Isolated Hematuria and Sterile Pyuria May Indicate
Systemic Lupus Erythematosus Activity
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ABSTRACT. Objective. To identify patients presenting with isolated hematuria and/or pyuria in the absence of

other systemic lupus erythematosus (SLE) disease activity, describe their demographics, and
determine whether they present with evidence of SLE flare in a period adjacent to the presentation.
Methods. We studied patients followed at the University of Toronto Lupus Clinic between 1970 and
2012. An episode of isolated hematuria (> 5 red blood cells per high power field) and/or pyuria (> 5
white blood cells per high power field) was defined as 2 consecutive visits with these findings in the
absence of other concurrent SLE manifestations such as proteinuria, casts, or azotemia. We then
excluded patients whose findings might be explained by urinary tract infections, menstruation,
urolithiasis, and/or anticoagulation. Only patients presenting with no other SLE disease activity were
included.

Results. Isolated hematuria and/or pyuria were identified in 49 patients, of whom 17 were excluded
according to the criteria above, leaving 32. Twenty-four patients had another renal manifestation 1
year before and/or after the occurrence; 27 had a non-renal manifestation 1 year before and/or after
the occurrence; 3 patients had a biopsy in the same time frame, all with evidence of active lupus
nephritis. Therefore the majority of patients with an occurrence of isolated hematuria and/or pyuria
had evidence of renal or other non-renal SLE disease activity at a time adjacent to this presentation.
Conclusion. Although not proven, our results suggest that these manifestations were associated with
SLE activity, either before or after the episode, and therefore may represent a phase of active disease.
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Up to 60% of patients with systemic lupus erythematosus
(SLE) present with renal involvement over their clinical
course'2. Clinical presentations are highly variable. Even in
very severe or advanced cases, SLE renal manifestations
may be asymptomatic>#>©. Yet renal manifestations, and
lupus nephritis in particular, carry a severe prognosis,
increasing the risk of endstage renal disease, cardiovascular
disease, and mortality, although outcomes may improve
with appropriate management’-8:9-10-11.12,

To detect silent involvement and to offer appropriate
care, screening urinalysis has become a part of routine
followup in SLE'3. Given that most patients with SLE renal
involvement present with protein in their urine, proteinuria
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in and of itself is considered a sign of disease activity; this
often occurs in conjunction with hematuria and/or sterile
pyuria, signs that could thus be confidently attributed to
active SLE!%15:16.17 However, hematuria and pyuria may
also occur in the absence of other renal findings (i.e.,
proteinuria, cellular casts, or azotemia) and other systemic
involvement. In these cases, the significance of the findings
and their relevance to SLE may be questioned.

Our aim was thus 2-fold: first, to describe the demo-
graphics of patients presenting with isolated hematuria
and/or pyuria in the absence of other SLE activity; and
second, to determine whether the presence of such presenta-
tions of hematuria and/or sterile pyuria were associated with
prior and subsequent SLE.

MATERIALS AND METHODS

This is a descriptive study of patients enrolled in a large registry and
followed longitudinally since 1970 at the University of Toronto Lupus
Clinic. All patients enrolled in this clinic fulfilled the 1997 American
College of Rheumatology (ACR) criteria for SLE!S. Patients were
reviewed at 2-month to 6-month intervals using a standard protocol. At
each visit, clinic physicians obtained a complete history, conducted a full
physical examination, and requested laboratory evaluations including
serology. Routine renal investigations included microscopic urinalysis for
red blood cells (RBC), white blood cells (WBC), and cellular casts;
proteinuria by dipstick or a 24-h urinary assessment; and serum creatinine.
Urine sediments were performed and reported within 24 h of the urine
collection. Urine cultures may have been performed and results recorded if
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a urinary tract infection (UTI) was suspected. Individuals assessing the
urine specimens did not have any knowledge of the clinical status or
dipstick testing of urine.

At each visit, the SLE Disease Activity Index 2000 (SLEDAI-2K) was
calculated and reported'®. Physicians also assessed damage (Systemic
Lupus International Collaborating Clinics/ ACR Damage Index) on an
annual basis!'®. The full procedures and kits for the standard array of tests
conducted at the clinic have been described?.

