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Introduction
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Methods
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E g C1-3=1 All patients Patients aliw.r.e atend Pfﬂients.whu p value*®
PUKS % ﬁ g | (n=3811) of study period died during study
(n=3731) period (n=80)
Demographics
Age at enrolment, years 39 (30-50) 39 (30-50) 41(28-54) 0-60
Age at diagnosis, years 29(21-39) 29(21-39) 31(22-39) 0-38
Disease duration at enrolment, years 8(3-15) 8 (3-15) 7 (3-13) 0-64
Study duration, years 2-8 (1-0-5-3) 2.9 (1-0-51) 22 (11-3-6) 0-030
Sex
Female 3509 (92:1%) 3438 (92-1%) 71(88-8%) 027
Male 302 (7-9%) 293 (7-9%) 9 (11-3%)
Ethnicity
Asian 3385 (89-1%) 3314 (89-1%) 71(88-8%) 0-92
Other 415 (10-9%) 406 (10-9%) 9 (113%)
Missing data 11 (0-3%) 11 {0-3%)
Family history of SLE 3(}3 (8-1%) 299 (8-1%) 4 (5-1%) 032
Missing data 62 (1-6%) 61 (1-6%) 1(13%)
Current smoker at enrolment 194 (51%) 185 (5-0%) 9 (11-3%) 0-012
Missing data 33 (0-9%) 33 (0-9%) v}
Highest attained educational level
Primary 481 (13-4%) 468 (13-3%) 3 (17-8%) 0-0080
Secondary 1185 (33-1%) 1151 (32-8%) 34 (46-6%)
Tertiary 1918 (53-5%) 1892 (53-9%) 26 (35-6%)
Missing data 227 (6-0%) 220 (5-9%) 7 (8-8%)
GDP (purchasing power parity) per capita, INT$
<20 000 1346 (35-3%) 1306 (35-0%) 40 (50-0%) 0020
20000-49 999 559 (14-7%) 549 (14-7%) 10 (12:5%)
=50 000 1906 (50-0%) 1876 (50-3%) 30 (37-5%)
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BHEBE=2 & Q0L (aB1t) ofstudy period  diedduringstudy
(n=3731) period (n=80)

