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Background: It has been demonstrated that hyperuricemia protects from Parkin-
son’s disease (PD), but this relation is controversial in patients with gout. Inflam-
matory properties of urate monosodium(UMS) crystals deposition that appears
when uric acid(UA) levels exceed its solubility faces antioxidant and neuroprotec-
tive features of soluble UA. Both, UMS crystals deposition and hyperuricemia
coexist in gouty patients.
There is several data that demonstrates that hyperuricemia protects from Parkin-
son’s disease (PD). Results from different studies about the relation between
them are controversial. Inflammatory properties of the urate crystals faces antioxi-
dant and neuroprotective features of soluble UA. Both, UMS crystals and hyperur-
icemia coexist in gouty patients.
Objectives: To study if gout protects from Parkinson disease in a mediterranean
urban population.
Methods: Primary care based matched case-control study. It has been carried
out using the electronic clinical record database from the public health (Institut
Català de la Salut) of the city of Barcelona. The database contains anonymous
data from almost 1 million and a half people. Just people that were 40 years or
older were studied. Were considered cases patients with a PD diagnose, or taking
high specific anti-Parkinson’s drugs (like l-dope, rasagiline, selegiline…), between
2006 and 2016. For every case we randomly selected four controls matched by
gender and age. Data on risk factors was also collected for each individual (diabe-
tes mellitus, hypertension, hypercholesterolemia and tobacco consumption
before the PD diagnose), as well as age and gender. A multivariate logistic regres-
sion model was used to study the association of gout and PD adjusted by the pres-
ence of other risk factors. Adjusted Odds Ratios (aOR) and their 95% CI are
provided.
Results: 21 789 persons with a PD diagnose and 87 156 controls were included.
Mean age was 75.5 (SD 10.9) years. 55.6% were females. 2.5% of PD patients
had a previous gout diagnose, compared to 4.8% of controls (p<0.001). Multivari-
ate Logistic regression model showed for gout: aOR=0.55 (0.50–0.61). Diabetes
mellitus: aOR=1.18 (1.14–1.23); hypertension: aOR=0.7 (0.72–0.77); tobacco:
aOR=0.55 (0.52–0.58); high cholesterol levels: aOR=0.60 (0.58–0.61).
Conclusions: Gout shows a protective effect on the development of Parkinson’s
disease, pointing that the antioxidant and neuro protective effect of UA seems to
overcome its inflammatory properties in gouty patients.
Gout shows a protective effect on the development of Parkinson’s disease, point-
ing that the antioxidant and neuro protective effect of UA seems to overcome itsin-
flammatory properties in gouty patients.
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Background: We previously reported initial Phase 2 study results for 60 gout
patients treated with SEL-212, a novel combination treatment comprised of pegsi-
ticase (pegylated uricase) co-administered with a synthetic vaccine particle
encapsulating rapamycin (SVP-R).1 SEL-212 was well-tolerated, mitigated the
formation of anti-drug antibodies, and enabled sustained control of serum uric
acid (sUA) levels in most subjects.1 In this ongoing study, new treatment cohorts
involving higher SVP-R dose levels and extended combination regimens were
introduced.
Objectives: To assess the tolerability and impact on sUA levels and ADA forma-
tion of escalated and expanded doses of SEL-212, designed to be the first non-
immunogenic uricase therapy for refractory gout.
Methods: Patients with symptomatic gout (�1 tophus, gout flare within 6 months
or gouty arthropathy) and elevated sUA (�6 mg/dL) were enrolled to SEL-212
treatment (n=6–12 pts/cohort) of fixed doses of pegsiticase (0.2 mg/kg or 0.4 mg/
kg) alone or co-administered with SVP-R (0.05, 0.08, 0.1, 0.125, and 0.15 mg/kg).
SEL-212 was infused in 28 day cycles x3 doses followed by challenge with pegsi-
ticase alone on 28 day cycles x2 doses. In addition, 2 cohorts were added that