Isolated hematuria and/or pyuria were defined as the presence of
hematuria and/or pyuria in 2 or more consecutive visits in the absence of
proteinuria, urinary casts, and azotemia. Only patients who presented with
no other evidence of SLE (i.e., a SLEDAI-2K score of 0 excluding renal
manifestations) were included. Hematuria was defined as having > 5 RBC
per high power field (HPF); pyuria as > 5 WBC/HPF; proteinuria as > 0.5
g/24 h or > 3+ proteinuria prior to 1985 and thereafter in a semiquantitative
urine analysis as > 500 mg; casts as heme-granular or RBC casts; and
azotemia as serum creatinine > 140 gmol/l. Patients’ charts were reviewed,
and potential alternative causes for hematuria or pyuria were noted. Other
exclusion criteria were urolithiasis 1 calendar year before or after clinical
presentation (as suggested by clinical history or ultrasound), menstruation
within 3 days of urine collection (as noted in our standard protocol), or
potential UTI (as identified through clinical symptoms or a urine culture),
and anticoagulation. Having ruled out such potential confounders, the
hematuria and pyuria occurrences in our final cohort were thus highly
likely attributable to SLE.

To determine disease activity adjacent to this presentation, we investi-
gated the results of renal biopsies, urinalysis (for RBC, WBC, protein, and
casts), serum creatinine, and non-renal SLEDAI-2K scores up to 1 year
before or after the episode.

RESULTS
Of the 1621 patients being followed in the SLE clinic from
1970 to 2012, we identified 49 patients with isolated
hematuria and/or sterile pyuria in the absence of other SLE
manifestations; each patient presented with only 1 occur-
rence in their clinical history. Of the 49, 15 were noted to
have a potential non-SLE cause for the findings, including
urolithiasis, UTI, and/or menstruation within 3 days of
urine collection, and there were 2 patients whose consec-
utive findings were spaced more than 12 months apart or
who had visited the clinic 3 times or fewer. These were
subsequently eliminated from our analysis. The final cohort
included 32 patients (28 female) with a mean age of 42.3
years (SD 17.7), and occurrences lasting a mean of 8.0
months (SD 7.2; Table 1). Based on the history in 40% of
the patients (13/32), in the opinion of the treating rheuma-
tologist, there was no other underlying cause and as a
result, no further investigations were performed to rule out
other causes. In 19 of the 32 patients there was either a
urology consult and cystoscopy or renal ultrasound or both.
Twenty-eight patients were taking medication at the time of
presentation: 23 were taking corticosteroids, 18 anti-
malarials, and 14 immunosuppressives. These patients were
similar to the rest of the cohort in sex, age at SLE diagnosis,
age at first visit to the clinic, and disease duration at first
clinic visit.

Twenty-four of the 32 patients (75%) with isolated
hematuria and/or pyuria in the absence of other concurrent
SLE activity presented with at least 1 other renal manifes-

Table 1. Demographics of patients with isolated hematuria and/or pyuria in
the absence of other systemic disease activity. Data are mean + SD
(median) or n (%).

Female 28 (88)

Age at presentation, yrs 423 +17.6 (40.1)
Disease duration at first episode, yrs 97+90(79)
Age at SLE diagnosis, yrs 326 +17.5(27.6)
Mean length of followup, yrs 90+109 (44)
Interval between the 2 consecutive visits

with hematuria 43+1.7(34)
Duration of hematuria and/or pyuria (mos) 80+72(59)
Race

White 18 (56)

Black 5(16)

Asian 4 (13)

Others 5(16)
Treatment at presentation

Prednisone 23 (72)

Antimalarial 18 (56)

Immunosuppressants 14 (44)

SLE: systemic lupus erythematosus.

tation (hematuria, pyuria, proteinuria, casts, or azotemia) 1
year before or 1 year after the episode. These included 38%
pyuria, 58% hematuria, 25% casts, 13% azotemia, and 58%
proteinuria. Table 2 gives a complete description of adjacent
renal disease.

Twenty-seven (84%) had a positive non-renal SLEDAI-2K
up to 1 year before or 1 year after the occurrences.
Combined, 30 patients of the 32 in the cohort had a renal
manifestation and/or systemic disease activity within 1 year
of the occurrences.

Three patients had a renal biopsy within 12 months of the
occurrences. None had normal glomeruli according to the
World Health Organization (WHO) criteria?!. Two of the
patients were noted to have WHO class Illa, and the third
had class I'V.

Table 2. Characteristics of adjacent renal disease. Data are n (%).

