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Systemic lupus erythematosus 
(SLE) is widely regarded as a disease 
having female predominance. Some 
studies reported that the disease 
behaved differently in male and 
female patients and that a much 
more aggressive course and a higher 
morbidity rate could be observed 
in male SLE patients. 1•3 Although 
clinical reports of SLE in males have 
been published, studies concerned 
with male lupus nephritis are rare.4,5 

The purpose of this investiga
tion was to study the clinical and 
pathological findings of lupus nephri
tis in Thai male compared to female 
patients and their relative survival 
rates. 

MATERIALS AND METHDOS 

SUMMARY During 1984 to 1991,54 out of 569 lupus nephrHls patients at SlrlraJ 
HospItal were male (F:M sex ratio = 10:1). Mean age of the males was 29.8 :t14.6 
years, range 12 to 69. The three most comrmn extrarenal manifestations were 
anemia, cutaneous, and musculoskeletallnvolvement (74.5, 51.1, and 43.9 %, reapec
tlvely). The major renal manifestations were edama (75.9%) wHh heavy proteinuria 
over 3.5 g/day In 62.20/0 and nephrotlclnephrHlc findings In 51.9% of cases. Hyper. 
tension was found In 35.2%. Mean serum creath*lewas2.0 :t1.4 mg/dl while 60.5% 
of cases had creatinine clearance below 50 mWmlnute. Mean serum albumin was 
2.6 :to.8 g/dl, cholesterol 262.8 :t 129.5 and trlglycerldes 343.2 :t244.6 mg/dL In
terestingly, hypercholesterolemia ( >250 mg/dl) was found only In 44.8% of cases 
with nephrotic syndrome. Antinuclear antibody was demonstrated In 91.5%,antl 
dDNA antibody In 64.4% and LEceils In 40.4% of cases. Renal biopsy was done In 45 
patients and 30 cases (66.7%) were ctaaslfled as dffuse proliferative nephritis (WHO 
type IV), 15.6% of type 11,6.7% each of type IlIIRi V, wHh the rest of type V plus IV 
(4.4 %). TubulolnterstHla1 Inflammation was found In 77.3 % of cases. During the 
follow-up period (42 :t35.8 months), 6 patients died. The ceuses of death were 
uremia In 3, Infection In 2, and cardiac failure In 1. By life- table analysis, the probabl
IHIes of survival for 1 and 5 years were 89.5 and 80.6%, respectively. In comparison 
between sexes, except for a higher amount of urinary protein excretion (4.5 :t3.1 vs 
3.5 :t3.0 g/day, p< 0.05), there were no statistically significant differences In clinical 
and pathological parameters, and probability of survival. 

Patients 

All patients who fulfilled ARA 
criteria for SLE6 and who had been 
seen and followed up at renal unit 
with a diagnosis of lupus nephritis 
in the period 1984-1991 were incor
porated into the study. Of the total 
S69 patients with lupus nephritis, 
only S4 patients were male. Infor
mation on patient characteristics, 
clinical manifestations, histology, 

treatment and outcome was derived 
from chart review. 

Diagnosis 
Lupus nephritis was defined by 

the presence of one of the follow
ings: I) urine protein greater than I g 
per day, 2) a 30070 decrease in crea
tinine clearance over a 1 year period, 
and 3) a renal biopsy showing 
mesangial, focal proliferative, 
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diffuse proliferative or membranous 
glomerulonephritis or at least 3 of 
the followings in a 12-month 
period: 1) proteinuria of 2 to 4 plus, 
2) persistent hematuria (> 5 RBCI 
HPF), 3) oval fat bodies; granular, 
hyaline, or red blood cell casts in the 
urine, 4) serum albumin less than 3 
g/d!. 

Renal histology 

Percutaneous renal biopsies 
were performed in 314 cases, 269 
females and 45 males. They were 
classified into 5 groups on the basis 
of light microscopy, immunofluo
rescence and electron microscopy 
according to the World Health 
Organization classification system.7,s 
In class I, the kidneys were shown 
to be normal, Class II : mild to 
moderate mesangial changes, Class 
III : focal and segmental prolifera
tive andlor necrotizing glomeru
lonephritis, Class IV : diffuse pro
liferative GN and Class V : mem
branous glomerulonephritis. 