extended the combination treatment with SVP-R to all five q28 doses of pegsiti-
case. ADAs and sUA were assessed at baseline and 7, 14, 21, and 30 days after
each dose to Day 140. Safety was monitored continuously.
Results: As previously reported, 5 of 6 patients dosed with pegsiticase alone
developed ADAs after a single dose, correlating with loss of sUA control by 30
days. The addition of SVP-R to pegsiticase showed a dose-dependent inhibition
of ADAs, enabling prolonged control of sUA levels. At a mid-dose of 0.1 mg/kg
SVP-R, combined with either 0.2 or 0.4 mg/kg pegsiticase, the majority of patients
showed sustained control of SUA through 18 weeks. However, control of ADAs
and sUA tapered off in some patients by week 20, after two injections of pegsiti-
case alone. Preliminary results of treatment at increased SVP-R doses (0.125–
0.15 mg/kg) are consistent with Phase 1b data indicating that higher doses of the
SVP-R will increase the percentage of patients that remain ADA free. These
results also suggest that extending treatment to 5 doses of SVP-R and pegsiti-
case may enable more subjects to complete the 5 month treatment with sustained
reductions in sUA. In addition to mitigating immunogenicity, patients treated with
SVP-R experienced a low rate of gout flares, with less than 25% of patients experi-
encing flares during the first month after treatment, despite profound drop in sUA
level, and continued reduction was observed during months 2–5. SEL-212 has
been generally well tolerated at clinically active dose levels and infusion reactions
observed with repeat dosing were reduced with increasing doses of SVP-R.
Conclusions: SEL-212 has been well tolerated, mitigated immunogenicity, and
sustained control of sUA levels. Escalation of the SVP-R component of SEL-212
may enhance the duration of sUA and ADA suppression without increased risk.
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Background: Gout is caused by crystal deposition due to persistent hyperurice-
mia. EULAR1 and other guidelines recommend a target sUA of <5–6 mg/dL (0.30
to 0.36 mmol/L) depending on severity. Despite physiological plausibility and
abundant literature evidence there is an absence of consensus among physicians
on the targets and necessity of long term urate lowering therapy (ULT)2.
Objectives: To investigate the effects of sUA and target sUA <5–6 mg/dl with
respect to the occurrence of GF, flares requiring treatment (GFRT) and the per-
cent change in the area of tophi (TR) from baseline irrespective of treatment arms.
Methods: Data of 1213 patients (PT) was pooled from CLEAR trials3&4, two rand-
omised, double-blind, placebo-controlled Phase 3 studies that evaluated Lesi-
nurad 200/400 mg daily in combination with allopurinol vs allopurinol. Prophylaxis
for flares was given from baseline to month (M) 5. PT who met the sUA target of
<5–6 mg/dl at M 6 and 12 were compared against those not on target with respect
to the TR from baseline using a Wilcoxon test. In addition, the mean sUA meas-
urements for PT with or without GFs and GFRT was compared at M 6 and 12
using a t-test.
Results: PT with sUA on target <5–6 mg/dl showed a larger decrease (increase
in percent reduction) in area of tophi with a difference of 27.9%, and 17.3% at M
12 only compared to the PT not on target (table 1). The mean sUA levels were
0.227 mg/dL lower for PT with GF and 0.389 mg/dL lower for PT with GFRT com-
pared to PT without GF and GFRT at M 6 (table 2), but not at M 12.

Abstract FRI0235 – Table 1. Percent Change from baseline Area of tophi vs. SUA on
target <5–6 mg/dL at M 6 and 12

sUA (mg/dL)
n=M6/M12

M6
Median (Q1, Q3)

p-value# M12
Median (Q1, Q3)

p-value#

<5 (n=31/36) �22.1 (-46.4, 5.63) 0.78 �59.6 (-98.3,–27.5) 0.01
�5 (n=93/87) �22–2 (-56.7, 6.91) �31.7 (-77.4, 13.06)
<6 (n=63/66) �23.8 (-56.7, 1.59) 0.64 �49.0 (-93.3,–12.9) 0.06
�6 (n=61/57) �19.2 (-42.5, 10.30) �31.7 (-60.1, 13.06)

658 Friday, 15 June 2018 Scientific Abstracts

 on M
ay 19, 2023 by guest. P

rotected by copyright.
http://ard.bm

j.com
/

A
nn R

heum
 D

is: first published as 10.1136/annrheum
dis-2018-eular.5565 on 12 June 2018. D

ow
nloaded from

 

http://ard.bmj.com/


§ Number of PT with a target tophus at baseline was small. # Wilcoxon test with H0: Mean
ranks in categories are equal

Abstract FRI0235 – Table 2. Mean sUA at M 6 and 12 by occurrence of GF and GFRT

Mean sUA mg/dL (95% CI) M6 p-value# Mean sUA (95% CI) M12 p-value#

GF Yes 5.94 (5.80–6.07) 5.92 (5.79–6.06)

GF No 5.71 (5.51–5.92) 5.91 (5.64–6.17)
Difference 0.22 (�0.01–0.47) 0.06 0.01 (�0.28–0.31) 0.91
GFRT No 5.91 (5.79–6.03) 5.93 (5.80–6.05)
GFRT Yes 5.530 (5.23–5.83) 5.83 (5,41–6.25)
Difference 0.38 (0.06–0.71) 0.01 0.09 (�0.34–0.53) 0.65

