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Summary 

A 74-year-old female patient with gout, presented because of ongoing tophaceous 

accumulation. Seventeen years ago, she had a renal transplant. At presentation, her serum 

urate was 0.71 mmol/l (11.9 mg/dl) with a urinary excretion of 2.7 mmol/day (45 mg/day); the 

calculated glomerular filtration rate (cGFR) was 30 ml/min. Antihyperuricemic treatment was 

started with low dose allopurinol, adjusted to cGFR. Because of low urate clearance, 

benzbromarone was added to allopurinol. Doses were gradually increased up to allopurinol 

150 mg/day and benzbromarone 150 mg/day: serum urate level stabilised at 0.32-0.41 mmol/l 

(5.4-6.9 mg/dl). Because of recurrent febrile periods due to arthritic gouty periods, she was 

admitted repetitively to the hospital. Uricolytic treatment with weekly rasburicase up to three 

months was started successfully. The use of rasburicase in this case is discussed and review of 

its use in gout is presented. 
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Case report 

A 74-year-old female patient suffered from severe tophaceous gout with massive tophaceous 

accumulation, particularly in the lower extremities, Figure 1. Renal transplantation was 

performed 17 years ago for the diagnosis: cystic kidney disease with end-stage renal failure. 

She presented at the rheumatology department in 2002, because of accumulation of 

subcutaneous white material without recurrent arthritis. Tophaceous gout was confirmed by 

polarisation microscopy. Calculated glomerular filtration rate (cGFR) of the donor kidney was 

30 ml/min, serum urate (uric acid) concentration (sUr) was 0.71 mmol/l (11.9 mg/dl) and urinary 

excretion of urate (uUr) was 2.7 mmol/day (45 mg/day). Urate lowering treatment (UrLT) was 

started with the xanthine oxidase inhibitor allopurinol, and because of low urate clearance, the 

URAT-1 modulator benzbromarone was added. In an attempt to lower sUr below 0.30 mmol/l 

(5.0 mg/dl), doses were gradually increased up to allopurinol 150 mg/day and benzbromarone 

150 mg/day since 2005. Because of her decreased renal function, serum steady state oxipurinol 

concentrations were measured regularly. The values ranged between 13.0 and 16.0 mg/l, which 

is at the higher range of the therapeutic window (5-15 mg/l). With the allopurinol/benzbromarone 

combination 150mg/150mg daily, sUr was lowered to 0.32-0.41 mmol/l (5.4-6.9 mg/dl). Co-

medication consisted of acenocoumarol, dipyridamole, doxazosin, enalapril, fluvastatin, 

furosemide, lactulose, metoprolol, mycophenolate mofetil, pantoprazole, prednisolone, 

temazepam and tramadol. Despite UrLT, serum urate levels did not reach target level and tophi 

did not diminish. She also suffered from frequent febrile periods with simultaneous arthritic 

attacks of the knee, in which monosodium urate crystals were proven. 

For debulking tophaceous disease, treatment with 9 mg rasburicase (Fasturtec®) infusion was 

started in July 2006: 0.15 mg/kg every week infused in 30 min, after testing serum uric acid 

concentrations and urinary urate excretion during one week, Figure 2. To check for in vitro 

degradation of urate by rasburicase pesent in the serum sample, all samples were taken in two-

fold, and one of them was cooled and processed immediately. No significant in vitro degradation 

of urate was encountered. 

Rasburicase is obtained by recombinated DNA technique from a genetically modified strain of 

Saccharomyces cerevisia that expresses urate oxidase cDNA, cloned from a strain of 

Aspergillus flavus. In its present form it is available from 1996 and licensed in 2001 for tumor 

lysis syndrome. It breaks down urate to hydrophilic allantoin, which is excreted easily in urine 

even in diminished renal function. Prior to rasburicase infusion, clemastine 2 mg and methyl-

prednisolone 100 mg were given intravenously to prevent potential allergic reactions, and 

antibody formation. Colchicine 0.5 mg daily was added to prevent gouty attacks by urate 

mobilisation. The sUr level rapidly (within 4 hours) declined to <0.10 mmol/l (<1.6 mg/dl) 

following the first rasburicase infusion, and remained below 0.10 mmol/l during 2 days and even 

below <0.20 mmol/l (<3.2 mg/dl) during 4 days following infusion. Serum urate levels remained 

below 0.30 mmol/l (5.0 mg/dl) during the first 14 days after one rasburicase infusion, and uUr 

remained below 1.0 mmol/day (16 mg/day), Figure 2. Renal complications were not seen, i.e. 
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cGFR remained between 30 to 35 ml/min. Rasburicase was restarted 2 weeks after the first 

infusion in order to aim at monosodium urate debulking. These infusions were given weekly 

during a period of 3 months, Figure 2. However, she missed one infusion due to fever and 

malaise: she was unable to visit to our outpatient clinic for the rasburicase infusion. 

