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Abstract:

Introduction: Systemic lupus erythematosus (SLE) is an autoimmune disease more common in women than in
men. This study analyzes the clinical, biological, immunological, and evolutionary features of lupus nephritis
in men. Methods: This study involved 25 male patients diagnosed with lupus nephritis between 2020 and 2024,
selected from 90 lupus patients. All met the ACR or SLICC criteria and had kidney damage. Results: The aver-
age age at diagnosis was 34.2 years (range: 16-51). Six patients were hypertensive, none were diabetic. Renal
failure was observed in 15 patients, hematuria in 12, nephrotic syndrome in 15, and non-nephrotic proteinuria
in 8. Most patients had lupus membranoproliferative glomerulonephritis (Class IV, 19 patients), followed by
extra-membranous glomerulonephritis (Class V, 4 patients). Extra-renal involvement included hematological
disorders (18 patients) and joint issues (16 patients), with two patients having antiphospholipid syndrome. For
treatment, 21 patients received intravenous methylprednisolone and cyclophosphamide, while 4 received oral
mycophenolate mofetil (MMF). Maintenance therapy was with MMF (4 patients) or azathioprine (15 patients).
After two years, 8 patients achieved complete remission, 2 had partial remission, 5 relapsed, and 4 progressed
to chronic kidney disease, including 2 with end-stage renal disease. Conclusion: Lupus nephritis generally has
a favorable course, although relapses and chronic kidney disease are observed. Personalized management is

crucial for improving long-term outcomes.
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1. Introduction

Lupus nephritis is a common and serious complication of
systemic lupus erythematosus (SLE), with often more severe
forms observed in male patients. Although men are less fre-
quently affected by SLE, when they do develop the disease,
the renal involvement tends to be more aggressive and is as-
sociated with a less favorable prognosis (1).

This study aims to describe the clinical and biological char-
acteristics, analyze the prevalence, describe the histological
findings, and evaluate the therapeutic outcomes and prog-
nosis of male patients with systemic lupus erythematosus
(SLE).

* Corresponding Author: Hmaidouch Nabil; Address: Ibn Sina University Hos-
pital Center, Department of Nephrology, Dialysis and Kidney Transplantation,
Mohammed V University of Rabat, Faculty of Medicine and Pharmacy of Ra-
bat, Rabat, Morocco. Email: hmaidouchn@gmail.com.

2. Methods

This is a retrospective descriptive study involving 25 male
patients diagnosed with systemic lupus erythematosus (SLE)
who were followed in the nephrology department of Ibn Sina
Hospital in Rabat between 2019 and 2024. All patients met
the revised criteria of the American Rheumatism Association
for SLE.

We collected demographic data, including age, sex, and pa-
tient comorbidities.

We documented the type of renal involvement, based on uri-
nary sediment analysis and urine culture, as well as the pres-
ence of nephrotic syndrome. We also investigated extrarenal
involvement.

Renal involvement in SLE was defined by the presence of
active urinary sediment: hematuria and/or leukocyturia,
and/or proteinuria greater than 0.5 g/g of urinary creatinine.
We assessed the presence of lupus-sensitive and/or specific
antibodies: antinuclear antibodies (ANA), anti-DNA anti-
bodies, anti-Sm antibodies, and antiphospholipid antibod-
ies (APL: anticardiolipin, beta-2-glycoprotein I antibodies),
when available.
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The diagnosis of lupus was based on SLICC criteria: 4 SLICC
criteria, including at least one clinical and one immunologi-
cal, or histological findings of lupus glomerulonephritis with
positive ANA or anti-DNA antibodies.

We reviewed data from renal biopsies, including the number
and types of lupus nephritis at each biopsy.

Finally, we analyzed the therapeutic management and fol-
lowed up on the patients’ outcomes.

3. Results

3.1. Demographic Characteristics

Over 5 years, 90 patients were diagnosed and followed for
lupus nephritis in the nephrology department, 25 of whom
were male, representing 28% of all lupus patients.

The mean age at diagnosis was 34.2 + 9.98 years, ranging from
16 to 51 years. Six patients were hypertensive, and none were
diabetic (Table 1).

Renal involvement presented as microscopic hematuria in
12 patients, non-nephrotic proteinuria in 8 patients, and
nephrotic syndrome in 15 patients. Renal insufficiency was
found in 15 patients.