Medication use
Prednisolone 3277 (86-0%) 3199 (85-7%) 78 (97:5%) 0-0030
Time-adjusted mean prednisolone dose, mg/day 5.0 (2-5-8-9) 5-0(2-4-87) 89 (57-55) =(0-0001
Cumvlative prednisolone dose, g 3-9(1-1-10-0) 39(1-1-9-9) 7-2(3-5-12-9) <0-0001
Antimalarialst 3012 (79-0%) 2964 (79-4%) 48 (60-0%) <0-0001
Immunosuppressantst 2725 (71-5%) 2663 (71:4%) 62 (77-5%) 0-23
Biologics§ 138 (3-6%) 134 (3-6%) 4 (5-0%) 0-50
Health-related quality of life (36-item Short Form Health Survey data)
Time-adjusted mean physical component summary score 497 (44-0-54-0) 49-8 (44-1-54-0) 455 (37-4-51-7) <0-0001
Time-adjusted mean mental component summary score 48-6 (42-0-53-4) 485 (42-0-533) 50-7 (43-8-54-3) 039
Missing data 1228 (32-2%) 1194 (32:0%) 34 (42:5%)
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E g % er# 1;& I All patients Patients aliv_e atend Pgtients_whu p value®
Y (n=3811) of study period died during study
(n=3731) period (n=80)
Clinical profile across follow-up period
Time-adjusted mean SLEDAI-2K score 2.9 (13-47) 2.9(13-47) 5-2(27-71) <0-0001
Time-adjusted mean PGA score 0-4 (0-2-0-7) 0-4 (0-2-0-7) 0.9 (0-5-14) <0-0001
Any flare (mild, moderate, or severe) 2142 (56-2%) 2080 (557%) 62 (77-5%) <(0-0001
Number of flares 1(0-2) 1(0-2) 2(1-3) <0-0001
Organ damage present at enrolment (SDI score =0) 1319 (38-2%) 1269 (37-6%) 5O (68-5%) <0-0001
Missing data 362 (9-5%) 355 (9-5%) 7(8-8%)
Organ damage accrued during study period (SDI score =0) 717 (20-8%) 690 (20-4%) 27 (37-0%) <0-0001
Missing data 362 (9-5%) 355(9-5%) 7 (8-8%)
5Dl score at last visit 0(0-2) 0(0-1) 2(0-3) <0.0001
Missing data 362 (9-5%) 355 (9-5%) 7 (8-8%)
Organ-specific damage at last visit
Ocularq] 457 (13-3%) 440 (13-0%) 7(23:3%) 0-0050
Neuropsychiatric|| 341 (9-9%) 324 (9-6%) 7 (23-3%) <0-0001
Renal** 394 (11-4%) 382 (11-3%) 2 (16-4%) 012
Pulmonarytt 147 (4-3%) 140 (4-1%) 7 (9-6%) 0-015
Cardiovascularit 168 (4-9%) 156 (4-6%) 2 (16-4%) <0-0001
Perivascularg§ 122 (3-5%) 119 (3-5%) 3 (41%) 071
GastrointestinalfY 25 (0-7%) 22 (07%) 3(4-1%) =0-0001
Musculoskeletal|||| 616 (17-9%) 601 (17-8%) 15 (20-5%) 0-40
Skin*** 148 (43%) 141 (4-2%) 7(9-6%) 0.016
Other 315 (9-1%) 294 (87%) 21(28-8%) <0-0001
Premature gonadal failure 70 (2:0%) 64 (1-9%) 6 (82%) <0-0001
Diabetes 145 (4-2%) 136 (4-0%) 9 (123%) <0-0001
Malignancy 123 (3-6%) 115 (3-4%) 8 (11-0%) 0-0001
Missing data 362 (9:5%) 355(9:5%) 7 (8-8%)
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Figure 1: Causes of death among patients who died during the study period
SLE=systemic lupus erythematosus.
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Figure 2: Domain scores from the 36-item Short Form Health Survey
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All patients Patients aliveatend Patients who p value
(n=3811) of study period died during study
(n=3731) period (n=80)

LLDAS
Never 730 (19-2%) 694 (18-6%) 36 (45-6%)
At least once 3078 (80-8%) 3035 (81-4%) 43 (54-4%) <0-0001
LLDAS for =50% of 1988 (52-2%) 1966 (52-7%) 22 (27-8%) <0-0001
observed time
Missing data 3 (0-1%) 2 (0-1%) 1(1-3%)
Time in LLDAS, % 50-0% (12-8-77-6)  50-0% (13-7-78-1)  7-3% (0-0-51-6)  <0-0001
Remission
Never 1373 (36-1%) 1326 (35-6%) 47 (59-5%)
At least once 2435 (63-9%) 2403 (64-4%) 32 (40-5%) <0-0001
Remission for =50% of 1403 (36-8%) 1389 (37-2%) 14 (17-7%) <0-0001
observed time
Missing data 3(0-1%) 2 (0-1%) 1(1-3%)
Time in remission, % 25-9% (0-0-66-5) 26-9% (0-0-67-1) 0-0% (0-0-27-6) <0-0001
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Modified DORISERF D &S

All patients Patients alive atend Patients who p value
(n=3811) of study period died during study
(n=3731) period (n=80)

Remission on <5 mg/day of prednisolone
Never 1969 (51-7%) 1912 (51-3%) 57 (72-2%)
At least once 1839 (48-3%) 1817 (487%) 22 (27-8%) <0-0001
Remission for =50% of 921 (24-2%) 916 (24-6%) 5 (6-3%) <0-0001
observed time
Missing data 3(0-1%) 2 (0-1%) 1(1-3%)
Time in remission, % 0-0 (0-0-47-7) 0-0 (0-0-48-8) 0-0 (0-0-8-6) <0-0001
Glucocorticoid-free remission
Never 2801 (73-6%) 2730 (73-2%) 71(89-9%)
At least once 1007 (26-4%) 999 (26-8%) 8 (10-1%) <0-0001
Remission for 250% of 525 (13-8%) 524 (14-1%) 1(1-3%) <0-0001
observed time
Missing data 3 (0-1%) 2 (0-1%) 1(1-3%)
Time in remission, % 0-0 (0-0-4-9) 0-0 (0-0-6-3) 0-0 (0-0-0-0) <0-0001

