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THU0458 READY OR NOT? CHANGES IN THE CLINICAL PROFILE OF
GOUT PATIENTS OVER THE LAST 25 YEARS
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Background: The number of publications associated to gout, as well as the
prevalence of the disease, has increased in recent years. Gout is a rising cause
of hospital admissions and emergency consults. More so in patients with comor-
bidities, it has even replaced rheumatoid arthritis as the principal rheumatological
condition causing admissions (1). Some questions arise in this setting: What are
the characteristics of our patients? How have they changed over the past years?
Objectives: To analyze possible changes in the epidemiologic, clinical and
biochemical profiles of gout patients during a period of 25 years.
Methods: Data was collected from a prospective cohort of gout patients, from
a crystal arthritis clinic in a tertiary hospital, with a reference population of half
a million inhabitants. A period of 25 years was reviewed, between 1992 and
2016 (n =1137), with further division into five quinquennia (Q) for comparison
purposes. When entering the cohort, epidemiologic, clinic, laboratory and imaging
data are systematically collected. Variables susceptible to change in time were
considered: age, gender, gout specific clinical data (articular pattern, presence
of tophi), previous admissions due to gout, comorbidities and association
with other conditions. Quantitative variables were analyzed with ANOVA and
Bonferroni correction; qualitative variables with chi-square test. Inclusion of
patients to the cohort was approved by the hospital ethics committee. Results
from extreme quinquennia are reported (1stQ: 1992–1996/5thQ 2011–2016 or
2ndQ: 1997–2001/4th: 2006–2010). All results are statistically significant unless
stated otherwise.
Results: Differences were observed amongst the periods of five years and age
at first visit (1stQ: 54.1±10.9/5thQ: 64.6±13.8 years); gender (1stQ: 2.6%/5thQ:
12.2% of women, respectively). There were no differences when comparing with
years of disease evolution before the first visit.
Initial comorbidities: important differences pertaining the prevalence of cardio-
vascular disease were observed (2ndQ: 26.3%/5thQ: 43.2%), as well as renal
disease (1stQ: 16.7%/5thQ: 45.2%), hypertension (1stQ: 27.3%/5thQ: 75.1%)
and hyperlipidaemia (1stQ: 50.6%/5thQ: 61.2%) –although this was not the case
for Diabetes Mellitus. There was difference amongst periods and association with
acute episodes of calcium pyrophosphate arthritis (1stQ: 3.8%/5thQ: 5.9%).
Initial clinical characteristics: differences were found in presentation with tophi
(2ndQ: 23.6%/4thQ: 40.1%); polyarticular disease (1stQ: 32.9%/5thQ: 41.3%);
hospital admission on the year prior to inclusion (1stQ: 14.5%/5thQ: 24.4%); use
of diuretics (1stQ: 6.4%/5thQ: 45.9%); and uricaemia, the latter with no relevant
clinical significance.
Conclusions: The profile of gout patients has notably changed in the past
25 years: we have elder, more complex patients, with higher rates of hospital
admissions, with severe forms of disease and important comorbidities. When
considering these results, we believe that a substantial proportion of gout patients
will require specialized attention in the coming years.
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THU0459 EXPLORING DUAL MODULATION OF GLUT9 AND OAT3, AN
APICAL AND BASOLATERAL TRANSPORTERS IN PROXIMAL
TUBULES AND EXPERIMENTAL MICE
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Background: Uric acid homeostasis is a set of the balance in glomerular filtration,
tubular secretion, reabsorption, and excretion. In the course of cascade, two
kinds play a pivotal role; efflux transporters in apical at renal proximal tubular
membrane, uptake ones in basolateral at membrane. The former has been of
interest in the targets for uricosuric effects, however, dual modulation of the two
could keep uric acid balance in stable ways.
Objectives: The aim of this study was to assess the uptake of seven test articles
in the course of the expressions of apical/basolateral transporters in potassium
oxonate (PO)-treated kidney epithelial cell lines (Caco-2, MDCK, LLC-PK1) and
ICR mice.
Methods: The selected cell lines were treated with potassium oxonate (0.25
mM) and then modulated by seven test articles, the commercial herbal products
(SITK01 through SITK06 and SITT01) at dose range of 0.015–1 mg/mL. To
determine efficacious dose range by each test article, three cell lines, Caco-2,
MDCK and LLC-PK1 cells were assessed with MTT assay. Forty eight ICR mice
were injected intraperitoneally with PO at a dose of 200 and 400 mg/kg and then
blood draws were conducted 0, 6, 12, 24, 72 hours after PO administration. The
levels of uric acid and transporters were also measured by ELISA assay and
Western blotting analysis in those cell lines.

