& W Early infection risk in patients with systemic lupus
~erythematosus treated with rituximab or belimumab from
the British Isles Lupus Assessment Group Biologics Register

(BILAG-BR): a prospective longitudinal study
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British Isles Lupus Assessment Group Biologics Register(BILAG-BR) (&, £+
IZRTXEBLM%Z{ER L 7=SLE®Dlarge U.K prospective observational cohort.

HEENSBEDOSLEDK3IDD21X, HEFEERE, HialEssEE(NPSLE), #tH
BN S T X LMEEREBEOTNRICITESHEW.ZFD-80 5 DOEF D
Real world COZ LMD T — R ITEE.

RTX, BLM, 2258 (I1S) ICHB T ABELREEDEEARETH I L2 BB
E L=,




i

[Study design and participants]

e EELINT-HEfomAEFERL T, EEOMOE YR —I HREE.

o SINEE L S L, DEBEEA /-3 (1997ACR, 2012SLICC), 1FELUANIC
L WEYEREEDOR, 141 B UNICEER LSO LS.

o TEHELER(SoC)EE: MMF, CYC, AZA, CNI without Biologics.
o (R4 BERERERER DS, RTX/BLMUA DBio, NET — X —H R +907k &,
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[Procedures]

&L, 3,6, 120 B ICEHE S 7.

H1EZEEIL, DM, HTN, CKD, angina, stroke, asthma, COPD, cancer, liver disease.
GCsE I, BEHFRFOHRFE X /- IIm=HE.

RTXEE, BLME&E, SoCEED3 DD 7 IIL— 7Tl 7=,

A2 NINSoCEEA B RTX or BLMIZEI Y B 2 7=
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[Outcome]
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N—Z7 A4 DORMYEIL ¥ ? or Kruskall-Wallis tests & {# 5.
Crude incidence rate(BEFRAER) (I, EELRRRLE DR = HEMFAETRE TEl - T
TR,

& AN D EE D B 74 B EME (CTE B LTL\%_J%’IEH)\ ), [REFEDsingle failure Cox
regression model CIZEHODER L RBRIIEICEET S U X7 ZmATE R WH
multiple failure Cox regression model%ﬁﬁﬁ.
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1383 AH'BILAG-BRIZZE #k.

RTX 746 A (71%), BLM 119 A(11%), SoC 183 A
(17%).

SoCE&t: MMF 105 A(57%), AZA 35 A(19%), CYC
2A(1%), CNI 1A (1%).

TEJRERRE: RTX 64, BLM 9.64F, SoC 2.74.
SLEDAI-2K: RTX 8, BLM 12, SoC 6.

GCs=: RTX 10mg, BLM 10mg, SoC 10mg.
RTX dose/[a]: 2g 80%, 1g 19%.

CYCHEA: mean 7560mg, RTX 72\, BLM 1A

11IANRTXE 512 A ALIARIZBLMICEY) Y &z
(R (& 332H).

Rituximab group  Belimumab group Standardofcare  pvalue
(n=746) (n=119) group (n=183)

Age, years 39 (30-49) 38 (28-47) 42 (34-53) 00007
Sex 011

Female 664 (89%) 112 (94%) 166 (91%)

Male 82 (11%) 7 (6%) 17 (9%)
BMI, kg/m* 25-8 (22.0-30-0) 25-4 (21-7-28-1) 25-4(21-9-30-5) 038
Ethnicity 076

White 362/634 (57%) 571109 (52%) 95/168 (57%)

Black 111/634 (18%) 24/1059 (22%) 26/168 (15%)

Asian 111/634 (18%) 21/109 (19%) 37/168 (22%)

Other 50/634 (8%) 71109 (6%) 10/168 (6%)
Disease duration, years 6.0 (1.8-12.5) 9.6 (4.0-14.5) 2.7 (0:3-11:3) =0.0001
SLEDAI-2K score 8(6-12) 12 {10-17) 6(4-12) <0.0001
Active renal lupus® 179/626 (29%) 25/110 (23%) 48(166 (29%) 0-47
Multi-morbidity 362/746 (49%) 50/119 (42%) 78183 (43%) 014
Hypertension 146/640 (23%) 18/103 (17%) 37/162 (23%) 047
Diabetes 33/640(5%) 41105 (4%) 7(164 (4%) 0-84
Previous myocardial 19/636 (3%) Q 0 0017
infarction
Prednisolone dose at 10 (5-15) 10 (5-20) 10 (5-20) 0-0014
baseline, mg per day
Highest prednisolone dose, 30 (20-40) 25 (20-40) 30 (20-40) 028
mg
Hypogammaglobulinaemia — 46/633 (7%) 5/105 {5%) 10/138 (74%) 061
(lgG <60 g/L)
Previous hydroxychloroquine  636/726 (88%) 112/117 (96%) 157/181 (87%) 0-0007
use
Current hydroxychloroquine  350/731 (48%) 50/119 (42%) 74181 (41%) 019
use
Previous number of 2(1-3) 2(1-3) 1(0-1) =0.0001
iMMUnosUppressives
Additional concomitant 332/679 (49%) 604115 (52%) 4/183 (2%) <0-0001

