
121Romanian JouRnal of Rheumatology – Volume XXX, no. 3, 2021

Features of late-onset systemic lupus erythematosus
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INTRODUCTION

Systemic lupus erythematosus (SLE) is a chronic 
autoimmune disorder most commonly affecting 
women aged 15 to 45. It is defined by the production 
of tissue-binding autoantibodies that lead to sys-
temic inflammation and it is typically associated 
with elevated serum levels of antinuclear antibod-
ies (ANA), which, while not specific to this disease, 
are found in over 98% of lupus patients (1,2). 

Disease onset usually includes constitutional 
manifestations, such as fever, fatigue, weight loss, 
enlarged lymph nodes. The skin, joints and kidneys 
are the most frequently involved sites, although lu-
pus can target virtually any structure, including the 
nervous and cardiovascular systems, the gastroin-
testinal tract, the lungs, eyes and the blood vessels 
(1-3). 

Late-onset SLE is defined as occurring in patients 
over the age of 50, representing less than 20% of all 
lupus patients and it is more commonly diagnosed 
in Caucasians (4,5). It is characterized by a more in-
sidious disease onset and a distinct clinical picture, 
with cutaneous, renal and neurological manifesta-
tions less frequently observed when compared to 
younger patients, yet with a higher prevalence of 
arthritis, serositis, lung involvement and sicca syn-
drome (6-8). With regard to antibody positivity, sev-

eral reports in the literature have suggested more 
frequent rheumatoid factor, anti-Ro/SSA and an-
ti-La/SSB antibody positivity in older patients ver-
sus a higher prevalence of anti-dsDNA and anti-Sm 
antibodies in the early-onset group (9).

Whether patients with late-onset lupus typically 
exhibit a milder disease course and have a better 
prognostic is a highly debated issue, as older pa-
tients tend to fulfill fewer EULAR/ACR 2019 classifi-
cation criteria and have lower disease activity over-
all, yet have a higher rate of comorbidities and may 
not tolerate immunosuppressive therapy as well as 
younger patients (10-13).

The following case reports present two elderly 
patients diagnosed with SLE and their management.

CASES PRESENTATION

Case 1
An 81-year-old female patient with history of in-

active hepatitis C presents in the Rheumatology 
ward with fatigue, vesperal fever, significant weight 
loss in the past six months. She complains of pain 
affecting small joints of the hands, elbows, shoul-
ders and myalgias. 

During this time, several RT-PCR tests for SARS-
COV2 were performed with negative results.
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Prior to admission in the Rheumatology Depart-
ment, the patient underwent extensive medical 
evaluation under the supervision of her general 
prac titioner. 

Laboratory tests repeatedly revealed leukopenia 
with lymphocytopenia and moderate normochro-
mic normocytic anemia, yet tumoral markers were 
negative. A colonoscopy showed no abnormalities 
beyond internal hemorrhoids, while upper endos-
copy evidenced atrophic gastritis, with subsequent 
positive Helicobacter pylori test, for which the pa-
tient received appropriate treatment. 

A thoracic, abdominal and pelvic CT scan re-
vealed bilateral non-specific micronodules and 
slightly enlarged superior mesenteric lymph nodes, 
which were absent upon a second evaluation per-
formed two months later, as well as right pleural 
effusion and a small buildup of pericardial fluid, 
which persisted in both exams. 

Bone marrow biopsy and immunohistochemis-
try excluded a hematological disorder. 

Upon clinical examination several dorsal atroph-
ic ery thematous squamous plaques were observed 
and sub se quen tly biopsied. Skin biopsy sho wed 
papillomatous epi der mis and several keratotic cysts, 
in clu ding one surrounded by polymorphonuclear 
infiltrate, considered to be compatible with chronic 
cutaneous hy per trophic lupus erythematosus. 

Unfortunately, immunofluorescence to check for 
lupus band was unavailable at the time. 

Laboratory tests revealed the persistence of leu-
ko-lymphopenia, anemia with a positive Coombs 

FIGURE 1. Erythemato-scuamous plaque on posterior 
thoracic region (image from Sf. Maria Clinical Hospital 
collection)

test, hypocomplementemia of both C3 and C4 and 
hyperimmunoglobulinemia type IgG. Antibody test-
ing showed high titer ANA 1:320, intensely positive 
anti-dsDNA and anti-Ro/SSA antibodies. 24-hour 
proteinuria was within nor mal range. 

A cardiac ultrasound confirmed the presence of 
small pericardial effusion. 

According to the 2019 EULAR/ACR classification 
criteria, the diagnosis of systemic lupus erythema-
tosus with cutaneous, articular, hematologic, serous 
and immunologic involvement was established. 

Patient management included corticosteroid 
therapy with methylprednisolone, adding hydroxy-
chloroquine 200 mg twice daily. The patient exhibit-
ed good treatment response, with gradual symptom 
remission and correction of bicytopenia and com-
plement levels.

Case 2
The second case is a 72-year-old female patient 

presenting with arthralgia of the wrists and meta-
carpophalangeal joints, shoulders and knees, with 
morning stiffness lasting over one hour. The joint 
complaints were accompanied by rounded erythe-
matous squamous plaques on the chest and back, a 
recurring fever of over 37 degrees Celsius and 
weight loss in the last month.

