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Purpose with lupus nephritis being one of the most important
Systemic lupus erythematosus (SLE) is a chronic multi- and common serious manifestations. Antimalarials (AM)
system autoimmune disease affecting various organs, are one of the many immunomodifying medications

Authors Year No. pts Study Outcomes of AM use in SLE
Fessleretal. 2005 518 (291 HCQ Longitudinal  Reduction in accrual of new dizease damage (HR 0.65; 9%%C1
LUMINA [38] users, 227 non-  cohort 0.53-0.93, p=0.014)

werz)
Ruiz-irastorza et 2006 232 (150 aM Prozpective Increased survival (cumulative 15yr survival 0.95 AM vs. 0.6 non-
Ja2) users, 82 non- cohort AM. p<0.001; HR 0.14 (95%C1 0.02-0.45))
users)
Calvo-Alen et al 2006 32SLE ptzwith  Nestedcaze-  Pozsible protection against osteoporosis
LUMINA [43] osteonecrozisvs.  control
59 matched
controls
Barberetal[44) 2006 35 patients with Retrozpective Imp: d ined ission rates
LN (16 zustained  cohort
remission vs. 19
controls)
Wozniacka et 2006  255lEptsvz.25  Cohort Improved reduction in SLAM scorez
al[14]) control pes
Costedoat- 2006  123SLEpts (120 Longitudinal  Lower HOQ levels in patients with fiares (OR 0.4, 95%C1 0.18-
Chalumeau et inactive diseasze vs. cohort 9.85, p=0.01)
3I[45) 23 active disease)
Alarcon GSetal. 2007  60SSLEpts:547  Cacecontrol  Increased survival (OR 0.128, 95%C10.054-0.3)
LUMINA [37) Fve (controlz), 61
deaths (cazes)
Ruiz-rastorza et 2007 235SLE pts (156  Observational  Protective against neoplasia (1.3% vs. 13%, p<0.001; cumulative
3![46) AM uzersve 79 prozpective cancer-free survival OR 0.98 v=. 0.73, p<0.001)
nof-users) cohort
Sizo et al [47] 2008  206ptzwithLN  Cohort Protective against infection (11% vz. 26%, p=0.006)
(56 on HCQ prev, Increazed survival (2% vs. 13%, p=0.029)
150 non-HCQ)
Ruiz-lrastorzs et 2009 249 SLEps:83pts  Nested case- Protective 3gainst infection (OR 0.06, $5%C10.02-0.18)
3l [48) with infections control
(cazes) vz. 166 no
infections
[controls)
Shinjo et al [49] 2009  57SLEpts265vo:  Retrospective  Disease remission strongly iated to AM uze (OR 12.9,
43 dizeaze cohort 95%C1 2.9-58.1
remission, 1&
g oz
Pons-Estel et al. 2010 580 pts Longitudinal Pozzible delayed onzet of integument damage (HR 0.23, 95%C1
LUMINA [50) obzervational 0.120.47)
cohort
Shinjo et al. 2010 1480pts (1141 AM  Llongitudinal Increased survival (4.4% vs. 11.5%, p<0.001; HR 0.62, 05%C1
GLADEL [40] usersvs. 339 non-  cohort 0.35-099)
wzers)
Figure 1 Overview of effects of antimalarials on lupus disease and activity — articles from 2005 to 2010. LN=lupus nephritis.
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No zsignificant change in cardiovascular risk

Patients with lupus nephritiz had higher risk of venous
thrombosiz OR 6.2, p=0.005)
Patients on AM: had decreased risk of thrombosis (OR 0.56,

Jurgetal[81] 2010 SSSLEptswith Nested Protective againzt thrombosiz (OR 0.32, 95%C10.14-0.74)

TE [cazez). 108 caze-control
SLE ptzw/o TE

Figure 2 Overview of effects of antimalarials on cardiovascular disease and thrombosis — articles from 2005-2010. CVD = cardiovascular disease.
aPL = antiphospholipid antibodies. TE = thromboembolic events. RA = rheumatoid arthritis.
.