Regarding extrarenal manifestations, cutaneous involvement
is presented as acute cutaneous lupus in 8 patients, chronic
cutaneous lupus in 3 patients, and non-scarring alopecia in
6 patients. Polyarthralgia was observed in 16 patients; 5 pa-
tients developed pleural and/or pericardial effusions.
Hematological, hemolytic anemia was present in 11 patients,
leukopenia in 14 patients, and thrombocytopenia in 6 pa-
tients. No patients developed neuropsychiatric lupus.
Immunologically, complement consumption was observed
in 22 patients, anti-DNA antibodies in 22 patients, antinu-
clear antibodies in 22 patients, anti-Sm antibodies in 6 pa-
tients, and antiphospholipid antibodies in 2 patients.

3.2. Renal biopsy

All patients underwent a renal biopsy. Class IV lupus mem-
branoproliferative glomerulonephritis was found in 19 pa-
tients, membranous glomerulonephritis in 4 patients, while
Class II lupus nephritis and combined lupus glomeru-
lonephritis (Class IV and Class V) were each found in 1 pa-
tient. (Figure 1)

3.3. Therapeutic Management

Following the results of the renal biopsy, treatment for lupus
nephritis was guided by the histological classification as well
as the activity and chronicity of the lesions. It consisted of
two phases: induction therapy and maintenance therapy, in
accordance with the protocols of our department. (Figure 2).
In cases of class IV lupus membranoproliferative glomeru-
lonephritis (MPGN) and combined class IV and V forms,
monthly intravenous pulses of cyclophosphamide were ad-

ministered to 20 patients, with dosage adjusted according
to renal function. Maintenance therapy was continued with
mycophenolate mofetil (MMF) in 4 patients and azathio-
prine in 15 patients. One patient was lost to follow-up and
did not receive maintenance treatment.

For the case of class V lupus MPGN, the patient received a
pulse of Solumedrol followed by oral corticosteroid therapy.

3.4. Outcome

Complete remission is defined as follows: inactive urinary
sediment, proteinuria below 0.5 g/g, and normal renal func-
tion. Partial remission is defined as a reduction of more than
50% in proteinuria. Relapse is defined by the recurrence of
active urinary sediment and/or the emergence of proteinuria
greater than 0.5 g/g. (Figure 3)

Complete remission was observed in 8 patients, partial re-
mission in 2 patients, and relapse in 5 patients. Five patients
were lost to follow-up, four progressed to chronic kidney dis-
ease, and one patient died due to septic shock.

There was no observed association between the histological
type of lupus nephritis and patient outcomes.

4, Discussion

Our study highlights a significant clinical particularity of sys-
temic lupus erythematosus (SLE) in men, especially when it
progresses to lupus nephritis (LN). Although SLE is predomi-
nantly a female disease, renal involvement in men tends to be
more severe, with frequent diagnostic delays and a generally
less favorable outcome. These findings are consistent with
several recent studies that report a more aggressive course of
lupus nephritis in male patients (2,3).

In our cohort of 25 male patients, accounting for 28% of all
LN cases, the mean age at diagnosis was 34.2 years. This
aligns with the findings of Wang et al. (4) and Tktonidou et al.
(5), who reported an average age of 35 to 38 years among men
with lupus nephritis. Similar mean ages have been reported
in African studies, such as that of Hermine Danielle Fouda
Menye Ebana et al. in Cameroon(6) (32.5 years) and Brijlal
et al. in South Africa (35 years) (7) . These data confirm that
SLE and its renal complications primarily affect young adults,
which has significant socio-economic implications, particu-
larly in low-resource settings (8,9). The diagnostic delay may
be partly explained by the perception of lupus as a predomi-
nantly female disease, which could reduce clinical suspicion
in men (2,10,11).

The proportion of men affected by lupus nephritis in our
study (28%) is higher than typically reported in the literature,
where men account for 10-20% of LN cases (12, 13). This
difference may reflect ethnic factors or potential recruitment
bias (14). Furthermore, studies such as that by Andrade et al.
(2021) suggest that the prevalence of lupus in men may be
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underestimated due to poorer access to healthcare or later
diagnoses (15-17).

Renal involvement in our cohort was particularly severe, with
60% of patients presenting with nephrotic syndrome and
60% developing renal failure. These rates are higher than
those reported in other studies, which estimate that severe
renal involvement affects around 40% of male lupus patients
(18,19). Histological analysis revealed a predominance of dif-
fuse proliferative glomerulonephritis (class IV) in 76% of pa-
tients, in line with findings by Fava et al. (20), who also ob-
served that proliferative forms are more common and more
severe in men. Extra-renal manifestations were also well doc-
umented in our study, with frequent skin, joint, and hemato-
logic involvement. Leukopenia and hemolytic anemia were
found in nearly half the patients—similar to findings in inter-
national studies that report a high prevalence of hematologic
manifestations in men with lupus (21,22). Moreover, no cases
of neuropsychiatric lupus were found, which may reflect un-
derdiagnosis, as some studies estimate that neuro-lupus af-
fects 5-10% of male patients (23).

