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Agenda

ÁCan Lupus Be Prevented
ÁDisease Modification in Lupus Nephritis
ÁMeet the panel: the latest in Lupus Treatment
ÁThe future of APS: 2023 ACR/EULAR APS 

Classification Criteria Ȁ Beyond
ÁThe future of APS: Disentangling APS through 

pathogenesis-informed sub -phenotyping





Try To Prevent Lupus

ÁSLE is the 5th leading cause of non-traumatic 
mortality in Black and Hispanic females ages 
15-24 in the US

Á60% of lupus patients have lupus nephritis 
during their disease and up to 20% develop 
end-stage renal disease within 10 yr.

ÁFrom 2011-2015, 25.7% of lupus patients 
had >ED visit, 13.7% had >1 hospitalization 
per year and  the mean annual cost for 
treatment was 52,951 $













Is There an Acceptable Treatment to Prevent Lupus

Pathogenesis
VB-cell depletion- Anti-

CD20;Anti-BLyS
VT-cell activation- 

Abatacept
VType I interferon: 

Hydroxychloroquine
     Anifrolimab 

Safety
VTargeted population will 

have few, if any, symptoms
VTherapy may be short and 

intense, or long-term

Acceptability to 
patients

VOral preferred to 
parenteral

VNeed to demonstrate 
effectiveness

Based on













Organ damage
Is an irreversible tissue injury occurring 
after SLE diagnosis and lasting at least 6 
months, regardless of cause, which could 
include:
V SLE disease activity/flares
V Medication side-effects
V Concomitant disease





The proposed definition of disease modification:
Minimize disease activity with the least treatment- associated toxicities and slowing or preventing organ damage 
progression (or, in case of LN, progression to ESKD)





ÁBelimumab : >5 year- 
No change in SDI or 
delayed progression

Á  Anifrolumab ς1,2-4 
year ;Significant 
reduction in disease 
activity and steroid 
dose







Á Immune complex 
deposition

Á Soluble 
inflammatory 
mediators

Á Cellular infiltrates
Á Immune aggregates

ÁDisruption of cell-
cell interactions

ÁTissue hypoxia
ÁTubular dysfunction
ÁProteinuria
Á Intraglomerular 

hypertension/ 
hyperfiltration





Á Incomplete renal response and prolonged time to renal response
Á Substantial rates of renal flare
Á Significant rates of CKD, ESKD, and mortality
Á Toxicities of concomitant glucocorticoids
Á Suboptimal tolerability of conventional immunosuppressive agents









V Impact both innate and adaptive immune responses
V Target key immunologic pathways/cells/mediators that are important in disease pathogenesis
V Act in a synergistic or complementary manner to mitigate ongoing autoimmunity and inflammation



Combination Therapy to Achieve Disease Modification in LN

What
V Treatment with HCQ+lower- dose GC 
                          +
      Combination immunosuppressive /
      targeted biologic therapy
V Maximize non-immunosuppressive 

kidney- protective therapies

Step- down approach 

Why
V To achieve and sustain an initial 

renal response
V  prevent flares
V  slow/prevent CKD progression

Over time, one or more of the 
therapies will be tapered and 

potentially discontinued













Case I

Á 31 y. old female with a history of SLE diagnosed 1 year ago 
with manifestations of malar rash, oral ulcers, arthritis of 
wrists and small joints of hands

Á ANA, dsDNA, anti-Sm: +Ve; normal C3and C4, +ve LA
Á Clinical manifestations had been well controlled on HCQ 

200mg/d, MTX12.5 mg/wk, and prednisone 5m/d.
Á Currently presents with nocturia, puffy eyes, and swollen 

feet/ankles of 4 wks duration
Á Reports that she has been taking ibuprofen for headaches x 

6 wks



Case I

Exam:BP160/90, P90/m, mild periorbital swelling, normal 
heart and lungs, moderate symmetric pedal edema.
Labs: normal CBC, S.creat0.90 (eGFR 82), ANA1/160 
speckled, anti-ds DNA 65, C3 45, C4 10, UA: +11-20 RBCs, +5-
10WBCs, spot UPCR 4.4.
Kidney biopsy:
Class IV+ V LN
AI:9/24
CI: 2/12
No vascular abnormalities
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Case II

Á 2010: SLE consisting of arthritis, pleuritis 
treated with HCQ and intermittent 
prednisone.

Á 2016: UPCR:2; kidney biopsy: III-S(A) and V ; 
treated with prednisone and MMF with 
reduction in UPCR to 0.9; serologies improved.

Á 2020: kidney biopsy: persistent proteinuria 
and active serologies;III/V (AI:4/24, CI:3/12); 
treated with maximal dose MMF(3g/d) and 
belimumab (200mg/wk)

2023: Labs
V S.creat: 0.81
V UPCR:2.0
V C3/C4: 58/5
V DNA Ab: 452 (<30)

How can you 
manage this 
patient with 

refractory 
lupus nephritis 

?













Case III

European ancestry female, 32 years old 
Disease onset: constitutional manifestations
V Non erosive arthritis hands and wrists
V Diffuse subacute cutaneous lupus
V Discoid lesions on her face
V Low complement, mild leukopenia, 

ANA+ve; anti ROSSA +ve
V Negative prognostic factors: smoker
V She wants a pregnancy

Follow Up
Á Relapsing remitting disease 

with subacute cutaneous lupus, 
persistence of discoid 
manifestations/ scarring

Á Treatment: to be discussed
Á Self medication with increased 

PDN doses
Á Scarring on her face



What is the best treatment 
for her ?