Lezs likely to have renal diseaze (8.6% vs. 23.3% at time=0,
LUMINA [38) ate=0, 227 obzervational  p<0.0001)

Reduced % pts with creatinine elevation >4mg/dl (2% vz.

AM prior to 11%, p=0.029)
LN diagnosis, Prolonged time to end-stage renal fadure (2% vs. 11%,
150 non-AM) p=0.022)

Reduced frequency
w art:

of hypertension (32% vz. 50%. p=0.027)

2010  1250(1141  Obszervationsl AM uzers had less renal diseaze prevalence (28.4% vz.

Shinjo et al
GLADEL [40] AM uzerz, 339 inception 42.8%; p<0.001)

nonuzes) _ cohort

Figure 3 Overview of studies on AMs and outcomes related to LN. MMF = mycophenolate mofetil.
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Wolfe et 31 2010 [110]
Mavrikakiz et 2l 2003 [108]
Marmor et 3l 2002 [107]
Wang et 3l 1999{103)
Avina-Zubiets 1998 [122]
Levy et al 1997 [111)
Spalton et 2l 1993 [124)
Finbloom et al 1585 [123]

Retinopathy —HCQ

Cardiotoxicity Costedoat-Chalumesu et al
2007 [113, 126)
Wozniacks et 3l 2006[127)
Nord et 31 2004 [112)
Cervera et 3l 2001 [128)

]

Bezerra et 3l 2005 [129)
Van Beck, Piette 2001
Wang et 3l 1999 [103]

Soraad ¢t 2} 1982 1123)

Avina-Zubieta et 3l 1998 [122]

Rare (case reports) Haemolysis in G6PD deficency patients.
Severe leucopenia, aplastic anzemia
Collins et 3! 2008 [120) Acute pzychozis from CQ (PCP-like)
Bracamonte et al 2006 (121] Pzeudo-Fabry diseaze

Retinopathy 0 - 6%
Cornes! deposits 0.8%

Heart conduction defect 0 -4%
myocarciopathy and AV block <1%

Caze reports of cardiomyopathy, heart conduction
disturbances, congestive heart failure

Gastrointestinal 0 - 30%
Nauzes / vomiting 12%
Diarrhoes 18%

Elevated LFT: - 10%

Figure 4 Overview of AM potential toxicity/adverse events
.

used in SLE, however less known is its role in lupus
nephritis. Our study examined the history of AM use,
theorized mechanisms of action, efficacy in SLE, in par-
ticular in lupus nephritis, safety in pregnancy, and over-
all safety profile.

Methods
We conducted a search of all relevant literature using
Medline (OVID and EMBASE) and PubMed. We

included randomized-controlled trials, observational
cohort studies, and case-control studies. Case reports
were only included for the adverse effect profile of
AM.

Results

+AM use benefits patients with SLE including improv-
ing survival, reducing disease activity, new organ invol-
vement, integument damage, risk of infection, risk of
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thrombosis, and possible cardioprotective and anti-
malignancy effects.

«In lupus nephritis, AM use improves time to end-
stage renal disease, disease activity, flare rates, disease
remission as an adjunct with other immunomodifying
drugs, and reduced cumulative corticosteroid use.

+AM are safe to use and should be continued in pregnant
SLE patients for its beneficial effects of reducing disease
activity, flare rates, cumulative corticosteroid requirements,
and possible reduction in development of cardiac neonatal
lupus erythematosus.«AM have a good safety profile, with
gastrointestinal symptoms being the most common. Care-
ful regular monitoring for retinopathy is recommended as
per American Academy of Ophthalmology.

«In patients with renal disease, caution with dosing and
careful monitoring for adverse events should be taken.

Conclusion
AM are medications which confer many benefits to
patients with SLE and lupus nephritis, with a good
safety profile.
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