 

Results 

After 11 infusions, tophi were largely diminished, Figure 1. Erosive (sub)cutaneous defects were 

healing and arthritic febrile periods had vanished. After the first infusion, sUr levels decreased to 

below detection levels for a period of several days. Within a week serum urate concentrations 

increased, but remained below the target of 0.30 mmol/l (5.0 mg/dl). Serum urate 

concentrations were 0.28-0.31 mmol/l (4.7-5.2 mg/dl) during 9 months after the last rasburicase 

infusion was given, and febrile attacks had vanished. 

 

Figure 1. Result of debulking of tophi before rasburicase (A), and after 

12 rasburicase 1.5 mg/kg infusions (B) 

 

 

A 

B 
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Figure 2. Serum urate concentration (sUr) and daily urinary urate excretion (uUr) 

during rasburicase treatment 

(A) 2 weeks following one intravenous rasburicase infusion (arrow) at day 0, administered promptly following the 

baseline values; 

(B) 14 weeks following weekly intravenous rasburicase infusions (n=11) during 12 weeks, values demonstrated were 

measured each time just prior to rasburicase infusion 

Legend: 1.0 mg/dl urate = 0.6 mmol/l urate. 

 

Discussion 

Long-term persistence of a positive urate balance may have serious sequelae, besides tophus 

formation. Tophaceous gout frequently occurs in renal transplant patients, they are often 

predisposed because of diminished renal function and use of cyclosporin A [1]. In untreated 

chronic gout, urate accumulation may cause lesions mimicking malignancy, purulent abscesses, 

neurological compression, heart-valve defects, intestinal wall perforation, and cutaneous 

calcinosis [2]. Optimal treatment of tophaceous gout aims at a negative urate balance. 

Commonly, this is attained using a diet poor in purines plus xanthine oxidase inhibition 

(allopurinol, possibly in the near future febuxostat). In resistant cases, allopurinol is combined 

with benzbromarone or probenecid [3]. 

Treatment with benzbromarone gives good response in treatment of tophaceous gout patients, 

possibly better than allopurinol [4-5]. However, because of location of the site of action of 

URAT-1 modifiers (uricosurics) in the proximal tubulus, uricosurics are less effective in 

moderate to severe renal disease. Benzbromarone is not effective with a GFR <25 ml/min and 

probenecid is not effective with a GFR <50 ml/min [6]. 
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Treatment of severe (tophaceous) gout with traditional antihyperuricemic agents is by definition 

not effective when a negative urate balance cannot be reached. Persistence of a long-term 

positive urate balance, either because of compliance or because of tolerance problems, may 

result in the severe aforementioned sequelae. An area of uncertainty is still the risk-benefit 

balance of high-dose allopurinol (300-900 mg/day, depending on renal function), especially in 

patients with rena; function impairment, and related therapeutic serum oxipurinol reference 

values. 

When a tophaceous patient is compliant to and does tolerate the classic antihyperuricemic 

treatment, but has frequent gouty attacks and fever as in the case here described, treatment 

with a rasburicase for a fixed period should be considered. One has to realise though, that 

rasburicase is expensive, and not licensed for this indication. Furthermore, as patient numbers 

are small, clinical trials large enough for licensing of rasburicase for treatment of severe 

tophaceous gout are not likely to be performed. Therefore, all available information in literature 

must be collected and reviewed to build up evidence. 

 

Table. Overview of 6 tophaceous gout cases from literature and current case, in 

whom rasburicase was administered. 

