(2-2.5¢)+GC, 12w PSL 7.5mg, 24w 5mg B1Z
i ] - « FEFMIEHR : 76w CRR [UPCR<0.5, eGFR>BL85%, rescue/failure-]
° Obinutzumab - Placcbo » 76w CRR: OBZ 46.4% vs PC 33.1% (p=0.02)
- GCREEM TCRR: OBZ 42.7% vs PC 30.9% (p=0.04)
. Serious Adverse Events « UPCR<O0.3: OBZ 55.5% vs PC 41.9% (p=0.04)
£ « Subgroupf#T : UPCR>3, LN classlV, V&4 EHAD TERY
5 0] « BififaBRE @ 76w £ T95.1% TR B &
£ 152 o TEVEIE, BERIE % B ZOBZIFAED % U (SAE 32.4% vs 18.2%,
& ] Grade = 3% 15.4% vs 6.8%)

Obinutuzumab Placebo

+ 2025/10 FDAA W =T RBRICH T 5 8EE & L TEF



ALLEGORY:EE: : BT 1 >~
e« Phase 3 —E§m1t ZiERER 7 X L1t 77 REEEAEE (1440 FH)

o I/ IR — T RBE XK EBH LR UVEENE R ASLEEZE (SLEDAI-
2k =8, BILAG A =1 or B =2). 3034, 1:12] ) { |F

@-Obinutuzumab 1000mg 1H, 28, 248, 2638 B |- =5t
‘M(Eﬁ—/l:lfé

 Placebo 18, 2.8, 2458, 2688 (2 5@ 151
‘M@Jg—l—/lﬂfé

« Primary end point : 528 DSRI-4 response

« Secondary end point : BICLA response, SRI-6, BILAG flare,
PSL<7.5mgXxR, M)ET — X ##%, Bl i8R, ©&
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« 18~T757%
« ACR/EULAR 2019 »¥a5 4

« SLEDAI-2K =8 7D
« BILAG A =1o0orB =2

Mm;E% factive (\LWF N H)
ANA =80x

anti-dsDNA =100 IU/mL
anti-Sm =100 AU/mL
{4 (C3, C4, CH50)

« 6N ALUNDOEER TClasslll/IV/V
« UPCR =3.5
e eGFR<30

[
E  SEFIMEF /2 ITAEELCNS lupus

« &HIE : MCTD, SSc, EEAPS
« 9B LA : anti-CD20/CD19/a%&

« 2B LA 1 CY, Tac, CyA, Voc, JAKI,
+ ¥ H9ELHF (BEL, ANF, UST, SEC, Atacicept)
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Primary end point End of study
SRI-4 at week 52

Blinded treatment
Obinutuzumab (n = 151) - Open-label treatment*
0 2 24 26 :
- A A A A 54 56 78 104 '
Screening 1:1 : ! Methylprednisolone B + + ':‘ ':i' :
b B0 mg IV doses | ! [ |
vy Yv '
Placebo (n = 152) _ Study follow-up' L )
A A AA
Week o 2 24 26
Obinutuzumab infusion 1000 mg ¢ 3 \/ Q\\_/A'fb Lj:, J/)(—FC:%/)\\L\TE}D]IJ{K é 7ha7LC
Placebo infusion
A . BLEE®D SLEDAI-2k (<12 or =12)

- BLESD PSLE (<10mg or =10mg)
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« GClZObinutuzumabOMNE %= T 7= ICx/N=EIZT 5 (PSL=5mg).
Study Visit Dose of Oral Prednisone or Equivalent
Day 1= 10 20 30 40 50
Week 23 7.5 15 25 30 40
Week 4 7.5 15 20 25 30
Week 8 7.5 10 15 20 20
Week 12 5 10 10 15 15
Week 16 5 75 7.5 10 10
Week 20 9 7.5 7.5 7.5 7.5
Weeks 24-52 9 3] 5 5 5

3 Methylprednisolone 80 mg IV will be administered as premedication for infusions on Day 1 and
Weeks 2, 24 and 26, and is expected to support OCS tapering.

e HCOF L O iN&IZ (AZA, MMF, MTX) 1ZRX 27 U —=> 7 12881H 5
FHIEIN, SBREIILZTEHEDHELDH 5.