Statistical Analysis 

All results are shown as mean 
± SO. The unpaired two-tailed 
Student's I-test was used to com
pare the continuous variables. A 
p value of less than 0.05 was con
sidered statistically significant. 
Life-table analysis and Kaplan
Meier survival curve were prepared 
using BMDP Statistical software. 
Comparison between sexes was 
made using a two sample log-rank 
test. 

RESULTS 

The 569 lupus nephritis patients 
in this study included 54 males and 
515 females with the ratio of 1:10. 
The mean age in males and females 
was not different but males had 
shorter duration of symptoms (7.8 ± 
11.8 months) and longer duration of 
follow up period (42.0± 35.8 months) 
as shown in Table 1. 

The age at onset of the disease 
was most frequently between 20 and 
30 in both sexes as shown in Fig. 1. 

Table 2 shows the extrarenal 
manifestations at the first entry. 
Anemia was the most common find
ing (74.5%) in males, followed by 
skin involvement (51.1070) and mus
culoskeletal system involvement 
(30%), respectively, Approximately 
one half had a positive direct 
Coombs' test. The least common 
presentation was of nervous system 
symptoms. No laboratory criteria, 
including LE cells, antinuclear anti
body and anti-DNA antibody were 
found to be related to gender. Clini
cal and biochemical data of renal 
manifestations of all 569 lupus 

Table 1. Fundamental data of lupus nephritis patients 

(n=569). 

Female Male 

Number 

Age 

Duration (Month) 

Follow up (Month) 

250 

200 

]50 

100 

50 

o 

515 54 

27.9 %9.0 29.8 %14.6 . 
17.7%24.8 7.8 ±11.8 . 
26.8 %33.7 42.0 ±35.8 

Fig. 1. Age and sex distribution of study population. 

rrr.·•..·•••fJJ FEMALE 

", MALE 

51-60 61-70 

nephritis patients are summarized 
in Table 3. 

Edema and urine sediments 
corresponding to a nephrotic
nephritic picture were present in the 
vast majority of male patients (75.9% 
and 51.9%, respectively), Analysis 
of the clinical and biochemical data 
of renal manifestations showed 
similar disease patterns in males 
and females. The only clinical 
feature which differed significantly 
was the occurrence of more pro
teinuria (4.5 ± 3.1 vs 3.5 ± 3.0 gl 
day) in males compared to females 
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Tabla 2. Extrarenal manifestations at the first entry 

All (%) Female (%) Male (%) 

Cutaneous system 
Musculoskeletal system 
Reynaud's 
Nervous system 
Cardiovascular system 
Respiratory system 
Ocular 
Anemia (Hct~30%) 

Coombs' test + ve 
Coombs' test- ve 

LEcell + ve 
Antinuclear antibody + ve 

AntiDNA + ve 

346 (66.0) 
315 (62.9) 

43 (32.1) 
69 (12.3) 
52 ( 9.0) 
21 ( 3.7) 

85 (24.4) 
448 (80.1) 
236 (42.2) 

212(37.9) 
191 (42.2) 
433 (90.0) 

326 (67.2) 

323 (67.4) 
297 (64.6) 

40 (32.3) 
67 (13.1) 
49 ( 9.6) 
17 ( 3.3) 
81 (25.5) 

410 (80.7) 

220 (43.3) 
190 (37.4) 
172 (42.5) 
390 (89.9) 
297 (67.5) 

23 (51.1) 

18 (43.9) 
3 (30.0) 
2 ( 3.9) 
3 ( 5.8) 
4 (7.84) 
4 (12.9) 

38 (74.5) 

16 (31.4) 
22 (43.1) 
19 (40.4) 
43 (91.5) 
29 (64.4) 

Tabla 3. Clinical and biochemical data of renal manifestation at the first.entry. 

