
SLE disease course

Several organ systems can be affected by 
SLE and/or treatment-related toxicities:1,3

Percentage of patients with 
permanent organ damage:*

Disease course

Changing the Course of Disease in Lupus
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ITT population
(N=407)

The importance of defining disease modification in lupus6

Key components of disease modification in lupus to change the 
natural course of the disease6

Treatment goals and outcomes assessments6 

Application of SLE-specific disease-modifying criteria6
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Clinical activity1

Organ damage accrual1

FLARES

KEY DRIVER:
Persistent disease activity1

Early organ damage

KEY DRIVER:
Drug side effects (especially chronic 
exposure to corticosteroids)1

Late organ damage

*≤7.5 mg/day per 2019 EULAR SLE treatment recommendations and LLDAS;16,22 ≤5 mg/day per DORIS remission definition15

*DORIS = Clinical SLEDAI=0, Physician Global Assessment <0.5 (scale 0–3), prednisolone ≤5 mg/day, and stable antimalarials, immunosuppressives, and biologics. 
†LLDAS = SLEDAI-2K ≤4 with no activity in major organ systems and no hemolytic anemia or gastrointestinal activity, no new lupus disease activity compared with the 
previous assessment, physician global assessment ≤1 (scale 0–3), a current prednisolone (or equivalent) dose ≤7.5 mg daily, and well tolerated standard maintenance 
doses of immunosuppressive drugs and approved biologics

Impact on the disease 
pathophysiology6,7

Minimizing treatment 
associated toxicity 

Slowing or preventing 
extra-renal organ damage 

progression
(assessed using the SDI)

Renal: slowing progression
to ESKD

(assessed in patients with LN 
using key surrogates of 
progression to ESKD)

Modification of the natural 
course of the disease

Disease manifestations
Relief or delay of clinical   
signs and symptoms
 - Disease activity
Improvement or normalization of:
 - Physical function
 - Quality of life
 - Social and work capacity

Induce remission or
prevention of relapse
Slow or stop clinical
progression of disease
Slow or stop progression of damage 
Sustained improvement in disease 
state, continuing after treatment 
discontinuation

Disease outcomes

Minimizing disease 
activity

Disease Activity

BILAG
(British Isles Lupus Assessment Group)

SLEDAI
(SLE Disease Activity Index)

DORIS*,15 criteria
(Definition of remission in SLE)

LLDAS†,16

(Lupus low disease activity state)

Minimizing disease 
activity with minimal 
treatment-associated 
toxicity

AND

Slowing/preventing 
organ damage 
progression
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Significant reduction in disease 
activity measured using a 
validated tool
(i.e., SELENA-SLEDAI, BILAG, 
SRI-4)

Significant reduction in severe 
flare measured using a validated 
tool (i.e., SFI or BILAG)

Reduction in use of steroids* 
and/or immunosuppressants 

Sustained improvement in 
multiple organ domains/no 
worsening in multiple organ 
domains

Prevention of severe flares 

Continued reduction in use of 
steroids* and/or 
immunosuppressants 

No change in SDI or 
delayed progression

No change in SDI or 
delayed progression

Minimizing disease 
activity with minimal 
treatment-associated 
toxicity

AND

Slowing/preventing 
organ damage 
progression

uPCR
(Urine protein/creatinine ratio)

Kidney histological findings
via kidney biopsy

Multisystem 
organ domain 
instruments

Organ Damage

SDI
(SLICC/ACR Damage Index)

• Surrogate endpoints for
CKD progression
- eGFR % decline >30–40% 
- average eGFR slope reduction 

of >0.5–1.0 mL/min/1.73 m2 per 
year over a 2–3-year follow-up

• Chronicity index progression 
upon kidney biopsy/histology

Treat-to-target
objectives14

Renal specific 

SLE disease activity is 
commonly assessed in 
clinical trials using these 
established instruments10–13

uPCR is a key response 
indicator, and kidney biopsy is 
considered indispensable for 
diagnosis and prognosis in 
EULAR/ERA–EDTA 
recommendations21

Long-term assessment of renal 
disease outcomes is focused 
on slowing or preventing 
progression to ESKD, and this 
can be evaluated by kidney 
biopsy and other clinical 
measures of damage17–22

This is a validated measure of 
organ damage in SLE.8 The SDI 
includes 42 items  across 12 
organ systems – organ damage 
must be present for ≥6 months 
and be considered irreversible9

Disease modification 
definition category
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Interim timepoints for assessment of disease 
modification POTENTIAL in clinical trials (vs standard 
therapy alone) and clinical practice (no comparison)

Outcomes Year 1 Outcomes Year 2–5 Outcomes Year >5

Disease modification 
CONFIRMED

Sustained improvement in 
uPCR or no worsening in 
kidney chronicity index via 
biopsy 

Prevention of renal flares

Minimize further decline in 
eGFR (i.e., <30%)

Continued reduction in the use 
of steroids* and/or 
immunosuppressants

Significant improvement in 
uPCR or kidney activity index 
via biopsy

Significant reduction in renal 
flares

Minimize eGFR decline
(i.e., ≤30%)

Reduction in use of steroids* or 
immunosuppressants
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This definition provides a framework for clinicians and patients to:

Consider the need to change the 
course of disease as a key treatment 
goal from diagnosis onwards  

Consider therapies that target the immunologic 
mechanisms of SLE in order to better control 
disease activity and improve disease outcomes

AND
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A working definition of disease modification for SLE:6

“Minimizing disease activity with the least 
treatment-associated toxicities and slowing or 
preventing organ damage progression (or, in the 
case of LN, progression to ESKD)”

A working definition of disease modification for SLE:6

“Minimizing disease activity with the least treatment-associated 
toxicities and slowing or preventing organ damage progression 
(or, in the case of LN, progression to ESKD)”

=

Patients still accrue organ damage 
with low & moderate disease activity2

Poorly controlled renal 
involvement can potentiate 

the risk for early ESKD4
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33–50% of patients with 
SLE can experience 
organ damage within 
5 years of diagnosis2,5
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*Organ damage defined as SDI ≥1


