
SUPPLEMENTAL MATERIALS  

Methods 

Study design approval and compliance 

The OLE was conducted in accordance with the International Conference on Harmonisation guidelines 

and Good Clinical Practice procedures and in compliance with the Declaration of Helsinki. The protocol, 

its amendments, and informed consents were approved by a local Institutional Review Board or by a 

central Institutional Review Board (IntegReview). All patients provided written informed consent and 

Health Insurance Portability and Accountability Act assurances before participating. 

 

Exclusion criteria 

Exclusion criteria included cardiovascular instability, manifested by frequent angina, uncontrolled 

hypertension, or cardiac arrhythmia, or uncompensated congestive heart failure; renal dialysis; solid 

organ transplant; and glucose-6-phosphate dehydrogenase deficiency. 

 

Study discontinuation 

A protocol amendment initiated during the trial specified discontinuation from pegloticase treatment for 

patients experiencing two or more IRs or a severe IR and uric acid (UA) >6 mg/dl. These patients could 

continue in the OLE in an observation-only cohort.  

 

Prophylaxis for IRs and flares 

Prophylaxis against IRs, administered before each pegloticase infusion, was defined in the study protocol 

as fexofenadine 60 mg the night before and morning of each infusion, acetaminophen 1000 mg the 

morning of infusion, and intravenous hydrocortisone 200 mg (or alternatively methylprednisolone 40 mg) 

immediately before infusion. After the first experience of an IR AE, subjects continuing in the study could 

be prescribed prednisone (20 mg the night before infusion) in addition to the standard premedication 

regimen. Patients receiving gout flare prophylaxis with colchicine, non-steroidal anti-inflammatory drugs 



(NSAIDs), or both during the RCTs continued the same regimen for at least 3 months of participation in 

the OLE study; thereafter, flare prophylaxis could be discontinued at investigator discretion. Gout flares 

were treated with an anti-inflammatory regimen, pre-specified and analogous to that used during the 

RCTs; options included colchicine, an NSAID and proton-pump inhibitor, or a corticosteroid. 

 

Safety assessments 

Laboratory testing (haematology, clinical chemistry, SUA and PUA, and urinalysis) was performed every 

12 weeks during the OLE, and a complete physical examination was performed every 24 weeks. A 12-lead 

electrocardiogram (ECG) was obtained whenever a severe IR or a suspected cardiopulmonary event 

occurred. All AEs were coded using the Medical Dictionary for Regulatory Activities (MedDRA), version 

9.0. Cardiovascular safety was further evaluated by a 3-member expert cardiovascular committee, which 

independently adjudicated all AEs with possible cardiovascular components and all deaths, as previously 

described.[17] 

 

Results 

Baseline demographic and clinical variables 

The following less commonly occurring risk factors were among the baseline demographic data: diabetes 

(25%), cardiac arrhythmias (19%), coronary artery disease (19%), cardiac failure or left ventricular 

dysfunction (14%), sleep apnea (12%), peripheral vascular disease (7%), cerebrovascular disease (5%), 

and venous thromboembolic disease (5%). All patients received concomitant medications, most commonly 

colchicine (68%), analgesics (68%), drugs acting on the renin-angiotensin system (62%), antibacterials 

(62%), and drugs for gastroesophageal reflux (58%). 

Demographic data were taken from the screening visit of the RCTs; baseline age, weight, and BMI were 

measured prior to the first pegloticase infusion in the OLE study. Baseline clinical values were those 

measured at the RCT screening visit for patients receiving pegloticase in the RCTs and those measured 

prior to the first pegloticase infusion of the OLE study for patients randomised to placebo in the RCTs. 



 
Safety 
 
Deaths 
 
Supplemental table Description of deaths in the pegloticase OLE study 
 
Patient 
description 

Pegloticase 
dose history 

Time since 
last 
pegloticase 
dose 

Narrative 

87 y/o white 
male 

biweekly in 
RCT and 
OLE 

33 weeks Patient was diagnosed with 
myelodysplastic syndrome in June 
2009 and moved to the observation 
cohort of the OLE study. Patient died 
in February 2010 of progressive 
anemia. 

53 y/o 
African 
American 
female 

monthly in 
RCT and 
biweekly in 
OLE 

3 weeks Patient had complex medical history 
including focal segmental 
glomerulonephritis, complications of 
peritoneal dialysis (peritonitis), and 
pancreatitis. Blood and peritoneal fluid 
were positive for oxacillin resistant 
Staphylococcus aureus and 
Enterococcus; she died of sepsis after 
9 days of active intensive care. 

54 y/o 
African 
American 
male 

biweekly in 
RCT and 
monthly in 
OLE 

12 weeks Patient had medical history of AIDS 
(HIV-2) with associated complications, 
chronic renal disease, jaundice, and 
diabetes. Patient died of pneumonia 
complicated by significant 
immunosuppressed state. 

63 y/o white 
male 

monthly in 
RCT and 
biweekly in 
OLE 

5 weeks Patient presented with necrotising skin 
lesions; biopsies showed inflammatory 
infiltrate with gram positive cocci. 
Patient was admitted 10 days later with 
hypotension; cultures of skin, blood, 
and olecranon bursa grew out Group A 
Streptococcus. Patient developed 
multisystem organ failure and died 
after withdrawal of life support. 
Diagnosis was cellulitis and sepsis 
secondary to Streptococcal erysipelas. 

 

 

Immunogenicity 



At the end of the OLE, 73% (46/63) of patients with SUA in target range had low antibody titres, and 

27% (17/63) had high antibody titres. Conversely, high titres were associated with SUA levels ≥6 mg/dl 

(94%, or 73/78 patients with SUA exceeding target range, had high antibody titres) which  were also 

associated with an increased likelihood for IRs (83%, or 50/60 patients with IRs, had high antibody 

titres). 

 