AII(%) Female (%) Male (%) 
It 

Edema 
Hypertension 

Diastolic pressure 95 - 104 mmHg 
Diastolic pressure >105 mmHg 

Urinalysis 
nephrotic 
nephritic 
nephrotic! nephritic 
telescopic 
negative 

24-hour urinary protein excretion (glday) 

< 0.5 glday 

0.5-3.5 g/day 

;>3.5 g/day 


Serum Creatinine 

K 
HC03 
Albumin 
Globulin 
Cholesterol 
Trlglycerldes 

Creatinine clearance 
>50 mil minute 
25-50 mil minute 
<25 mil minute 

413 (73.0) 
183(32.4) 
127 (22.5) 

56 ( 9.9) 

153 (27.5) 

194 (34.8) 
159 (28.6) 

32 ( 5.8) 
19 ( 3.4) 

3.6±3.0 
9.0 

47.4 

43.6 

2±2.1 
4.4±1.0 

21.2±5.4 
2.6±0.8 
3.0±1.0 

273.6±132.8 
297.4±163.7 

5O±33.4 
183 (42.0) 
144(33.0) 
109 (25.0) 

372 (72.7) 41 (75.9) 
166 (32.1) 19 (35.2) 
115 (22.5) 12 (22.2) 

49 ( 9.6) 7 (13.0) 

144 (28.5) 9 (17.3) 
180 (35.6) 14 (26.9) 
132 (26.1) 27(51.9) 

32 ( 6.3) 0 
17 ( 3.4) 2 ( 3.8) 

3.5 ±3.0 45 ±3.1 
38 ( 9.0) 4( 8.9) 

208 (49.4) 13 (28.9) 
175 (41.6) 28 (62.2) 

2.0 ±2.2 2.0 ±1.4 
4.3 ±1.0 5.0 ±0.9 

21.3±5.4 20.6 ±5.3 
2.6 ±0.8 2.6 ±0.8 
3.0±1.0 2.8 ±0.9 

274.8 ±133.3 262.8 :tr129.5 
292.8 ± 152.9 343.2 ±244.6 

49.6 ±33.0 54.1 ±37.5 
168 (42.2) 15 (39.5) 
130 (32.7) 14 (36.8) 
100 (25.1) 9 (23.7) 
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(p < 0.05). Mean serum creatinine 
in male patients was 2.0 ± 1.4 mg/dl 
while 60.5070 of cases had creatinine 
clearance less than 50 mllminutes. 
Mean serum albumin was 2.6 ± 0.8 
g/dl, cholesterol 262.8 ± 129.5 and 
triglycerides 343.2 ± 244.6 mg/dl. 
Hypercholesterolemia ( ;;;. 250 mg/dl) 
was found only in 44.8070 of cases 
with nephrotic syndrome. 

Three hundreds and fourteen 
patients (55.2070) underwent renal 
biopsy within 12 months of the onset 
of SLE. The most common renal 
histopathology (type IV) was the 
same in both sexes (61.5070). The 
other lesions in male patients were 
type II (15.6OJo), type V (6.7070), 
type III (6.7070) and mixed type IV 
and V (4.4070). Crescentic change 
was found in 46.6070 of male cases. 
Moderate to severe tubulointerstitial 
involvement was described in 77.3070 
of male lupus patients (Table 4). No 
difference was demonstrated in 
renal histopathology between two 
groups. 

Sixty-two percent of all patients 
received oral prednisolone 0.5-1 
mg/Kg/day while 20 percent also 
had immunosuppressants. Methyl
prednisolone pulse therapy or pulse 
cyclophosphamide therapy was 
introduced in severe lupus nephritis, 
mainly in those with crescentic 
changes. Other therapeutic regi
mens included anticoagulants; anti
platelet aggregation thera~y was 
given in 2 patients in addition to 
steroids and/ or immunosuppres
sants. 

The life survival in lupus 
nephritis patients was analyzed 
using life table analysis (Table 5) 
and Kaplan-Meier survival curves 
to compare difference between sexes 
(Fig. 2). The 5 year-survival in male 
patients was 80.6070 compared to 
76.25070 in females. There was no 
statistical difference in life survival 
between male and female lupus 
nephritis patients. 