« 12BEB £ TIXEIRICIG U TEBERIEESSD, B2 B X TldEBE X TE L,
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Obinutuzumab Placebo
Characteristic [N=151) (N=152)
Age —yr 41.1+12.3 41.4+12.6
Female sex — no. (%) 135 (92.1) 135 (88.8)
Race or ethnic group — no. (38} T
Ammerican Indian or Alaska Mative 44 (29.1) 42 (27.8)
Asian 4(2.6) 2 (1.3)
Black 22 (14.6) 25 (16.4)
Mative Hawaiian or other Pacific Islander 0 1(0.7)
White 64 (42.4) 62 (40.8)
Multiple 7 (4.6) 11 {7.2)
Unknown or not reported 10 (6.6) 9 (5.9
Hispanic or Latino ethnic group — no. (%) 75 (49.7) 86 (56.6)
SLEDAI-ZKT
Mean global score 13.1+4.4 13.2+4.0
Score of =12 — no. (3)] o8 (64.9) 99 (65.1)
BILAG-2004 domain A or B score— no. (369
Constitutional 4 (2.8) 4 (2.8)
Mucocutaneous 135 (B9.4) 145 (95.4)
Meurcpsychiatric 2 (1.3) 1 (0.7)
Musculoskeletal 139 [92.1) 144 (94.7)
Cardiorespiratory 7 [4.8) 7 (4.8)
Gastrointestinal 2 (1.3) 0
Ophthalmic ] 0
Renal 16 (10.6) 22 (14.5)
Hematologic ] 2(L3)
PGA score| 1.9+0.4 1.9+0.4
Baseline treatment for SLE
Antimalarial: hydroxychleroguine, chloroquine, or quinacrine 121 (80.1) 124 (31.6)
— no. (%)
Conventional immunosuppressant — no. (36) 107 (70.9) 102 (67.1)

Azathioprine — no. ftotal no. (%)
Methotrexate — no ftotal no. (36)
Mycophenolate mofetil or mycophenclic acid — no.ftotal no. [3€)

Prednisone (or equivalent) dose of 210 mg/day — no. {3)

40/107 (37.4)

32/107 (29.9)

34/107 (31.8)
86 (57.0)

26/102 (25.5)

28/102 (27.5)

447102 (43.1)
85 (55.9)

« 303%

Obinutuzumab:
Placebo:

o I FR: 415K
« 2% 90.4%
« 41.6%H H A

D HF1EN

Bk 117 > X LB

1514
1524

« SLEDAI-2K: 13.1 (& &&4%)

- PGA: 1.9
K8

BRI
+ OBZ/PCEERI THEAIS 4191,
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Table 2. Results for Primary and Secendary Efficacy End Points (Intention-to-Treat Population).

Adjusted Difference

Obinutuzumab Placebo or Hazard Ratio
End Point (N=151)* (N=152)= (95% CI)= P Valuej
Primary end point: SRI-4 response at wk 52 76.7 (69.8-83.5) 53.5 (45.3-61.6) 23.1 (12.5-33.6) <(0.001
(959 C1) — %61
Supplementary treatment policy analysisY 85.4 (79.6-91.2) 68.5 (60.7-76.3) 16.8 (7.1-26.4) =0.001
Key secondary end points3:
BICLA response at wk 52 (95% CI) — % 62.0 (54.2-69.3) 401 (32.1-481) 21.9 (10.8-32.9) <0.001
Reduction in glucocorticoid dose to =7.5 mg/ 80.0 (71.5-282.5) 54.1 (43.5-64.7) 30.2 (15.3-45.1) <0.001
day, sustained from wk 40 to wk 52
(95% CI) — 96w
SRI-4 response at wk 40, sustained to wk 52 72.0 (64.6-79.3) 46.4 (38.3-54.8) 25.4 (14.6-36.2) =0.001
(95% CI) — %+
SRI-6 response at wk 52 (95% Cl) — %3 68.9 (61.4-76.5) 38.9 (31.0-46.9) 30.0 (19.2-40.7) <0.001
Median time to first BILAG flare through Could not be 52.3 0.58 (0.40-0.82) 0.002
wh 52 — whki] estimated
Additional secondary end pointsYY
DORIS response at whk 52 — 35 338 13.8 15.9 (10.6-29.2)
LLDAS at wk 52 — Sg##= 57.6 25.0 32.6 (22.343.0)

e 5728 SRI-4 (TEHHIEH) :
76.7% [69.8-83.5]

H3.5% [45.3-61.6]
P < 0.001

« 2 TCORIXRFHIIER ICH W T
ObinutuzumabZEAMEAL T ULV T-.

Obinutuzumab
Placebo

« 5258 BICLA response
« 40-52:BDPSL<7.5mg
« 52:8 SRI-6

- BILAGEM £ COHRE

« DORISE#%: 33.8% vs 13.8%
« LLDAS: 57.6% vs 25.0%
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Obinutuzumab Placebao
(n=151) (n=152) djusted
Total Responders Responders Difference Placebo Obinutuzumab

Baseline Risk Factors n n (%) n () (%) 95% C1 favors favors
All patients 303 151 Jo.7 152 53.5 231 {12.52 to 33.53) I—I—|I
SLEDAI-2K at screening :

=12 218 106 74.5 112 51.6 235 10 9810 36.09 |—|-—|

<12 85 45 81.7 40 588 271 (8 4510 45.84 ——
Oral corticosteroids at baseline :