Reference [2] [7] [8] 

Age (y) 65 33 57 

Gender male female male 

History advanced gout; 

acute abdomen; 

sUr = 0.71 mmol/l 

8 y post RT; 8-12 attacks/y, 

disabling tophaceous gout; 

sUr = 0.85 mmol/l 

chronic gout >30 y; 

destructive tophi, 

sUr = 0.40-0.60 mmol/l 

Prior UrLT 

  allopurinol 

  benzbromarone 

  probenecid 

 

rash 

rash 

rash 

 

allergy 

- 

- 

 

900 mg/d 

200 mg/d 

- 

Rasburicase 

dosage scheme 

0.20 mg/kg; 

q 1 d (for 7 d) 

0.15 mg/kg; 

q 2 w (for 6 m) + q 4 w (for 3 y) 

0.20 mg/kg; 

q 1 w (for 16 m) 

Corticosteroids + - + 

Indication fever colchicine-resistant gout UrLT-resistant gout 

Results sUr <0.39 mmol/l on day 

74, improvement of 

clinical condition and 

inflammatory markers 

sUr <0.66 mmol/l for 3 y, 

no gout attacks; improvement 

of functional capacity 

large reduction of tophi, 

sUr = 0.25-0.27 mmol/l 

Legend: CS = corticosteroid; d = day(s); m = month(s); RT = renal transplantation; UrLT = urate lowering treatment;  w = week(s); y 

= year(s). 
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Table (continued). 

Reference [9] [10] Current case 

Age (y) 56 72 74 

Gender female female female 

History duodenal ulcer; urate 

nephropathy;  

sUr = 0.60 mmol/l 

tophi; 

renal stones; diclofenac 

and colchicine intolerance 

17 y post RT; tophi; 

1 attack per y 

Prior UrLT 

  allopurinol 

  benzbromarone 

  probenecid 

 

allergy 

- 

- 

 

rash 

renal stones 

- 

 

150 mg/d 

150 mg/d 

- 

Rasburicase dose; 

interval (treatment 

period) 

0.20 mg/kg; 

10 infusions in 16 m 

14 mg; 

during 5 d 

0.15 mg; 

1 w (3 m) 

Corticosteroids - - + 

Indication allopurinol allergy allopurinol allergy 

urisocuric contra-

indication 

febrile periods with 

admissions 

Result restoration of functional 

capacity of hands, 

no gout attack after 6th 

infusion, sUr <0.36 mmol/l 

rapid lowering of sUr; 

no attacks after day 4 for 

2 m after starting anakinra 

no febrile periods, 

sUr 0.28-0.30 mmol/l for 

9 m 

Legend: CS = corticosteroid; d = day(s); m = month(s); RT = renal transplantation; UrLT = urate lowering treatment;  w = week(s); y 

= year(s). 

 

The use of rasburicase and other uricases in gout 

Several case reports have already indicated clinical success using rasburicase treatment as 

ultimate treatment option in complicated tophaceous disease, Table [2, 7-10]. 

Rasburicase remains in the bloodstream exerting its enzymatic action. As a non-human protein 

it is rapidly degraded in the body, shortening its time of action. Therefore, every 1-2 weeks 

infusions must be given to maintain the negative urate balance. Infusions that are more frequent 

do not seem rational, because time is required for urate stores to dissolute and move into the 

bloodstream. In a recent study, rasburicase was effective in 6 monthly infusions in 5 patients, 

but not in 5 daily infusions in another 5 patients [11]. 

It is clear that rasburicase is capable of urate debulking in severe tophaceous gout. In this way, 

rasburicase might used as a bridging therapy, after which classic antihyperuricemic therapy can 

be used as preventive therapy for maintaining a negative urate balance [12]. Drawbacks may be 
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the risk of hypersensitivity reactions and adverse effects associated with hydrogen peroxide 

production in catalase deficient or glucose-6-phosphate dehydrogenase deficient patients [13-

14]. 

A novel approach is the pegylation technique of the urate oxidase enzyme, thereby slowing 

down the degradation process of the enzyme and prolonging the duration of action. In an open-

label phase I trial, single subcutaneous injections of PEG-uricase (4 to 24 mg) were 

administered to 13 subjects (tophaceous gout in n=11) [15]. In 5 out of 13 (38%) patients 

plasma uricase could not be detected beyond 10 days after injection due to IgM and IgG 

antibodies, remarkably against PEG. In another phase I clinical trial, single intravenous 

infusions of PEG-uricase (0.5 to 12 mg) were administered to 24 patients [15]. IgG antibodies to 

PEG-uricase were found in 9 out of 24 (38%) patients, resulting in a rapid enzyme clearance. 