Table 4. Renal histopathological findings. 

All (%) Female(%) Male (%) 

Biopsy 	 314 (55.2) 269 (52.2) 45 (83.3) 

Histology type I 3( 1.0) 3 ( 1.1) o 
type II 50 (15.9) 43 (16.0) 7 (15.6) 
type III 11 ( 3.5) 8 ( 3.0) 3 ( 6.7) 
type IV 193 (61.5) 163 (60.6) 30 (66.7) 
type V 49 (15.6) 46 (17.1) 3 ( 6.7) 

type VIIV 8 ( 2.5-) 6 ( 2.2) 2 ( 4.4) 

Crescentic change 

< 50% 92 (29.7) 77 (29.1) 15 (33.3) 
50-80% 26 ( 8.4) 22 ( 8.3) 4 ( 8.9) 
>80% 21 ( 6.8) 19 ( 7.2) 2 ( 4.4) 

Tubulolnterstltial change 253 (81.9) 220 (82.7) 34 (77.3) 
moderate to severe (%) 22.1 23.4 14.3 

Prob. of survival 

:. ~-"""'---"""_''--~_~I,=_____-- MALE 
L..-_______ FEMALE 

0.6 

0_4 

0.2 

o 
10 20 30 40 50 60 70 80 90 

Months 

Fig. 2. 	 Probability of survival In lupus nephritis comparing 
between male and female sexes. 
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Table 5. Causes of death In lupus nephritis patients. 


AII(%) Female (%) Male(%) 


Mortality rate 

Causes of Death 
Infection 

Uremia 

Cardiovascular system 

: arrhythmia, heart failure 

91 (16.0) 

46 (50.5) 

26 (28.6) 

9 ( 9.9) 

85 (16.5) 

44 (51.8) 

23 (27.1) 

8 ( 9.4) 

6 (11.1) 

2 (33.3) 

3 (50.0) 

1 ( 6.7) 

Nervous system 
: convulsion, cerebral hemorrhage 6 ( 6.6) 6 ( 7.1) 0 

Others 

: GI hemorrhage, respiratory failure, etc. 4 ( 4.4) 4 ( 4.7) 0 

DISCUSSION 

In the present study, 54 of 569 
patients registered as having lupus 
nephritis were males (9.490'/0). The 
incidence of disease in males in our 
study seemed to be higher than in 
reports from Italy by Remuzzi et al. 9 

and from Japan by Hashimoto lO; 

males represented 8.1 % in the study 

of Tateno et 01.4 and in the multi
center study by Hirose et ol.t l , 118 
of 1614 patients (7.3%) were males. 
The mean age at the time of diag
nosis in males was reported to be 
from 29 to 39 years,2,3,12,13 which 
was similar in this study. 

Even though males constitute 
only 4 to 18 percent of those with 
SLE, their clinical presentation is 
similar to that observed in women. 
Hochberg el 01.1 3 noted only a statis
tically significant increase in peri
pheral neuropathy, no other clinical, 
laboratory or HLA phenotyping 
differences could be found. Simi
lary, Ward and Studenskil4 com
pared 62 men with 299 women 
followed at Duke University between 
1969 and 1983; 23 clinical and labo
ratory variables were analysed. The 
only significant differences were 
more siezures and renal disease in 
men. Wallace compared 125 clinical 

and laboratory parameters among 
30 men and 434 women seen in his 
office between 1980 and 1989. 15 

Only four significant differences 
were observed (p < 0.01); men had 
less alopecia and fibrositis, but 
more nephritis and hypocomple
mentemia. Two other controlled 
studies have evaluated acceptably 
large members of males to make 
their data relevant. Fries and Hol
man l6 observed that men had more 
anti-DNA antibody and skin di
sease. Urowritz's groupl? found 
that men had more pleuritis but less 
photosensitivity, alopecia and 
thrombocytopenia. Thus, each study 
comparing men with SLE to women 
with the disease reached different 
conclusions so a typical "male" 
pattern cannot be defined. 

