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Box1 The 2021 DORIS definition of remission in SLE

» Clinical SLEDAI=0.

» Physician Global Assessment <0.5 (0-3).

— Irrespective of serology.

— The patient may be on antimalarials, low-dose glucocorticoids

(prednisolone <5 mg/day), and/or stable immunosuppressives
Including biologics

=5mg/day DEEL

Clinical SLEDAI: #E X ADNAIRKDFER %

3,%\, \ f: SLEDAI van Vollenhoven RF, et al.
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Table 1 Associations of remission with various outcomes

Definition of remission N patients Association Cohort (reference)
Various definitions MN/A Better HR-QoL 3 studies SLR”
Diminished damage accrual 8 studies SLR”
DORIS definition® 268 Better HR-Qol Amsterdam®’
Diminished damage accrual
Lower (better) Patient Global
Assessment
DORIS definition® 1350 Diminished damage accrual GLADEL®*
1308 Decreased risk for hospitalisation®
Based on Systemic Lupus 558 Diminished damage accrual LUMINA™*-'®
Assessment Measure=0 483 Better HR-Qol
DORIS remission® 243 Better HR-QoL Almenara Lupus Cohort'®"'2
308 Decreased risk for hospitalisation
281 Diminished damage accrual
DORIS remission” 2000 Better HR-QoL Hopkins Lupus cohort'® 7
Diminished future cardiovascular and
renal comorbidity
Clinical SLEDAI=0 293 Diminished damage accrual Padua cohort'®*®
Various 2180 Diminished damage accrual Asia-Pacific Lupus

Fewer flares

Collaboration cohort®’

*In these instances, the definition used was based on the clinical SLEDAI; serology was disregarded and some treatments were allowed.*
DORIS, Definitions Of Remission In SLE; HR-QoL, health-related guality of life; N/A, not applicable; SLEDAI, systemic lupus erythematosus

disease activitly index; SLR, systematic literature review.

van Vollenhoven RF, et al. Lupus Science & Medicine 2021;8:e000538
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Table 2 Statements, generated as the result of substantial reviews of the literature and data from individual registries and
clinical tnal data sets, and supported by the DORIS Task Force

Vote in
favour LoE GoR Agreement
o0 SE S SE B 1L 1. Inclusion of serology (anti-DNA, complement) in the DORIS definition of 90% 2a B 8.38
’ ﬁlﬁzl' A'&)f, W remission on-treatment does not meaningfully alter the construct validity and
-ade therefore it is not recommended to include it.
AR AR 12 2. While the goal of treatment is sustained remission, a definition of remission 100% 5 C 9.02
) St should be able to be met at any point in time; therefore, duration should not be
included in the definition.
- vz, 3. To date, the SLEDAI-based definitions of remission have formally been 91% 2a B 9.25
. EMRICSLEDAIZ AV 3
(BILAGX*ECLAML V) investigated more extensively than BILAG-based or ECLAM-based definitions.
The SLEDAI-based definitions can therefore more confidently be recommended.
. eEPTHER Y LT 4 Remission off-treatment, while the ultimate goal for many patients and care 92% 2a B 9.52
W providers, is achieved very rarely. In clinical research and as an outcome in
clinical trials, the definition for remission on-treatment is recommended.
. SBBRISEN T, LDAS 5 | clinical trials, the LLDAS definition for low disease activity and the DORIS ~ 100% 5 C 9.25
CRBVWINOLAVS  definition of remission are both recommended as outcomes.
Final recommendation: 97% 9.07

The task force supports the 2021 DORIS definition of remission in SLE:
cSLEDAI=0and PhGA <0.5, irrespective of serology; the patient may be on
antimalarials, low-dose glucocorticoids (prednisolone <5mg/day), and/or stable

immunosuppressives including biologics. van Vollenhoven RF. et al. Lupus Science & Medicine 2021:8:e000538
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remission

1. Definitions of remission will be worded as follows:
remission in SLE is a durable state characterised by
.................... .. (reference to symptoms, signs,
routine labs).

2. For defining remission, a validated index must be used,
for example, dinical systemic lupus erythematosus disease
activity index (SLEDAI)=0, British Isles lupus assessment
group (BILAG) 2004 D/E only, dinical European consensus
lupus outcome measure (ECLAM)=0; with routine
laboratory assessments included, and supplemented
with physician’s global assessment.

3. Distinction is made between remission off and on
therapy: remission off therapy requires the patient to
be on no other treatment for SLE than maintenance
antimalarials; and remission on therapy allows
patients to be on stable maintenance antimalarials,
low-dose corticosteroids ( prednisone <5 mg/day),
maintenance immunosuppressives and/or maintenance
biologics.