Possibly, because the investigators asssumed that PEG-uricase has low immunogenic 

potential, the PEG-uricase infusions were not combined with corticosteroids, as we did in our 

case. Further studies with pegylated urate oxidase are to be awaited, and look promising in 

regards to efficacy. 

 

Conclusion 

In cases where antihyperuricemic or uricolytic therapy is contra-indicated, an option is to just 

inhibit attacks. If renal dysfunction is a contra-indication, just colchicine in low dosage and 

prednisolone can be considered. When renal function is adequate, NSAIDs and coxibs may be 

considered as well. An ultimate anti-inflammatory treatment option may be applied: anakinra, 

infliximab, or etanercept [10, 17-18]. However, these latter expensive therapies, merely 

focussing on quality of life, clearly do not aim at debulking of tophi, i.e. do not decrease serum 

urate levels. If more expensive treatment options are considered, it seems to be preferable to 

aim at rational options resulting in decrease of monosodium urate accumulations [19]. 

In our patient, who was compliant to allopurinol and benzbromarone, but did not reach target 

serum urate concentrations, weekly rasburicase infusion was successful in decreasing the urate 

bulk and resulted in a life free of episodic arthritic fevers. Uricase-derived therapies deliver a 

promising, but costly treatment option in the arsenal of therapies for complicated and treatment-

resistant gout patients. 

In patients with bulky disease refractory to classic antihyperuricemic therapy, rasburicase must 

be considered for debulking of tophi. Int his way, rasburicase might used as a bridging therapy, 

after which classic antihyperuricemic therapy can be used as preventive therapy. 
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Abstract 

We recently encountered a destructive case of tophaceous gout in a 57-year-old patient. 

Despite good therapy compliance, the patient failed in the conventional urate-lowering 

treatment, accounting for the ongoing urate retention and accumulation with progressive 

tophaceous bulky disease. Application of an experimental scheme of uricolytical therapy on this 

patient was able to reduce bulky disease significantly. In modern medicine, potent urate-

debulking medication with urate oxidase (uricase) derivatives is at our disposal, and it is a 

challenge for rheumatologists to install the right strategy including innovative approaches with 

potent uricolytic therapy on the right patient at the right time. 
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Introduction 

Gout, already described by Hippocrates in the 5th century BC, has become one of the best 

manageable rheumatic diseases due to availability of potent urate-lowering regimens [1-2]. 

More than 30 years ago, benzbromarone was marketed as the leading uricosuric in Europe, 

with probenecid and sulfinpyrazone as the most prominent uricosuric agents in North America. 

Allopurinol, the most prominent urate-production-reducing agent acting via xanthine oxidase 

inhibition, is combined with a uricosuric, the mainstay of the current treatment for gout [2-5]. In 

gout patients with a low urate excretor status, i.e. defined as <3.6 mmol/day while under a diet 

low in purines, uricosuric strategy was often the first-choice treatment. Since benzbromarone 

was withdrawn from the market in 2003, probenecid became the first-choice uricosuric in 

Europe as well as in America [6]. Still in less than 1% of gout patients, progressive tophaceous 

accumulation occurs, and then, a rational uricolytic regimen or merely a symptomatic anti-

inflammatory regimen is to be considered, as is recently described for etanercept [7]. We 

describe a patient in whom uricolytic therapy, i.e. rasburicase, was given as treatment for 

refractory bulky tophaceous disease, and indeed, rasburicase was able to reduce bulky disease 

significantly. Furthermore, an update on urate-lowering treatment is given. 

 

Case report 

A 57-year-old man (born in 1947) has been suffering from attacks of gouty arthritis since the 

late 1960s, i.e. when he was about 20 years of age. An attack took on average about 10 days, 

and the frequency of attacks increased to once every 4-6 weeks. Otherwise, he was healthy 

and used alcohol only sporadically. Family anamnesis did not reveal any other cases of gout. 