In our series, the most com
mon clinical manifestations in males 
were anemia, skin and musculoske
letal system abnormalities respec
tively which revealed also no statis
tically significant differences from 
females, as well as other extrarenal 
findings of SLE. 

Renal manifestations including 
symptoms and signs of edema and 
hypertension were mainly found 
in male lupus. Urinalysis revealed 

nephrotic and nephritic sediments 
and heavy proteinuria in males than 
females significantly (p < 0.05). The 
mean serum potassium was also 
higher in male than in females 
although mean serum creatinine 
(2.0± 1.4 mg/dl) was similar in both 
groups. 

Of 54 male lupus patients, 
45 (83.3%) had renal biopsies, which 
were examined by three histological 
methods. The most important type 
was type IV according to WHO 
classification in 66.7% compared 
to 60.6% in females. Kaufman 
et al. 3 described that 76% of 52 
male patients with SLE showed 
clinically active renal disease: 31 % 
had diffuse proliferative glomeru
lonephritis (type IV). According 
to Sthoeger et al. 12 , nine of 19 renal 
biopsies in males showed diffuse 
proliferative glomerulonephritis. 
Celermajer et of.5 stated that 67% 
of male subje~ts showed diffuse 
proliferative lupus nephritis in con
trast to 22% of female subjects 
(p < 0.01). In our study, the less 
common type was mild to moderate 
mesangial changes followed by 
membranous and mixed types (type 
IV and type V). It was of interest 
that 21 of 45 males showed cres
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centic formations which varied from 
less than 50070 to over 80%. Tubu
lointerstitial changes were also noted 
in 77 .3% of male cases; this was of 
moderate to severe degree. 

Treatment regimens were 
similar in both male and female 
patients. Life table analysis revealed 
96.3% survival within first month, 
89.5% in one year and 80.6% in 5 
years. No statistical difference was 
found in survival between male 
and female lupus nephritis patients. 
In this study, six patients died, 3 
from uremia, 2 from sepsis, and one 
from cardiovascular complications. 
The comparative survival rates for 
males with SLE showed that 5 and 
10 year survival was 90% and 78%, 
respectively, which was similar to 
that reported by Kaufman et al.'3 
(91%, 71%) but higher than that 
reported by Wallace et af.1 (77%, 
75%) and by Sthoeger et a02 (85%, 
79%). However, the overwhelming 
preponderance of female patients 
in nearly all of the studies has made 
it difficult to compare accurately 
the survival of male patients with 
that of females. 

An increased prevalence of 
renal disease among males with 
lupus has been noted in both pedia
tric and adult populations.3,5,18-21 
This was true even for studies in 
which there was no difference in 
survival between males and females. 
There were reports which also found 
that male gender was a poor prog
nostic variable for the nephritis of 
lupus. 5,20-22 

It is likely that differences in 
survival and clinical patterns of 
disease are multifactorial in origin. 
Genetic factors related both to 
disease susceptibility and response 
to therapy, ascertainment bias from 
primary care vs tertiary referral 
hospitals, socioeconomic status and 
aggressiveness of therapeutic inter
vention impact on data collection 
and underlie the heterogeneity of 
different patient populations. HLA 
typing revealed increased frequencies 

of B8 and DR 3 antigens in SLE 
males compared with normal con
trols.2 In murine models of lupus, 
there is generally an acceleration of 
disease activity following therapy 
with estrogens or castration.23 

Similarly in man the use of estro
gens has been associated with a 
flare of disease. 24 However, 45% 
of the men had elevated plasma 
estrogen levels.2 Although abnor
malities of estrogen metabolism, 
including an increase in the 16
alpha-hydroxylation of estrone, 
have been identified in both men and 
women with lupus,the plasma levels 
of hormones do not correlate with 
disease activity.25 

In conclusion, male lupus 
nephritis in Thailand showed a 
favourable clinical course despite 
severe renal histological finding at 
the time of initial renal biopsy. 
Among patients with lupus nephri
tis, gender does not appear to in
fluence the prevalence of individual 
clinical manifestations and outcome 
to a major extent. 
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