From a therapeutic standpoint, our study shows manage-
ment strategies consistent with international recommenda-
tions, including the use of intravenous cyclophosphamide
for induction, followed by maintenance therapy with my-
cophenolate mofetil or azathioprine. However, the fact that
five patients were lost to follow-up raises concerns about
treatment adherence and long-term care, a problem well-
documented in the study by Pons-Estel et al., which noted
higher dropout rates among male patients (24,25).

Patient outcomes showed a complete remission rate of 32%,
which is slightly lower than the 40-50% remission rates re-
ported in female cohorts (26,27). Additionally, 16% of pa-
tients progressed to chronic kidney disease, consistent with
previous studies indicating that men with lupus nephritis
are twice as likely as women to progress to end-stage re-
nal disease (28,29). These findings raise several important
questions. Why do men tend to develop more severe lu-
pus nephritis? Emerging hypotheses point to hormonal dif-
ferences, specifically, the protective effects of estrogen in
women and the potentially aggravating role of testosterone
in men (30). Genetic studies, such as that by Langefeld et al.
(31), also suggest that X-chromosome-related factors may in-
fluence immune responses and lupus progression (32,33).
Another key issue is treatment adherence. The significant
number of patients lost to follow-up in our cohort is concern-
ing and reflects a broader issue in managing male lupus pa-
tients. Recent initiatives, such as those described by Barber
et al. (25), propose that therapeutic education and personal-
ized follow-up could improve adherence and reduce the risk
of progression to renal failure.

Finally, the search for predictive biomarkers of severe lupus
nephritis in men appears promising. Studies such as that of
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Parodis et al. (26), suggest that complement levels, genetic
signatures, and urinary biomarkers could help better stratify
risk and tailor treatments to individual patient profiles.

In conclusion, our study offers valuable insights into the
presentation of lupus nephritis in male patients. Fur-
ther prospective studies comparing male and female lupus
nephritis patients, including long-term follow-up and prog-
nostic factor analysis, would be particularly informative.

5. List of abbreviations

SLE: Systemic Lupus Erythematosus; LN: Lupus Nephri-
tis; ANA: Antinuclear Antibodies; Anti-DNA: Anti-double-
stranded DNA Antibodies; Anti-Sm: Anti-Smith Antibodies;
APL: Antiphospholipid Antibodies; ACR: American College
of Rheumatology; SLICC: Systemic Lupus International Col-
laborating Clinics; MPGN: Membranoproliferative Glomeru-
lonephritis; MMF: Mycophenolate Mofetil; CKD: Chronic
Kidney Disease; IV: Intravenous; ESRD: End-Stage Renal Dis-
ease

6. Conclusion

The results of this study show that lupus nephritis in men
presents with more severe characteristics, including a higher
frequency of proliferative histological forms and a faster pro-
gression to renal failure. Despite appropriate therapeutic
management, the prognosis remains guarded for some pa-
tients. These findings highlight the importance of early
detection and close monitoring to improve long-term out-

comes in men with lupus nephritis.
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g1 B0 Demographic Characteristics of the Study Population

Demographic Characteristics

Age (years) 34.2 +/-9.98
Comorbidities

Diabetes 0
Arterial Hypertension 6 (24%)
Ischemic Heart Disease 3 (12%)
Renal involvement

Hematuria 12 (48%)
Non-glomerular proteinuria 8 (32%)
Nephrotic syndrome 15 (60%)
Skin involvement 10 (40%)
Articular involvement 16 (60%)
Serositis (Pericarditis/Pleurisy) 5 (20%)
Neurological involvement 0
Hematological involvement 18 (76%)
Hemolytic anemia 11 (44%)
Leukopenia 11 (44%)
Thrombocytopenia 6 (24%)
Immunological abnormalities

ANA (Antinuclear Antibodies) 22 (88%)
Anti-DNA antibodies 22 (88%)
Anti-Sm antibodies 6 (24%)
Antiphospholipid antibodies 2 (8%)
Decreased complement C3 and/or C4 levels 22 (88%)

@ class IV lupus nephritis
class Il lupus nephritis

@ class IV lupus nephritis + classe V
lupus nephritis

@ classe V lupus nephritis

Renal Biopsy Results
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