= ll:llmgfday 170 85 J7.7 85 54.5 224 82.45t0 36.44 I—I|—|

<10mg/day 133 €66 753 67 521 224 6.481t0 38.40 ——
Race :

Black 47 22 66.7 25 43.6 190 (8.40to46.42 : I

Non-Black 256 129 78.4 127 554 230 (11 721034.35 —_
Ethnicity :

Hispanic or Latino 161 75 86.8 386 556 323 (18 7910 45.86 ——a—

Mot Hispanic or Latino 138 73 66.7 65 51.5 144 1 77103049 e
Immunosuppressants at baseline :

Received 209 107 77.5 102 539 237 (11.061t036.26 ——

Motreceived 94 44 747 50 526 208 (1 90to 39.67 —a—
UPCR at baseline :

EU.ngg 45 18 833 27 42.0 47 3 22 03to 72.59 |:—-—|

<0.5gfg 258 133 75.8 125 55.9 201 (8 59t0 31.56 f— —
C3level at baseline :

Normal:ED.ggﬂ 130 €4 726 66 595 14.2 —2 25t0 3056 I-—'—:—I

Low:<0.93f| 172 87 79.6 85 48.4 315 {1? B8lto 4516 —_—
CA4 level at baseline :

MNormal:=0.1 gfl 156 £4 753 72 57.3 176 (2 76to 3251 I—I—:—|

LUW:<U.lgf| 147 &7 78.3 80 50.0 287 {13 38to43.47 -
CH50 level at baseline :

Normal; =79 Ufml 65 36 71.8 29 59.7 12.3 -11 4310 35.98 |——-:—|

Low:<79 Ufml 238 115 78.2 123 52.0 252 {13 371037.12 ——
Anti-dsDMNA atbaseline :

Positive: =100 KUﬂ 167 86 804 81 49.6 294 15 2010 43.69 |—:-—|

Negative:{lUOKU,f’I 135 65 1.7 70 58.7 138 ( 2.2210 2992 H—a—

T LI I I I
20 0 20 40 80 80

S ERENED EE
(SLEDAI-2K =12, PSL
=10mg, FidsDNAHL{A=100)
ey 7 TIL— T T,
PEROFEREE L T
Obinutuzumab® B4 A
RENTWS.



BILAG Flare & S|

a Flare

Percentage of Patients Who
Have Not Had

A Time to First BILAG Flare
100+
il
20+
70
50_
50
40
30
20
1o

0=

P=0.002 by log-rank test

BILAG Flare cFIRFK

T T T
4 g 12 E ECI 2 25 11 36 Cl 4 5 52

‘Waeks

150 148 143 134 131 125 116 115 110 105 100 1oo 95
143 143 134 119 109 k) 91 E5 i3 83 T8 71 71

Mean Obsewed Score

4

124

ILE

W R M

\_T_
S

SLEDAI-2K

T T T T T T T T T T
16 20 24 23 32 36 40 44 48 52
‘Woeks

T T T
4 B 12

146 145 145 146 146 139 139 139 144 144 141 140 143
150 145 146 141 139 136 123 139 135 134 132 134 132

DAI-2K D ¥

e PlaceboZf TIE52:8 £ TIZBILAGDIE
FAHBDT- (33.8% vs 48.7%, p=0.002).

. SLEDAI—2K7\ AT HETL, 28B7H 5
B TRRDODEEN R S N7z
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A Normalization of €3 Complement Levels in Patients with Abnormal Baseline Values [<0.9 g/liter)

Percentage of Patients

100 ~lh 11 3z

507 C3IE'%1I$$ Obinutuzumab
Go-

¢ Ji SI lll llE- Ilﬂ 1|4 EIE BII 3|£~ 4ID =|41 4IS Sll

‘Wooks

B Mormalization of C4 Complement Levels in Patients with Abnormal Baseline Values (<0.1 gfliter)

Percertage of Patients

100

20—

G-

40

20+

0

CAIEE(LR

_|_ OI_:i_'lnutuzun_'ll_ab
_|_
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12 16 0 24 73

b4 40 44 48 52
‘Waaks

C Normalization of Anti-dsDNA Antibody Levels in Patients with Abnormal Basaline Values (=100 1U/ml)

Percentage of Patients

Loo—

anti-dsDNA AbIE {2

Obinutuzumab

a1
T T T T T
48 52

T T T
4 g 12 16 20 4 28 32 35 40 24

Figure $4. Longitudinal Assessment of IgG Levels.

17 :
Placebo
16 _ _
S
—_
v 15- N ®
2 J
> 14
&
c
3
E
E 13-
Ll 1gG
T T T T T
0 12 24 36 52
Weels
Obinutuzumab
n 145 148 144 145 142
Mean 15.65 13.82 12.97 12.69 12.33
Placebo
n 146 145 132 126 124
Mean 15.32 14.94 14.99 14.89 15.79

e C3, C4, yidsDNAF{&IZObinutuzumab
FHCLY EFELT AERmMD A ONT-.

