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Studies have demonstrated that male systemic lupus erythematosus (SLE) patients present
with atypical manifestations, serious kidney involvement and worse prognosis. This
article summarizes the findings obtained from the literature review of 16 studies to obtain
an understanding of the gender correlation with SLE and lupus nephritis. We compared
the influence of gender on various factors of SLE like incidence of lupus nephritis, age at
manifestation of SLE, time between SLE manifestation and lupus nephritis diagnosis, frequency
of dialysis, mortality risk and biopsy findings. Studies included in our review composed of
remote published work, case-control studies, case reports and cross-sectional studies. Of 16
studies, 14 were conducted exclusively on lupus nephritis in SLE with comparison of gender
correlation and remaining 2 studied SLE generally without any gender comparison. Six studies
pointed to an increase in incidence of lupus nephritis in males, 9 studies demonstrated no
disparity in gender, and one study showed contradicting results. In addition, 4 studies pointed
that males had a more severe renal outcome as revealed by laboratory tests. Interestingly the
age at which SLE manifests was the same in both genders according to 2 studies. Moreover,
the frequency of dialysis and remission were similar between both genders. There is no
consensus if these atypical manifestations are more common in males. Although some studies
do show a significant increase in lupus nephritis among male SLE patients, others showed no
difference or contradicting results. Hence, we suggest further studies comparing the disease
manifestations.

Implication for health policy/practice/research/medical education:
Although some studies showed a significant increase in lupus nephritis among male systemic lupus erythematosus patients,
others showed no difference or contradicting results. Hence, we suggest further studies comparing the disease manifestations

between the two genders.
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Introduction

times more prevalent in women than in men (2). One of

Systemic lupus erythematosus (SLE) is a chronic
multisystem autoimmune disorder with a circulation
of autoantibodies and deposition of immune complexes
in various organs and systems. SLE is known for
heterogenicity of clinico-pathological manifestations and
life-threatening outcomes. According to the American
society of rheumatology SLE classification criteria, the
diagnosis is based on the distinctive clinical features and
presence of auto-antibodies. The disease etiology remains
unknown, however, numerous risk factors are associated
with the onset and progression of SLE, such as ethnicity,
age and gender (1). SLE tends to affect young woman of
child-bearing age and the incidence rate of SLE is 6-10

the most important poor prognostic factor associated with
an increased rate of mortality is the development of lupus
nephritis. Time from the disease onset and establishing
a clinical diagnosis of lupus nephritis was described to
be more prolonged in males due to overlooking of SLE
symptoms (3). More random presentation of SLE in
males leads to the less awareness and underestimating
of SLE symptoms in male patients group. Moreover,
morphological presentation and its progression to the end
stage of renal disease among male patients was described
as more severe rather than female counterparts (2-5).
However, opinions of the male gender as a risk factor for
lupus nephritis varies. The onset of lupus nephritis, and

*Corresponding author: Assel Rakhmetova, Email: rakhmeto@ualberta.ca

=
2
>
o
14
£
=



http://www.jnephropharmacology.com
http://orcid.org/0000-0002-6664-8163
http://orcid.org/0000-0002-6778-5960
https://doi.org/10.15171/npj.2019.09
http://crossmark.crossref.org/dialog/?doi=10.15171/npj.2019.09&domain=pdf&date_stamp=2019-01-06

Shaukat et al

progression and also long-term prognosis in males is
disputed in the literature.

Objectives

The main gain of this literature review is to distinguish
a difference in respect to clinical presentation,
morphological class with activity index, and renal
outcome prognosis in male patients with lupus nephritis.
We sought to put a clear line if male gender is a risk factor
for an increased chance of developing lupus nephritis in
SLE patients through a critical review of the literature.

Materials and Methods for preclinical investigations
For this mini-review, we used different sources, such as
PubMed, Scopus, Google Scholar, Uptodate. The following
keywords were used; lupus nephritis in males, systemic
erythematosus lupus nephritis gender differences, male
predominance in autoimmune diseases, lupus nephritis
prognosis in males.

Results

Among the 16 articles, 6 showed increased incidence of
lupus nephritis in males. Nephritis was the second most
common manifestation of SLE in men (40.9%) (6). SLE
affects kidneys in males more often than the female
cohorts (1,4,7-9,). Males with SLE regardless of ethnicity
tend to have more renal involvement than females (10).
In males, the spectrum of clinical presentation primarily
involves infections, cardiovascular and renal diseases (11).
One study suggested contrasting result: Increase of renal
insufficiency among women rather than male patients
(6.8% versus 4.4% respectively) (12). Additionally one
study revealed no gender disparities in lupus nephritis
patients (11).

Two independent investigations showed that no gender
difference exists in the mean age at the time of diagnosis
(4,12). One report suggested that the time from SLE
diagnosis to the manifestation of lupus nephritis was
decreased in males (13). Another group of researchers
revealed a contradicting result and proved that this time
was rather increased in males (3). Regarding disease onset,
four studies demonstrated a more serious manifestation of
renal disease in males, evidenced by acute kidney injury,
oliguria, and anuria, nephrotic syndrome (a large amount
of proteinuria, decreased serum albumin levels) and
increase in serum creatinine value (5,13-15). Similarly,
there are four articles showing that biopsy findings of class
IV diffuse lupus nephritis was more prevalent in males (2-
5) and only one case report describing classes IIT and V of
lupus nephritis (16). In contrast, there was only one expert
group indicating that no such difference existed between
genders (14). Furthermore, morphological activity grade
and indices of lupus nephritis were found to be more
severe in male than in female groups (3,13,14). Two
studies pointed that men had a higher rate of flare (80% of
men versus 60% of women) and recurrent flare frequency

compared to females (44% versus 18.2% respectively) (2).
Similarly, occurrence of relapse was higher in males than
in female patients (37.5% versus 11.4% correspondingly)
(3). One study showed that males had a decreased
frequency of complete remission (36.6% versus 50.4%)
(13). Conversely one study reported the absence of
distinction in remission rate between two cohorts (5).
One study revealed that males tend to require dialysis
more than females (4). However another authors showed
no differences of males over females were found in the
frequency of receiving dialysis and renal transplantation
(14). Finally, three studies reported that the mortality rate
was higher among males than females (3,11,15). However,
three other articles showed that there is no gender-
associated death due to lupus nephritis in males (5,13,14).