»

Clinical and epidemiological research

EXTENDED REPORT

A framework for remission in SLE: consensus
findings from a large international task force
on definitions of remission in SLE (DORIS)

- ValidationT M7= ;BN EBIETEENELR L
f51) cSLEDAI=0
BILAG2004T 3 ~XTD/E
ECLAM=0
- MEFOREEZESATHLW
 Physician’ s global assessment (PGA)<0.5

EROFETEREFL

seEl LERETIE. HCA ;8813 0K
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4 Y)Y R F) 130K

van Vollenhoven R, et al. Ann Rheum Dis 2017;76:554-561.
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Table 1 DORIS definitions of remission

Clinical Complete
Clinical Complete  Remission Remission on
Remission Remission ontreatment treatment
cSLEDAI=0 v v v v
PGA<0.5 v/ v v/ v
Prednisone 0 0 <5 mg/day <5 mg/day
Immunosuppressives  None None Allowed Allowed
Serology negative X Yes X Yes

Serology includes anti-dsDNA and complement (C3, C4).

cSLEDAI, clinical SLEDAI; DORIS, Definitions Of Remission In SLE; PGA, physician global
assessment; SLE, systemic lupus erythematosus; SLEDAI, Systemic Lupus Disease Activity
Index.

Wilhelm TR, et al. Ann Rheum Dis 2017;76:547-553
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Table 1  Preliminary statements on remission in SLE

(]

=

% in
Statement favour
Remission is a desirable outcome for the patient with SLE. 100
Remission in SLE includes, at the very least, the absence of 100
symptoms and signs of SLE.
Remission in SLE is not the same as a cure. 100
Remission in SLE is not the same as low disease activity. 93
Remission is a state that, if sustained, is associated with a low 100
likelihood of adverse outcome.
‘Serological activity’ in SLE generally refers to the presence of 100
anti-DNA antibodies and/or hypocomplementemia.
Treatment with antimalarials does not preclude the patient from 98
being considered to be in remission.
Treatment with moderate-dose or high-dose steroids does 98

preclude the patient from being considered in remission.

van Vollenhoven R, et al. Ann Rheum Dis 2017;76:554-561.
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Table 2 Validation of published definitions of disease remission against outcomes in SLE (studies with n >70 patients)

Author (ref.)

General SLE

Drenkard et af®
Nossent et al’

Zen et al®

Medina-Quinones
et al’

N

667

200

224

532

Remission definition(s)

>1 year of clinically inactive disease (serological activity
allowed) that permitted withdrawal of all lupus drugs

Physician judgement (not otherwise specified), assessed
during the first year of disease

>5 years complete remission with SLEDAI-2K=0 (HCQ
allowed) or clinical remission with clinical SLEDAI-2K=0
(serological activity allowed) off-steroids or on low-dose
steroids (HCQ/ISTs allowed)

>3 years with BILAG C, D or E, no serological activity,
off-steroids, off-immunosuppressives (HCQ/NSAIDs
allowed)

Remission achieved (%)

23.4%

27.5%

7.1% (complete
remission), 14.7%
(off-steroids), 15.6% (on
steroids)

14.5%

Association of remission with outcomes

12.5-fold reduced risk for death (follow-up 11.6
+6.0 years), after controlling for effects of renal
disease and thrombocytopenia

Lower annual relapse rates, lower average SLEDAI,
lower cumulative SDI scores at the end of 5-year
follow-up

Damage accrual rates (end of 5-year follow-up):
18.8% (complete remission), 18.2% (off-steroids),
37.1% (on steroids) and 51.4% (no remission)

Lower mortality rates (5.2% vs 13.4%; median
follow-up 12 years)

van Vollenhoven R, et al. Ann Rheum Dis 2017;76:554-561.



Moroni et af'®
Mok et a/"’

Korbet et af'?
Illei et af™
Hill et a/™®
Mok et al'’
Mok et al'®
Moroni et af"*
Mak et o
Lee et af’

Sun et af?
Ayodele et af”*

So et al**

70

183

86

145

7

189

268

93

149

77

100

105

1z

iBEDRemissionEHR (W—TXABFH)

CRR: UPr* <0.2, normal renal function

CRR: UPr <0.3, nomal SAlb, normal renal function,
assessed at the end of first year of therapy

CRR: SCr <1.4 mg/dL, UPr <0.33, attained within 5 years
of entering the study. See also refs 13, 14

CRR: SCr <130% of the lowest level during treatment, UPr
<1, inactive urine sediment, off IST (HCQ and prednisone
<10 mg/day allowed), for >6 months

CRR: SCr <123 umollL, UPr <0.33

CRR: stabilised/improved SCr, UPr <1, improved serum C3
for >6 months, assessed at the end of IST

Same as in'’

