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Rituximab in the treatment of extensive and 
refractory subacute cutaneous lupus erythematosus*
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Dear Editor,

Systemic lupus erythematosus (SLE) is an autoimmune 

disease with multiple clinical manifestations, such as renal, he-

matological, neurological, and cutaneous. Acute cutaneous lupus 

erythematosus (ACLE), subacute cutaneous lupus erythematosus 

(SCLE), and chronic cutaneous lupus erythematosus (CCLE), which 

includes discoid lupus erythematosus (DLE) and lupus erythema-

tous panniculitis, are among the classic skin manifestations, present 

in 80% of SLE cases. 

Photoprotection, antimalarials, dapsone, thalidomide, and 

corticosteroids are the treatments of choice for cutaneous lupus 

erythematosus (CLE). Immunosuppressive drugs, such as azathio-

prine, methotrexate, and cyclosporine, may also be used to control 

the disease. However, some cases are refractory to such treatments. 

The anti-CD20 monoclonal antibody rituximab (RTX) has been used 

as a therapeutic option in refractory cases with good results, mainly 

in patients with SCLE and severe extracutaneous forms of SLE.1

We aim to demonstrate a case of SCLE, refractory to conven-

tional therapy, that was successfully treated with RTX and to review 

the literature of SCLE cases treated with RTX.  

A 31-year-old female, brown-skinned, hypertensive and 

smoker, has been  attending our outpatient clinic  since 2002 due 

to SLE. She presents SCLE, photosensitivity, lymphopenia (456/ml), 

antinuclear antibodies (ANA)  1/640 with a homogenous pattern, 

and other immunological alterations (anti-Sm, anti-RNP, anti-Ro). 

No signs of renal, neurological or pulmonary impairment have been 

detected. 

Physical examination revealed violaceous, erythematous, 

annular, exulcerated, and scaly plaques, mainly on sun-exposed areas, 

and labial mucous damage with exulcerated plaques (Figure 1).
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FIGURE 1: Sun-exposed areas with erythematous, annular, 
exulcerated, and scaly plaques before treatment with 
rituximab (RTX)
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The patient had previously been treated with azathioprine 

(150mg/day), hydroxychloroquine (400mg/day), thalidomide 

(100mg/day), dapsone (100mg/day), prednisone (0.5 to 1mg/kg/

day), and monthly pulse therapy with methylprednisolone (21 cy-

cles) without complete control of the disease.

As an attempt of treatment, RTX was started at a weekly 

dose  of 375mg/m2 for 4 weeks, followed by maintenance dos-

es every 6 months. Intravenous methylprednisolone (100mg) was 

-

tinuous control of the disease, reducing her disease activity index 

(SLEDAI) from 18 to 4.

Hydroxychloroquine, thalidomide, and dapsone doses 

were maintained and oral prednisone was gradually tapered wi-

RTX is an anti-CD20 monoclonal antibody approved for 

treatment of B-cell lymphomas and rheumatoid arthritis. However, 

studies have shown its effectiveness in treating autoimmune skin 

disorders, such as pemphigus vulgaris, pemphigus foliaceus, vascu-

litis, and SLE, specially SCLE. RTX is an immunosuppressive drug 

that enables the gradual tapering of oral corticosteroids, thus reduc-

ing the side effects caused by its chronic use.2
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Currently, there are only eight published cases of patients 

with refractory SCLE  treated with RTX (Table 1).2-5 In all published 

cases, the SCLE patients selected to use RTX had otherwise been 

refractory to conventional therapy. Except for 1 case, the remaining 

7 patients  showed effective results with little side effects. 

RTX doses varied from 1g twice a week to 375mg/m² a week 

for 4  weeks. Maintenance doses, when used, varied from 2 months to 

1 year. In the case we report here, the dose was similar to that used in 

the Australian study (weekly doses of 375mg/m² for 4 weeks). How-

4 

Similar to most cases reported in the literature, our patient’s 

-

abled the gradual tapering of prednisone, thus reducing the side 

treatment started, but lesions were cleared after maintenance doses.

Although RTX has shown effective results in the treatment 

of SCLE, it has not been effective for cutaneous lesions of other forms 

of CLE, such as CCLE. This suggests that RTX is indicated for lu-

pus manifestations involving Th2 cells, such as serositis, vasculitis, 

nephritis, ACLE and SCLE, which are mediated by B cells (CD20+).

Further studies are needed in order to recognize RTX as a 

therapeutic option for SCLE, even though independent results indi-

cate that it is effective in the treatment of refractory SCLE. Data re-

garding dose / frequency of administration, drug tolerability, side 

effects, and long-term remission are still lacking given the small 

number of reported cases. 