Data are n (%) or median (IQR). LLDAS was defined as SLEDAI-2K score =4 with no major organ or new activity, PGA score
<1, and prednisolone <7-5 mg/day. Remission was defined as clinical SLEDAI-2K score 0, PGA score <0-5, and
prednisolone <5-0 mg/day. LLDAS=lupus low disease activity state. SLE=systemic lupus erythematosus. SLEDAI-2K=SLE
Disease Activity Index-2K. PGA=Physician Global Assessment.

Table 2: LLDAS or remission in patients with SLE
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Figure 3: Heat map of study participants
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Univariable model* Multivariable modelt \

HR (95% CI) p value HR% (95% ClI) p value
LLDAS for =50% of observed time 0-39 (0-24-0-64) <0-0001 0-51 (0-31-0-85) 0-010
Remission on <5 mg/day prednisolone  0-40 (0-22-0-72) 0-0020|] 0-52(0-29-0-93) 0-027

for =50% of observed time

Remission on <5 mg/day prednisolone  0-22 (0-09-0.55) 0-0010 0-31(0-12-0-77) 0-012
for =50% of observed time

Glucocorticoid-free remission for 0-09 (0-01-0-61) 0-015 0-13 (0-02-0-96) 0-046

=50% of observed time \ /

SLE=systemic lupus erythematosus. LLDAS=lupus low disease activity state. HR=hazard ratio. *Included 3811 patients:
3731 patients alive at the end of the study period and 80 who died. TIncluded 3204 patients, of whom 70 patients had
complete data for all follow-up visits. $HRs adjusted for current smoking status, gross domestic product, and Systemic

Lupus International Collaborating Clinics~American College of Rheumatology Damage Index score (appendix p 2).

Table 3: Risk of mortality among patients with SLE in LLDAS or remission
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Discussion (1)
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systemic lupus erythematosus: a prospective validation study

Vera Golder, Rangi Kandane-Rathnayake, Molla Hug, Hieu T Nim, Worawit Louthrenoo, Shue Fen Lua, Yeong-Jian Jan Wu, Aisha Lateef,
Sargunan Sockalingam, SandraV Navarra, Leonid Zamora, Laniyati Hamijoyo, Yasuhiro Katsumata, Masayoshi Harigai, Madelynn Chan,
Sean O'Neill, Fiona Geldblatt, Chak Sing Lau, Zhan GuoLi, Alberta Hoi, Mandana Nikpour®, EricF Morand®, for the Asia-Pacific Lupus

Collaboration Lancet Rheumatol 2019; 1: e95-102
A B
1-:00 4
1-00 —— In LLDAS <50% of follow-up
—— In LLDAS =50% of follow-up > B
2 op- 25"
23 3 £
Qo 5 = ©
S & QT (.50
S £ 0.50- g3
v 3 S 0
£ 5 55
1%L £ 5 o02s-
. - >
S ~ p value <0-0001
~ p value <0-0001
| I I | I I |
0 T 0: 1|0 1| 2:(} 2| 'o | 0 o5 10 15 20 25 30 35
. = ' > ' S 3 35 . Years of observation
Number at risk Number at risk
(number censored) (number censored)
INLLDAS <50% 563 352 208 125 78 38 30 6 InLLDAS<50% 735 657 543 423 326 230 129 27
of follow-up (0)  (46) (45 (30) (250 (32) (1) (22) of follow-up (0)  (67) (76) (96) (66) (84) (89) (99)
InLLDAS 250% 900 815 662 495 356 176 92 16 InLLDAS=250% 967 962 864 737 569 369 212 35
of follow-up (0)  (13) (42) (89) (88) (155) (74) (73) of follow-up (0)  (2)  (55) (104) (143) (196) (152) (171)




Discussion (2)
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