Urinary characteristics of prior renal disease within 1 year*

Total no. patients 18 (100)
Proteinuria 11 (61)
Casts 3(17)
Azotemia 3(17)
Hematuria 11 (61)
Pyuria 7(39)
Urinary characteristics of subsequent disease within 1 year
Total no. patients 15 (100)
Proteinuria 5(33)
Casts 4 (27)
Azotemia 0 (0)
Hematuria 11 (61)
Pyuria 4.(27)

*Patients often had more than 1 renal manifestation.
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DISCUSSION

Lupus nephritis is a serious manifestation of SLE, with
complex clinical presentations. Proteinuria and casts are
strongly suggestive of glomerular or tubular involvement,
and often are associated with hematuria and pyuria?2.
Although rare in the general population, isolated hematuria
and pyuria are common in patients with SLE. Previous
studies suggest that up to 23% of patients with SLE present
with isolated pyuria during a calendar year, and more than
one-third present with isolated hematuria during their
clinical course!416-17,

Both are important indicators of disease. Pyuria often
co-presents with more severe non-renal SLE disease activity
and significant histological changes, and predicts future
relapses!42223.24 " Similarly, isolated hematuria often
precedes other renal manifestations and is found to correlate
significantly with concurrent non-renal disease activity,
including serology and cytology'423-23-26.27 Hematuria and
pyuria are thus considered descriptors of SLE disease
activity.

In about 20% of patients with these urinary findings,
there is little or no evidence of concurrent SLE disease. In
some cases, other causes for the abnormalities are found.
However, in a portion of these patients, no other cause is
found. Consequently, the significance of isolated hematuria
and/or pyuria in the absence of other SLE activity has been
the subject of much interest.

Our study suggests that the findings are probably attri-
butable to lupus nephritis, even in the absence of other SLE
signs. We base this premise on the following evidence from
our present study: 24 patients (75%) in our cohort of 32 had
at least 1 other renal manifestation 1 year before and/or after
an occurrence of isolated hematuria and/or pyuria with no
systemic involvement; 27 patients (84%) presented with
non-renal SLEDAI-2K 1 year before and/or after the occur-
rences; altogether, 30 patients (94%) were found to have
evidence of disease in the 1-year period adjacent to the
occurrences. Further, 3 patients underwent biopsies in the
same time frame, all showing significant glomerular
changes consistent with the histopathological patterns of
lupus nephritis?!. Therefore, hematuria and pyuria are
highly associated with renal and non-renal disease activity.
The isolated occurrences likely represent a phase of active
SLE, even in the absence of other systemic findings.

Potential alternative causes should be considered in cases
of hematuria and pyuria?’-?8. In female patients, urinalysis
may be contaminated by red and white blood cells from
menstruation?*30, Urinary tract infections are among the
most common infections in women, and can cause pyuria3!.
This may be a particular concern in SLE, a disease that in
many patients is immunosuppressed therapeutically. Further,
urolithiasis is a common cause of hematuria, particularly
among older male patients32. We excluded patients with
radiological findings indicative of urolithiasis or with

bacterial urine culture samples indicative of UTI, women
known to be menstruating within 3 days of urine data
collection, and any clinical mention of suggestive symp-
toms. Clinically, it is also important to consider potential
explanations before attributing isolated findings to SLE.

Our study has limitations. Because of the relatively small
sample size, we were unable to investigate demographic
factors that may affect renal manifestations, such as race’3.
Further studies should investigate how demographic
variables interact with hematuria or pyuria in terms of
clinical outcomes. Although causes for isolated hematuria
and pyuria were investigated, based on the treating rheuma-
tologist’s opinion 40% of the patients did not undergo
further urological investigations. Further, renal biopsies
detect silent lupus nephritis, and determine the specific
histological patterns of renal disease®*!. Clinical indications
for renal biopsies vary. Only a small proportion of patients
with occurrences of isolated hematuria or pyuria had
biopsies in our study, each confirming the presence of SLE
activity. Although it is unlikely that a non-SLE-related
pattern of renal disease developed since the most recent
episode of active SLE, only more biopsies during these
episodes could definitively determine this. Further studies
should investigate the value of using biopsies to determine
the extent of kidney disease resulting in hematuria and
pyuria.

Isolated hematuria and isolated sterile pyuria are
associated with adjacent renal and non-renal disease activity
and therefore could be interpreted as manifestations of
active SLE and treated accordingly. Lastly, clinicians should
thus monitor these patients closely for other signs of SLE
flare.
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