Discussion

SLE is a severe autoimmune disease affecting multiple
organs and systems. It is a well- known fact, that SLE
usually develops in young females rather than males
(1). In males, the spectrum of clinical presentation
primarily involves infections, cardiovascular and renal
diseases; whereas, women tend to have mucocutaneous
and musculoskeletal manifestations (1,4,7-9,11). There
has been increased debate about the incidence of lupus
nephritis and its gender correlation. According to a
population study in Slovak, nephritis was the second
most common presentation of SLE in men (40.9%) (6).
Independent comparative studies by Andrade et al (7) and
Hwang et al (4), emphasized that SLE affects the kidneys
in males more often than the female cohorts, that data was
supported by an earlier literature review by Lu et al (9).
In contrast to the studies described above, a 30-year work
completed by Renau Al et al, showed an increase of renal
insufficiency among women rather than male patients
(6.8% versus 4.4% respectively) (12). However, conflicting
results were obtained very recently by Falasinnu et al,
wherein no gender disparities were found in patients
with lupus nephritis (11). Surprisingly varied outcomes
corresponding to ethnic backgrounds and genders were
found in SLE patients from different research groups,
even when controlling for geographical distribution.
Nevertheless, males with SLE regardless of ethnicity tend
to have more renal involvement than females (10). Thus,
the influence of sex on the prevalence of lupus nephritis
among males remains undetermined.

Another important question to address is the age at
which SLE manifests, as it predominantly affects women
during their reproductive years. Likewise, according to
some reports males are more vulnerable to SLE in their
thirties, which shows that no gender difference exists in the
mean age at the time of diagnosis (4,12). A retrospective
Chinese study revealed contrary findings to the generally
accepted opinions, regarding the time of disease onset and
establishing lupus nephritis diagnosis. They found that
the time from disease manifestation and lupus nephritis
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diagnosis was reduced in males (13). This contradicts a
previous report by Wang et al, who discovered that the
time from disease onset to establishing a diagnosis was
prolonged in males compared to females (10.2 months
versus 14.4 months). This was attributed to subtle disease
presentation or the underdiagnosing of lupus nephritis
symptoms in the male population (3).

With regards to clinical and laboratory findings, males
diagnosed with lupus nephritis are more predisposed
to acute kidney injury, oliguria, and anuria, nephrotic
syndrome (a large amount of proteinuria, decreased
serum albumin levels) and increased serum creatinine
values (5,13-15).

Furthermore, renal biopsies provide critical information
in assessing lupus nephritis in males with SLE. The revised
2003 ISN/RPS classification provides essential information
based on the six-principal classes of lupus nephritis, disease
activity and chronicity, tubular and vascular damage. Class
IV diffuse lupus nephritis, which is generally associated
with poor renal survival, is more prevalent and is the
predominant class of lupus nephritis in males (2-5), rather
than randomly reported classes III and V (16). Yet, this
data was in contrast with an earlier report by de Carvalho
et al, where no difference in histopathological class was
noted between genders (14). Furthermore, morphological
activity grade, which is usually determined based on
endocapillary hypercellularity, and chronicity indices of
lupus nephritis was reported to be more severe in male
than in female groups (3, 13, 14). Men had a higher rate of
flares (80% of men versus 60% of women) and frequency
of recurrent flares compared to females (44% versus 18.2%
respectively) (2). Similar results were obtained in an
8-year study by Wang et al that included 315 consecutive
patients out of which 45 were males. Wang et al also found
that the occurrence of relapse was higher in males than in
female patients (37.5% versus 11.4% correspondingly) (3).
A 2018 comprehensive survey of gender impact on long-
term renal outcome revealed that males had a decreased
frequency of complete remission (36.6 versus 50.4%)
(13). Conversely, a retrospective joint analysis of male
and female patients with SLE from Spain and Uruguay
hospitals did not find a difference in remission rates
between genders (5).

Male gender as a risk factor for receiving kidney
replacement therapy and mortality rate due to lupus
nephritis remains questionable. While one research group
has documented that no differences of males over females
were found in the frequency of receiving dialysis and
renal transplantation (14) others claim that males tend to
receive dialysis more often than females (4).

The mortality rate was two to six times higher among
males than females (3,15) and the average age of mortality
was found to be 54 for women and 63 for men patients
(11). Nevertheless, there are proponents suggesting that
there is no gender-associated death due to lupus nephritis
in males. (5,13, 14).

Lupus nephritis in males

Conclusion

There is no consensus on the debate of male sex being
a risk factor for increased incidence of lupus nephritis,
poorer renal outcomes and increased rate of mortality
due to lupus nephritis. We suggest that multicenter
study including different ethnicities, age, risk factors for
mortality, and the genetically background is necessary
to gain clarity regarding the role of male gender in lupus
nephritis.
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