TABLE 1: Review of published cases of  subacute cutaneous lupus erythematosus  treated with rituximab (RTX)

Sex/age Therapy scheme Therapeutic response Maintenance therapy Relapse Previous therapy

F/402

2x 1g RTX + 100mg IV methyl-
prednisolone (every 2 weeks) + 

infusion

Little None HCQ, Pred, MTX, 
MMF

F/742

2x 1g RTX + 100mg IV methyl-
prednisolone (every 2 weeks) + 

infusion

Complete
remission

None Pred, Aza, MTX

F/652 2x 1g RTX + 100mg IV methyl-
prednisolone (every 2 weeks) + 

infusion

Complete remission None Pred, MMF

M/443 2x 1g RTX (weekly dose) Complete remission None None Pred, MMF, HCQ, Aza

F/484 4x 375mg/m² RTX (weekly dose) Complete remission 1 dose every 8 weeks 
for two years 

11 months HCQ, Pred, MTX, 
dapsone, Aza

F/545 4x 375mg/m² RTX (weekly dose) Complete remission 2x 1g every 2 weeks 
for one year

None HCQ, Pred, MMF, 
thalidomide, IGIV, 

etanercept
F/375 4x 375mg/m² RTX (weekly dose) Complete remission 2x 1g every 2 weeks 

for one year 
None HCQ, Pred, Aza

F/285 4x 375mg/m² RTX (weekly dose) Partial remission None HCQ, Pred

RTX: rituximab/ Pred: prednisone/ Aza: azathioprine/ MMF: mycophenolate mofetil/ HCQ: Hydroxychloroquine/ MTX: methotrexate / IGIV: intravenous 
immunoglobulins/ F: female/ M: male

FIGURA 2: 

7 months after treatment with rituximab (RTX); ab-
sence of active lesions
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Hydroxychloroquine ototoxicity in a patient with 
systemic lupus erythematosus*
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Dear Editor,

We report the case of a 51-year-old female patient who pre-

sented with alopecia and erythematous atrophic plaques with some 

areas of hyperpigmentation on the face and scalp in 2006. At the time, 
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she was diagnosed with chronic cutaneous lupus erythematous af-

ter a histologic report of a biopsy taken from the scalp, and started 

treatment with topical corticosteroids. In 2011, she developed fever, 

weight loss, fatigue and arthritis of the proximal and distal metacar-

pophalangeal joints, hands, elbows and shoulders. Hydroxychlo-

roquine 5mg/kg/day (400mg/day) was commenced. Three years 

after regular use of the medication, she complained of tinnitus and 

bilateral hearing loss. Liminar tonal audiometry showed moderate 

neurosensory hearing loss on the left ear and mild to moderate on 

the right ear. The abnormalities found on the audiometry are sug-

gestive of hydroxychloroquine toxicity. Antiphospholipid antibod-

ies were negative, aiding in the exclusion of lupus erythematosus 

neurosensory dysacousia. The medication was discontinued, and 

four months later she still complains of tinnitus and dysacousia. She 

is undergoing clinical follow-up. 

Hydroxychloroquine is a relatively safe drug, with un-

common side effects, except for retinopathy associated to the use 

in high doses.1

permanent disturbance of the auditory and/or vestibular function 

induced by therapeutic substances.2 Many drugs have the potential 

of causing vestibulocochlear toxicity and, although the antimalar-

ial activity of hydroxychloroquine is the same as the chloroquine 
2,3 Its derivatives, 

chloroquine and hydroxychloroquine, are widely used in connec-

tive tissue disease, adverse effects as cutaneous hyperpigmentation 

and retinopathy are known and usually monitored in those using 

these drugs.1,2

Quinine-induced ototoxicity is manifested by auditory and 

vestibular dysfunction; however, its exact mechanism is yet not well 

established. The drug is absorbed by the gastrointestinal tract and 

most of it is deposited in the tissues, with only a minimal portion 

excreted.2 

melanocytes, and high levels of the drug are present in the stria 

vascularis, retinal pigment, skin, hair follicle and endocrine glands.1 

Ototoxicity is related to the destruction of the stereocilia in varying 

degrees, reducing the neuron population, altering the support struc-

tures, causing atrophy of the stria vascularis and potentially leading 

to ischemia.1 Melanin is present in the inner ear in highly vascular 

areas, thus, blood vessels are usually surrounded by melanocytes. 

In this context, it is believed that the buildup of chloroquine is re-

sponsible for a vascular injury and degenerative changes in the pla-

num semilunatum and stria vascularis. These abnormalities of the 

epithelial tissues could result in an alteration of the structure of the 

endolymph, leading to damage of the cellular receptor.2 The buildup 

and long-term retention of antimalarial in melanocytes of the inner 

ear could explain the late onset of lesions and the relationship with 

elevated cumulative doses.2

The main symptoms associated to the use of antimalarials 

are tinnitus, neurosensory hearing loss and vertigo. Hearing loss is 

considered irreversible, with the report of some exceptions.2 Seçkin1 

reports a case of ototoxicity with HCQ in a patient with rheumatoid 

arthritis who developed mild bilateral neurosensory dysacousia 

and tinnitus. After discontinuation of the treatment, she improved 

of the tinnitus and on the audiogram. 
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