Results: Treatment of SITK01 through SITK03 and SITT01 at concentration (250
mg/mL) decreased the cell viability. The PO-stimulated kidney epithelial cells with
SITK01 through SITK03 treatment increased GLUT9 by 2.5 folds and decreased
OAT3 by 1.5 folds (versus controls, p=0.012, and p=0.017, respectively). In
PO-treated mice, uric acid levels were increased through GLUT9 and OAT3
transporters. The results indicated that SITK01, SITK02, and SITK03 showed the
potential on uricosuric effects in a dual modulation of apical/basolateral sides of
kidney epithelial tubular membranes.

Table 1. Protein expression of transporters in apical and basolateral membranes of proximal
tubular epithelial cells and potassium oxonate-treated experimental mice

Membrane domain Functions Transporters Caco-2 MDCK LLC-PK1 Potassium
Oxonate-

treated mice

Apical Palpation of SLC22A12 (URAT1) ++
excretion SLC2A9 (GLUT9) + ++ ++ ++

ABCG2 (BCRP)
Basolateral Inhibition of SLC22A6 (OAT1) + ++

reabsorption SLC22A8 (OAT3) +++ +++ + ++

Conclusions: The present findings demonstrated that three commercial herbal
products showed potentials to reduce hyperuricaemia-induced condition by
changing protein expression levels in a transporter-uptake assay. The OAT3
and GLUT9 could be further investigated as the uricosuric group-targets on the
bilateral sides at kidney epithelial tubular membranes.
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Background: Despite gout’s well-known pathogenesis and the availability of
effective urate-lowering therapy (ULT), management remains poor. However,
limited research has sought to improve care among this patient population.
An in-depth understanding of provider and patient perspectives on barriers to
the delivery of optimal gout care is critical to informing the development of
evidence-based interventions to effectively improve disease management and
patient outcomes.
Objectives: To systematically review and thematically synthesize qualitative
studies to date reporting provider and patient barriers to gout management.
Methods: We conducted a mapped search of MEDLINE, EMBASE, Cumulative
Index to Nursing and Allied Health Literature, and Social Sciences Citation
Index databases and selected qualitative studies reporting provider and patient
perspectives on gout management. Thematic synthesis was used to combine
the source studies and identify key themes across studies. Two authors
independently read and annotated the data and after discussion agreed on an
initial coding framework. Concepts were organized into descriptive themes, and
the relationships between these descriptive themes were further explored to
develop higher-order analytical themes.
Results: Our search strategy retrieved 2,750 articles after the removal of
duplicates. After full-text review, 20 studies spanning several geographic settings
worldwide (i.e., the US, the UK, New Zealand, Australia, and the Netherlands)
met all inclusion criteria and were included in our systematic review. Of these, 16
studies reported gout patient perspectives (n=480 patients), while only 7 studies
reported provider perspectives (n=120 providers, including general practitioners,
rheumatologists and other specialists, and allied health professionals). Thematic
synthesis identified three predominant interlocking analytical themes among
providers: (a) knowledge gaps and management approaches, (b) perceptions and
beliefs about gout patients, and (c) system barriers to optimal gout care (Table 1).
We further identified four predominant themes among gout patients: (a) limited
gout knowledge (e.g., the “curable” nature of gout), (b) attitudes toward taking
medication, (c) interactions with healthcare providers, and (d) practical barriers to
chronic medication use (Table 1).
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Conclusions: Our thematic synthesis identified several barriers to gout care,
particularly knowledge gaps among both providers and patients as well as
implementation barriers to the provision of optimal care. Knowledge translation
initiatives emphasizing the “curable” nature of gout targeting both providers and
patients as well as strategies to reduce system barriers and support regular
medication use are urgently needed to improve gout care.
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Background: A key factor in the success of gout management is the long-term
lowering of uricemia below predetermined targets (300 or 360μ mol/l). Monitoring
of uricemia in gout patients is therefore important, and is presently done in
the laboratory on plasma samples obtained after venous puncture. An accurate
uric acid (UA) meter allowing rapid testing by the health care professionals and
self-measurement by the patient should improve management of gout.
Objectives: This study aimed to assess the reliability of immediate UA mea-
surement in capillary blood samples obtained from fingertip puncture using the
HumaSensPlus point-of-care meter (meter) compared with that of a standard
laboratory assay (lab).
Methods: Capillary UA levels were measured from 236 consenting diabetic
patients using the commercially available HumaSensPlus UA meter (European
Conformity marked and approved for EU market use). Each patient also had
a plasma UA measurement in the biochemistry laboratory using an uricase
automated colorimetric assay. Since the UA meter has a dynamic range of 180–
1190μ mol/l, when the values were out-ranged (meter reading LO or HI), they
were individually compared to corresponding plasma measurements. Agreement
between capillary and plasma UA levels was assessed by Intraclass Correlation
Coefficient (ICC) and Bland-Altman graphic representation. Best capillary UA
threshold for detection of hyperuricemia (plasma UA>360μmol/l) was determined
from a ROC curve, relationship between methods were identified by regression.
Impact of potential confounding factors (biological parameters/treatments) was
searched. A total of 206 paired measurements were required for estimation of an
ICC of 0.80 with a precision of 0.10 at alpha risk of 0.05%. To better understand
discrepancies between meter and lab, results were compared to reference plasma
UA measurements by liquid chromatography-mass spectrometry (LC-MS) in a
subgroup of 77 patients who gave complementary consent.
Results: Fourteen capillary samples were read LO by the meter: 11 were
confirmed by lab to be below 180μmol/l and 3 were above (189, 206 and
428μmol/l). Two capillary samples were read HI and were measured at 303 and
213μmol/l by lab. In the remaining 222 samples with meter and lab values, ICC
was 0.90 [0.87–0.92] and Bland-Altman curve showed acceptable agreement
over all the tested values. Best meter threshold for detection of hyperuricemia
by the HumaSensPlus meter was 330μmol/l (sensitivity 0.89, specificity 0.89,
area under the ROC curve 0.95). Based on regression, plasma uricase of