# T-test with H0: No difference in means

Conclusions: These results confirm that sUA on target <5–6 mg/dl is essential
for TR, and longer the control better the TR. The lower mean sUA levels for PT
with GF and GFRT was observed at M6 and not at M 12, maybe owing to the fact
that flares are common during the first months of ULT initiation and then taper off
and urate deposits were more fragile and not completely dissolved. Also M 6 and
12 may not be optimal to observe statistically significant differences between
treatments with respect to TR, GF and GFRT.
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Background: Hyperuricemia is common and along with comorbidities, is increas-
ing in prevalence. Though often asymptomatic and hence, under diagnosed, it
may be associated with subclinical urate deposition. Ultrasound (US) imaging can
detect urate deposition in individuals with asymptomatic hyperuricemia (ASU).
Objectives: To evaluate the association of comorbidities with urate deposition
via US in ASU.
Methods: ASU was defined as serum urate (sUA) >6 mg/dl; sUA <6 mg/dl
served as controls. Demographic (age, gender, BMI), comorbidity (CM – [hyper-
tension (HTN), hyperlipidemia (HLD), diabetes mellitus (DM), cardiovascular
(CVD) and renal disease (CKD)], diuretic/aspirin use, dietary data (alcohol, red
meat, seafood) were collected. Ultrasonography (US) of joints (knee/MTP), ten-
dons (triceps, quadriceps/patella, Achilles) was performed via standard proce-
dure, OMERACT parameters of urate deposition documented, and images read
by an Expert ultrasonographer blinded to sUA category. Correlations between
sUA levels and MSK urate deposition with comorbidities, medication and dietary
risk factors were analysed by 2-stage multivariable logistic regression model with
propensity score weighting.
Results: Of 95 predominantly non-Hispanic Blacks (mean age 59.7 years, BMI
~32 kg/m2), ASU subjects (n=71, median sUA=8.0) were older men, with more fre-
quent HTN, CVD, CKD, alcohol ingestion versus controls. In multivariate analyses
adjusting for demographic characteristics, BMI, CKD, and alcohol use were posi-
tively associated with sUA >6 mg/dl; while HTN, CVD, and CKD were positively
associated with sUA >8 mg/dl. Adjusting for comorbidities, sUA >8 mg/dl was sig-
nificantly associated with urate deposition at knee (OR=3.20; p=0.03), quadriceps
and Achilles tendons (OR=4.14; p<0.01), OR=9.51; p<0.01, respectively) but not
at 1 st MTP (OR=2.14; p=0.06). A sUA >6 mg/dl alone, however, did not predict
urate deposition.
Conclusions: Presence of HTN, CVD and CKD are associated with higher levels
of sUA and increases the risk of urate deposition in ASU patients. Identifying a
subset of ASU patients that may benefit from urate lowering therapy requires

further stratification and long term follow up for incident gouty arthritis in order to
alter current urate lowering treatment guidelines.
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Background: There are significant correlations between serum uric acid (sUA)
and blood pressure (BP) in individuals with and without gout.1 Limited data sug-
gest that lowering sUA may decrease BP2, but no consistent effect has been
noted.3 Recent guidelines suggest the need for more aggressive management of
increased BP.4

Objectives: To determine the impact of persistent, very low sUA levels on BP in
subjects with chronic refractory gout treated with pegloticase, a recombinant uri-
case conjugated to polyethylene glycol approved for chronic refractory gout that
decreases sUA to <1 mg/dL.
Methods: This analysis used results from two, 6 month randomised clinical trials
(RCTs) in which subjects were treated with 8 mg pegloticase every 2 or 4 weeks
(q2w or q4w) or placebo.5 sUA responders maintained sUA <6 mg/dL.5 Sitting BP
was measured at each visit and estimated glomerular filtration rate (eGFR) was
determined at baseline and after 3 and 6 months.
Results: Serial BP measures were obtained in 173 subjects during the course of
the RCTs. Significant reductions in mean arterial pressure (MAP) from baseline to
6 months were noted in q2w responders (p=0.0029) (figure 1), whereas reduc-
tions in MAP in other groups were not significant. Notably, 18/29 (62.1%) of q2w
sUA responders experienced persistent reductions in MAP (p=0.01 compared to
other groups). Changes in both systolic and diastolic BP paralleled the change in
MAP. Of the q2w sUA responders exhibiting persistent decreases in MAP, there
were no significant differences in baseline age, gender, race, body mass index,
history of hypertension, gout duration, MAP, sUA, cholesterol, eGFR, or urinary
UA/creatine ratio compared with those who did not lower MAP. There were no sig-
nificant changes in eGFR in sUA responders to pegloticase treatment over the
course of the study and there was no significant correlation between change from
baseline MAP and eGFR in these subjects (p=0.43).

Abstract FRI0237 – Figure 1. *Significantly different from baseline (GLM adjusted for
multiple comparisons)

Conclusions: Responders to biweekly pegloticase experienced significant
reductions in MAP that were independent of changes in renal function.
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