¢« lgGIIMAE L B IEREE

AN THEFRF S NLc.
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B Obinutuzumab [ Placebo
98.5 993 92.0 04 4 a7 2

D Patients with B-Cell Depletion

100 92.2

Percentage of Patients
.
'F'

12 24 36 32

Weeks
Mo. of Patients 151 151 136 143 144 147 146 139 143 116 142 133 141 130

- B#if2 578 (CD19B MBI <10/ul) L7-E2F DR EDHE.
« Obinutuzumab¥* 528 B ©98.5% M =& Bt 83 5.
« B2 EB OB SRR A& L T, 92.2% M £ TR B A M X 7=,
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Table 3. Adverse Events through Week 52 (Safety Population).*

Obinutuzumab Placebo
Event (N=151) (N=151)
Any adverse event — no. (%) 134 (88.7) 123 (81.5)
Total no. of adverse events 568 468
Any serious adverse event — no. (%) 24 (15.9) 18 (11.9)
Deaths — no. (%) 1(0.7) 3 (2.0
Adverse event leading to withdrawal from trial — no. (%) 1(0.7) 2 (1.3)
Adverse event of grade 3 or higher — no. (%) 25 (16.6) 21 (13.9)
Infection — no. (%) 103 (68.2) 82 (54.3)
Infection as a serious adverse event — no. (%) 13 (8.6) 7 (4.6)
Adverse event with fatal outcome — no. (%) 1(0.7) 5 (3.3)
Adverse event leading to discontinuation of obinutuzumab or placebo — no. (%) 6 (4.0) 6 (4.0)
Serious adverse event leading to discontinuation of obinutuzumab or placebo — no. (%) 3 (2.0) 3 (2.0)
Infusion-related reaction — no. (%) 18 (11.9) 5 (3.3)
Infection of grade 3 or higher — no. (%) 11 (7.3) 7 (4.6)
Any hepatitis B reactivation or progressive multifocal leukoencephalopathy — no. (%) 0 0
Drug-related neutropenia — no. (%) 7 (4.6) 3 (2.0)
Drug-related thrombocytopenia — no. (%) 0 0
Gastrointestinal perforation — no. (%) 0 1(0.7)
Worsening of preexisting cardiac condition — no. (%) 0 0
Potential drug-induced liver failure meeting Hy's law criteria — no. (%) 0 1(0.7)
Suspected transmission of an infectious agent by obinutuzumab or placebo — no. (%) 0 0

BHEZESR . OBZAZ W
Obinutuzumab 88.7%
Placebo 81.5%

SAE
Obinutuzumab 15.9%
Placebo 11.9%

SAE (BfE) © OBZA & W
Obinutuzumab 8.6%
Placebo 4.6%

LT -
Obinutuzumab 1#
Placebo 3%

OBZIL R f“@fﬁéiib
SWHEER]EE T, BEAI D
profile & —E L T L 7=,

dhnl
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° OBZ—F;IRT—I—/D% ::t 7 7’E/—J_+7|§T—I—/DE#KJ:K$XL/T52LH £@SR|-4EW$%Q%C:E&%
L, BICLA, SRI-6, BILAG flarez &L FEEIXRFFHMIER CHEHEEZ R L 7-.

* DORISE# - LLDASH OBZEF DO AN L Y mWMBERID B - 7-.

s REAFRDOR—X T A4V OEREFENENMBORAKRL Y SHh -7-ICHEH 5T, SRI-4ERK
DEEEIT23% EREL, BERNEZRODSWVWIREETH - 7-.

e« RTXORCT (SLE®LNZXI5R) sHER D post hocf# T TlE, KRB A R BETE /A
TOFIRENENTHh > 7. TNIE, TED CD19 CAR-TEEOESWEMNEELEEST 5.

e OBZIZAEN DIFHc A BHEE B A ZER L TH Y, FEWBHEBREASLEDH|EICEE
THHTENTEINT. TR TlIE, OBZIZEZ ICHEBABMIE S (TIXTDICHET
HZEDREINTWS

« BEEH L OEABKIGIZOBZEE TEL 2 7T-H 00, ZeW 707 7 A L IZBIAEER &
—H L, EErgETH > 7.




Limitation

EOEEFMEIL—T ABERODEEZFNAL TWLWAB.
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« CNS lupusZ AL TWLW 5,
s TEBEITOHEARDL2EBTH Y, REBNL B & 22 A ANHE.

Y > T AEERL TE BT, L NI TOBMIEM S &
Obinutuzumab @ ;BEXNE & D EEE A NHE.
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