360μmol/l corresponded to 343μmol/l. Among the biological parameters tested,
only hematocrit impacted capillary uric acid measurements, however negligibly.
No medication appeared to significantly affect test results. Plasma uricase
measurements were better correlated to LC-MS measurements (r=0.98 [0.96–
0.99]) than capillary measurements (r=0.84 [0.75–0.90]).
Conclusions: Results of the HumaSensPlus meter were reasonably comparable
to those of the laboratory assay. It is easy to use and may be useful in clinic and
in epidemiologic studies.
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Background: Gout is a chronic, progressive, inflammatory disease characterised
by elevated serum uric acid (sUA) levels (1). In Europe the prevalence of gout
ranges from 0.9–2.5%, and is increasing (2). Published data indicate that gout
is an independent risk factor for both all-cause and cardiovascular (CV)-related
mortality (3, 4).
Objectives: To conduct a systematic review to identify studies reporting the
association between gout and mortality (all-cause and CV-related).
Methods: Relevant publications were identified by interrogating electronic
databases; Medline & MEDLINE In-Process, EMBASE and the Cochrane Li-
brary (accessed 3 May 2016). Eligibility criteria included adult patients with a
definitive diagnosis of acute/chronic gout (self-reported/physician diagnosed),
with no restriction on publication date, study design or geography.
Results: Nineteen studies met the pre-defined inclusion criteria and were
reviewed. The studies were conducted in: the US (n=8); Taiwan (n=5); Canada
(n=3); Spain (n=1); Singapore (n=1); and the UK (n=1). In addition to patients
having a diagnosis of acute/chronic gout, 6 of the 19 studies were conducted in
the following patient subgroups: renal transplant (n=1); chronic kidney disease
(n=2); patients with a recent acute myocardial infraction (n=2); and patients with
heart failure (n=1). There were several consistent finding across the 19 studies: (i)
gout was associated with an increase in both all-cause mortality (reported hazard
ratios [HR] ranged from 1.13 to 2.37) and CV-related mortality (reported HR
ranged from 1.10 to 3.88) compared with patients without gout; (ii) the increased
risk in all-cause mortality was primarily driven by an increase in CV-related
mortality; (iii) the increased mortality risk was higher in females than males.
One study reported that the presence of tophi was independently associated
with a higher risk of all-cause mortality. Notably one study reported that patients
who received urate-lowering therapy (ULT) have a statistically significant lower
all-cause mortality and CV-related mortality risk relative to patients who do not
receive ULT.
Conclusions: This systematic review confirms that gout is associated with an
increased risk of all-cause and CV-related mortality; this was consistently reported
across the eligible studies. The findings highlight the risk associated with gout
and emphasise the need for appropriate treatment of this curable disease.
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Background: New Caledonia is a Pacific island of 270.000 inhabitants with mixed
ethnicities, including Melanesians (39.1%) and Polynesians (10.2%) and people
from European ancestry (27.2%).
Objectives: To determine the prevalence of gout and hyperuricemia in the various
ethnicities and to characterize associated factors.
Methods: A 3-degree random sample of the population aged 18 to 60 years
old was redressed according to the 2014 New Caledonia census. Face-to-face
interviews were performed by trained nurses who used a predefined questionnaire
along with planned physical measurements. All participants underwent capillary
measurement of creatinine level (StatSensor) and all men and only women older


