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ephritis is an ominous manifestation of

systemic lupus erythematosus (SLE) that is

associated with increased morbidity and

mortality [1]. Treatment modality to be
adopted isgoverned by the classification of disease based
on renal biopsy. Proliferative disease carries the greatest
risk of progression to end-stage rena disease, and is
thereforetreated withimmunosuppression, usually intwo
phases. induction and maintenance. Intravenous
cyclophosphamide (IVCP) in low dose was found
equivalent to the same in high dose for the critica
outcomes of death and end-stage renal disease[2]; hence,
IVCP with systemic corticosteroids for the first 3-6
months became the conventiona induction therapy
regimen. Mycofenolate mofetil (MMF) has emerged as
an alternate to low-dose IVCP in inducing remission due
to similar efficacy and safety [3]; however, lack of long-
term data and higher cost are barriers to its usage. An
antimetabolite with continued oral corticosteroids in
lower doses is standard maintenance therapy; however,
MMF was found more effective than azathioprine in
maintaining arenal responseto therapy intermsof timeto
treatment failureaswell asrenal flares[4].

Treatmentinlupusnephritisisusually individualized;
age and ethnicity are important factors. Overall, rena
involvement in SLE is more common in children, with
greater numbers of children showing active urinary
segment and proteinuria as compared to adults [5].
Treatment of lupus nephritis may therefore need to be
more aggressive in this age group. Ethnicity also has
important connotations. For instance, the dose of MMF
that balances safety and efficacy isbelieved tobelowerin
Chinese patients than Caucasians [6]. There is limited
long-term dataon pediatric lupus nephritisin South Asian
patients. In thisissue of Indian Pediatrics, George, et al.
[7] evaluate the incidence of rena flares and treatment
resistancein patientswith childhood lupus nephritisin 34
patients of Indian ethnicity with median follow up of 7
years. Thirty-two patients achieved either complete or
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partial response at the end of 6-months induction
therapy. However, 14 patients experienced at least one
episode of rena flare, an incidence of about 0.16
episodes/person/year. Eight patients had refractory
illness; of these, 2 were noted to have no response to
induction therapy while 6 failed to respond following a
flare. Thus, refractory disease was more common after a
flare than at onset. Refractory illness and occurrence of
multiple flares were associated with adverse renal
outcome. Despite being asmall retrospective case series,
the importance of prevention or a least early
identification and treatment of renal flaresisreinforcedin
thispaper, asisthe seriousness of refractory disease.

While the best strategy to treat refractory lupus
nephritis and prevent rena flares remains a dilemma,
therapeutic options seem to be emerging. For refractory
disease, rituximab may be arescue agent of value despite
lack of demonstrable superiority inthe LUNARtrial. Ina
systemic analysis of 26 reports and 300 patients with
refractory lupus nephritis, at least partial response was
noted in 87%, 76% and 67% of patientswith classllI, IV
and V lupus nephritis, respectively [8]. Multitarget
therapy with tacrolimus and MMF may be an attractive
aternative. For induction of remission as compared to
IV CP, anetwork meta-analysis of randomized controlled
trials reported an odds ratio of 2.69 (95% Cl 1.74, 4.16)
[9]. Plasma exchange and intravenous immunoglobin
have been used but with only anecdotal benefit [10]. A
large number of biological agentstargeting variouslimbs
of the acquired immune system show promise but are yet
to find support in clinical studies related to lupus
nephritis [11]. These agents may play arolein induction
of remission as well as maintenance therapy for
prevention of renal flares.Early detection or prediction of
renal flareswill enable timely therapy and improve renal
outcome. Close follow-up with careful monitoring of
blood pressure, rena function, proteinuria, and urinary
sediment for prompt detection of rena flare is good
practice. However, appearance of cellular casts, arisein
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titers of antibodies to dsDNA and/or complement C1q
and other biomarkers may predict a rena flare. In
addition, other biomarkers such as NGAL may find a
placein future. In situations of ambiguity, arenal biopsy
may berequired[12].

Given a state of remission, how does one minimize
adverse effects of therapy? The time-tested practices of
appropriate vaccination, monitoring for drug toxicities
with attention to growth and prevention or at |east timely
management of opportunistic infections, osteoporosis
and cardiovascular complications should continue.
Systemic corticosteroids are conventionally administered
for prolonged duration with multiple adverse effects.
For this reason, steroid-free regimens are being
contemplated. In the RITUXILUP cohort of 50 patients,
45 patients attained at least partial remission by amedian
time of 37 weeks. Over amedian follow-up period of 163
weeks, 11 (22%) patients experienced renal flares [13].
Thus, short- and medium-term results are encouraging;
however, theseresults should beinterpreted cautiously.

Lupus nephritis is a condition with complex
pathogenesis and often poses therapeutic dilemmas. In
this background, the study by George, et al. [7] putsforth
asimple message: achievement and maintenance of renal
remission is the aim behind therapy, irrespective of the
regimen used. Renal remission, therefore, also marksthe
point beyond which minimization of the adverse effects
of immunosuppression becomesan important objective.
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