Laboratory testing revealed marked leukopenia 
with lymphocytopenia, mild anemia and highly ele-
vated inflammatory markers. Antibody testing 
showed positive ANA 1:160, anti-dsDNA antibodies 
and rheumatoid factor, while ACPA and anti-Ro/SSA 
antibodies were absent. Screening for hepatitis B 
and C was negative. 24-hour proteinuria was within 
normal range.

Initial skin biopsy was suggestive of chronic li-
chenoid pityriasis, thus topical treatment was pre-
scribed. However, the skin lesions persisted during 
follow-up and after 4 months they had spread to the 
limbs as well. A second skin biopsy was performed, 
revealing moderate inflammatory lymphocytic in-
filtrate at the dermo-epidermal junction, compati-
ble with subacute lupus erythematosus.

Musculoskeletal ultrasound revealed bilateral 
synovitis of the wrists and ophthalmological exami-
nation evidenced keratoconjunctivitis sicca follow-
ing positive Schirmer’s test, as well as macular de-
generation, contraindicating the administration of 
hydroxychloroquine.

Several possible diagnoses were discussed, but 
eventually ruled out rheumatoid arthritis since no 
specific joint imaging changes were noted and the 
lack of ACPA antibodies. Late-onset SLE was taken 
into account considering the disease onset with con-
stitutional symptoms, joint and skin involvement, 
cytopenia and positive ANA and anti-dsDNA anti-
bodies.
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The patient underwent intravenous corticoster-
oid therapy and methotrexate was added to the 
treatment plan, since hydroxychloroquine was con-
traindicated. Response was favorable, with the 
complete remission of symptoms and skin lesions 
and laboratory abnormal values. 

DISCUSSION

Establishing the diagnosis of late-onset SLE can 
be a challenge even for experienced physicians, as 
it is a rare occurrence, representing less than one 
fifth of all lupus cases (1), with a clinical and para-
clinical picture that is different from what would be 
typically expected. SLE should be suspected in any 
patient, regardless of age, presenting with constitu-
tional symptoms, such as fever, weight loss, fatigue 
and enlarged lymph nodes, that could not be attrib-
uted to any other cause, particularly when the pa-
tient also exhibits cutaneous and joint involvement. 

While the presence of skin lesions is not as fre-
quently reported in cases of late-onset lupus, with 
malar rash particularly being a rare occurrence in 
this group (4), the two cases presented above in-
cluded suggestive chronic and subacute cutaneous 
lupus lesions, later confirmed by skin biopsy. A skin 
biopsy adding immunofluorescence examination if 
possible is always useful in determining the nature 
of unusual cutaneous lesions and physicians should 
not hesitate to order a second biopsy if they feel it is 
justified, as was the case with the second patient. 

The clinical and immunological findings of the 
two cases were consistent with data reported in the 
literature, which suggests that joint involvement 
and serositis are frequent in patients with late-on-
set disease (6-8), while the kidneys, a common tar-
get of early-onset lupus, were notably spared in 
both cases. Anti-Ro/SSA antibody positivity is often 
detected in older patients (8), which was the case 
with the first patient. 

Notable features of these cases include the con-
siderably advanced age of patients at the moment 

FIGURE 2. Disseminated erythematous lesions (image from Sf. Maria Clinical Hospital collection)

of diagnosis, 81 and 72 years, respectively and the 
somewhat atypical aspect of the cutaneous manifes-
tations, especially in the second case, in which the 
initial biopsy created confusion with regard to the 
nature of the skin lesions. Both cases exhibited con-
stitutional symptoms, joint involvement, leukope-
nia with lymphocytopenia and positive anti-dsDNA 
antibodies, while renal involvement was noticeably 
absent. Anemia was also presented in both situa-
tions. Treatment management should be adjusted 
according to published guidelines and tailored to 
each patient, since the presence of macular degen-
eration contraindicated the administration of hy-
droxychloroquine in the second patient. Fortunate-
ly, treatment response was favorable for both 
patients with rapid improvement of symptoms and 
correction on laboratory parameters. 

CONCLUSIONS

Late-onset systemic lupus erythematosus is a 
distinct subtype of lupus that is less frequently en-
countered and therefore may be more easily over-
looked, especially since it can manifest differently 
compared to early-onset disease. Raising awareness 
among physician is necessary in order to diagnose 
these patients in a timely manner, which enables 
the prompt initiation of appropriate therapy. Corti-
costeroids and hydroxychloroquine are usually the 
first line of treatment but individual case decisions 
should be made depending on patients’ characteris-
tics. Despite having a milder course, elderly pa-
tients’ comorbidities add to the burden of the dis-
ease, complicating their prognosis. 

While diagnosing systemic lupus erythematosus 
in older patients remains a challenge, physicians 
should not discount this suspicion in anyone pre-
senting with unexplained constitutional symptoms, 
particularly when accompanied by other features 
suggestive of lupus and confirm the disease with 
immunological specific tests. 
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