immunosuppressive
therapy+




° 1 2 75\ H FEﬁ L: 7 6 A 'T\‘ 1 1 8'{/—1: 0) Ei% /-El_.\\;lj%r_l—_E_ 7’:}§\% ﬁz Standardof  Rituximab Belimumab

care group group group
RTXEi 58A, 92,{/_—': (n=183) (n=746) (n=119)
MNumber of serious 18 92 8

SLME: oA 81 et
Socgi 13A 181/_1: indvidualsith. % 58 (8% 19)

Rate of serious Jd02-5 129.2 696

 SoCBEL LMY 5L, RIXBIIBRUHRLB06~ | meiita T T 7
4.68]) £ BLME£(1.01[0.21~4.8]) ClHZ.

Adjusted HR* 1 (ref) 1-68 1-01
{95% CI) (0-60-4-68) (0-21-4-B0)

o
mll

5 B RFE D2 FN R REARERITI000ANFEHT: ot Tt
U 117.7 (95%Cl 98.3~141.0). with s efectons  sslousfetons b

Respiratory 28 (379%) 41 (35%)

RTX 13—X 125.6 (95%Cl 98.8~159.6)/1000 A\ £ Skinandsofttisue  9(12%) 20(17%)

Genitourinary tract 17 (22%) 21 (18%)

RTX22—Z L E 134.0 (94.6-207.1)/1000 A £
RTX+CYC 99.0(95%Cl 47.2~207.6) /1000 A 4F

Sepsis of unknown 1(1%) 1(1%)

o RELERALIR, MR ES > PR ES > B 8 BXER AE . 1 1

Details unknown 12 (16%) 17 (14%)
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® GCs>10mg HR 2.38
1eG<6.0 HR 2.16

® HEFHEED

#HR 1.45

BEFEED 5
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1F AR REIERE DI T IL6A.
RTXE: 4\, BLM&f 1A, SoC&F 1.

R ABEEIL T £ COFHRME 121 H(IQR60~151).

1000 ANFEH 7= 1) DB EIL TR SoCEE 5.7(95%Cl

0.8~40.4), RTX&f 5.6(2.1~15.0), BLM2% 8.7(1.2~61.7).
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Unadjusted model
HR (95% Cl)

Adjusted model*
HR (95% Cl)

Age, years
Female sex
Disease duration, years

Additional concomitant
immunosuppressive
treatment (per drug)

Baseline prednisolone dose
(per mg)

Maximum prednisolone dose
in baseline course {ppr |11g)

Baseline prednisolone dose
=5 mg

Baseline prednisolone dose
=10 mg

Hydroxychloroquine use
(ever)

Baseline SLE Disease Activity
Index 2000 =10

Baseline IgG <6-0

Cumulative number of
comorbiditiest

Myocardial infarction
Diabetes

Hypertension

Angina

Stroke

Asthma or COPD

Liver disease

Cancer

Chronic kidney disease
Current cyclophosphamide

Previous pneumovax or
influenza vaccine

1-00 (0-98-1.01)
0-63 (0-37-1-05)
0-98 (0-95-1.00)
0-66 (0-47-0-94)

103 (1-01-1-04)

1-02 (1-01-1.03)

152 (0.78-298)

215 (136-341)

0-82 (0-46-1-44)

0-67 (0-40-1.13)

181 (1-21-2.72)
1:39 (1-15-1.65)

1-90 (0-59-6-19)
2-95 (1-38-6-29)
1.75(1.06-2.88)
2-08 (0-50-8-71)
098 (030-3-16)
1-09(0-53-2-23)
0-43 (0-06-3-16)
1-49 (0-67-3-31)
1-65 (0-88-3-09)
0-86 (0-41-1-80)
0-60 (0-29-1-22)

0-60 {0-41-0-90)

238 (1.47-3-84)

216 (1:38-3.37)
1.45 (1.17-1-80)

[multiple failure Cox regression model]
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|Strength]
o FEEREERDIGUANATBLM Z 72 IERTX TR SIN/T-RARMOBE CEELRLEY X
i)
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