CRR: SCr <1.2 mg/dL, stable or 25% increase of baseline
CrCl, UPr <0.2, inactive urine sediment

CRR: stabilised/improved SCr, improved serum
complement, UPr <1, inactive urine sediment for
>6 months, assessed at the end of first year of therapy

CRR: SCr <1.2 mg/dL, UPr <0.2, inactive urinary sediment,
for >6 months

CRR: UPr <0.4, nomal urinary sediment, normal SAb,
nomal SCr

CRR: stable (£25%) renal function, UPr <0.2, assessed at
the end of first year of therapy

CRR: SCr <1.4 mg/dL, UPr <0.5, inactive urine sediment,
assessed after 6 months of therapy

38.5% (at last follow-up)
64%

43%

503%

55%

59%

82% (63.4% at last

follow-up)

604%

52%

58%
448%

504%

Author (ref.)

Femandes das
Neves et a/™

Koo et af”!

Dall'Era et a™

Tamirou et af*

Tamirou et af**

Reich et al**

Akuwaida et al’

Dhir et aF’

Moroni et a’®

Mahmoud et o/

N
105

193

76

104

80

98

77

188

103

135

Remission definition(s)

CRR: UPr <0.2, negative anti-double stranded DNA
antibodies, normal C3 and normal SCr, for >5 consecutive
years

CRR: UPr <0.3, for >6 months

Different sets of response criteria based on a range of
aut-offs of UPr, SCrand RBCs at 3, 6 and 12 months. Best
aiterion was UPr <08 at 12 months

Different sets of CR aiteria based on levek of UPr, Sar and
urinary RBCs at 3, 6 and 12 months. Best ariterion was
UPr <0.5 at 12 months

Subgroup analysis of.** Different sets of response criteria
based on a range of cut-offs of UPr, SCrand RBCs at 3, 6
and 12 months. Best aiterion was UPr <0.7 at 12 months

CRR: SCr <120 mmoVlL (1.4 mg/dL), UPr <0.3
CRR: SCr <125 umollL, UPr <0.33

UPr reduction by >50% to <2, inactive urine sediment,
nomal SCr (<1.5 mg/dL), assessed at the end of first year

CRR: SCr <1.2 mg/dL, stable or 25% increase of baseline
CrCl, UPr <0.2, inactive urine sediment

CRR: SCr <1.2 mg/dL, and 25% inaease of baseline CrCl
if abnormal, or stable value if abnormal at baseline, UPr
<0.2, inactive urine sediment

Remission achieved (%)
38.1%

425%

592%

49.0%

638%

745%

416%

546%t

709%

593%

van Vollenhoven R, et al. Ann Rheum Dis 2017;76:554-561.



1&& ,%5‘3@]1‘10) i% Table 1 LLDAS definition

N == ) Mean agreement score*
(LLDASb iE %B{J ? Domain and items in Delphi Round 2
Disease activity

EXTENDED REPORT

o o o 1. SLEDAI-2K <4, with no activity in major organ 5.0
Dgflnltlon a_n(_i initial validation of a Lupus Low systems (renal, CNS, cardiopulmonary, vasculitis,
Disease Activity State (LLDAS) fever) and no haemolytic anaemia or gastrointestinal
Kate Franklyn,1 Chak Sing Lau,? Sandra V Navarra,® Worawit Louthrenoo,* activi’[y
Aisha Lateef, Laniyati Hamijoyo,® C Singgih Wahono,” Shun Le Chen,® Ou Jin,°
Susan Morton,"® Alberta Hoi," Molla Hug,"" Mandana Nikpour,"" Eric F Morand,’ 2. No new features of lupus disease activity 4.7
for the Asia-Pacific Lupus Collaboration cumpared with the prE‘IiDUS assessment
LLDAS 3. SELENA-SLEDAI physician global assessment (PGA, 4.8
scale 0—-3) <1

| SLEDAI-2K = 4 (h>ERMEEEIEMES L) Immunosuppressive medications
2. =R EEMEFRRAR W X 4. Current prednisolone (or equivalent) dose <7.5mg 4.5

daily
< -
3. PGA = | (0 3 scal e) 5. Well tolerated standard maintenance doses of 4.5
4, PSL = 1. 5mg/E immunosuppressive drugs and approved biological

agents, excluding investigational drugs

5. REMHIZE. £MFHIRAILOK

*Scale 1 to 5, where 1=strongly disagree, 2=disagree, 3=unsure, 4=agree, 5=strongly
agree.

CNS, central nervous system; LLDAS, Lupus Low Disease Activity State; SLEDAI, Systemic
Lupus Erythematosus Disease Activity Index.

Franklyn K, et al. Ann Rheum Dis 2016;75:1615-1621.