Over the years, he developed multiple tophi over his elbows, metacarpophalangeal joints, 

Achilles tendons and the first metatarsophalangeal joints. Upon presentation in 1989, he was 

given colchicine 0.5 mg twice daily, indomethacine 50 mg and allopurinol 300 mg daily. Despite 

this treatment, he had elevated serum urate (sUr) levels of about 0.40-0.60 mmol/l, and he kept 

having attacks of arthritic flares frequently. Biochemistry revealed elevated levels of cholesterol 

9.5 mmol/l (normal 3.6-5.9 mmol/l), triglycerides 19.8 mmol/l (normal 0.5-0.7 mmol/l) and 

gamma glutamyl transpeptidase 100 U/l (normal <45 U/l), but further laboratory findings were 

normal, including erythrocyte sedimentation rate (ESR), C-reactive protein (CRP), hematology 

parameters, thyroidstimulating hormone, electrolytes and glucose, creatinine phosphokinase 

and renal functions. A 24-h urine collection revealed uric acid excretion of 2.4 mmol on a normal 

diet. Upon physical examination, the results obtained were as follows: weight 90 kg, length 

1.92 m, blood pressure 160/90 mmHg. Multiple tophi were found which restricted the function of 

several joints. The levels of allopurinol and its metabolite oxipurinol in the serum indicated an 

adequate intake. He experienced gouty attacks at regular intervals even when the allopurinol 

dosage was increased to 600 mg daily. The size of the tophi gradually increased, and new tophi 

kept appearing. The addition of benzbromarone 200 mg and the increase of allopurinol to 



 
Chapter 5.2 

130 

900 mg daily did not improve his condition. Thus, probenecid was tried instead of 

benzbromarone, but he developed a severe itchy skin rash. In 1998, the largest tophi over the 

extensor sides of the olecranon were removed surgically. sUr level normalised for half a year, 

only to increase again gradually to 0.68 mmol/l. Finally, the allopurinol dosage was increased up 

to 1,800 mg daily. No side effects occurred despite the potentially toxic levels of allopurinol 

(13 mg/l) and oxipurinol (45 mg/l): sUr levels decreased slightly to 0.45-0.55 mmol/l. He kept 

having gouty attacks. 

 

Figure. Reduction of tophaceous bulky disease by rasburicase. 

At start (A) and after 1 year (B) of rasburicase infusions: debulking effect was clinically highly significant. 

 

In March 2002, he was admitted to receive daily rasburicase 0.2 mg/kg intravenously. The first 

dose was administered over a 30-min period. He started to complain of headache and dizziness 

during the first infusion. The next administrations were given the following 3 days over a 60-min 

period, and rasburicase was well tolerated during these infusions. Photographs of hands and 

feet were taken (see Figure 1). The sizes of two tophi dorsal from the third proximal 

interphalangeal (PIP) joint and the second metacarpophalangeal (MCP) joint of the right hand 
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were taken: both tophi measured 3.0×3.0 cm. Blood was drawn for sUr measurements twice 

during the first week, but concentrations were below detection limit: <0.01 mmol/l. 

The oral medication was continued unaltered: allopurinol 1,800 mg daily, colchicine 0.5 mg 

twice daily, and indomethacine as needed. After the first week, he continued to receive weekly 

infusions with the same dosage of rasburicase. Despite this medication, he had the tendency to 

develop a gouty attack following each rasburicase infusion. These attacks were prevented by 

simultaneous dexamethasone infusion. After three months of weekly infusions, dexamethasone 

could be stopped without the recurrence of the attacks. Prior to each infusion, sUr level was 

measured, but it showed a wide range from normal to >0.60 mmol/l. This was not considered as 

a failure in the treatment as the size of tophi continued to decrease. From November 2002, sUr 

level stabilised within the normal range, and no arthritic attacks occurred anymore. When 

intervals between two rasburicase infusions were changed from 1 to 2 weeks, he again 

experienced arthritic attacks, and sUr level promptly rose to >0.60 mmol/l. In January 2003, 

about 10 months after starting rasburicase, the size of both index tophi had decreased to 

1.5×1.5 cm. Since March 2003, he received a stable weekly dosage of rasburicase infusion and 

did not suffer from any attacks anymore. sUr level was stable between 0.25 and 0.27 mmol/l. 

Photographs were taken after 1 year of rasburicase infusions, clearly demonstratinga significant 

reduction in tophaceous bulk (Figure 1b). From the summer of 2003, 16 months after starting 

the rasburicase infusions, the infusion interval could be decreased from 1 to 2 weeks without 

deleterious effects. He continues to be free of attacks, and his sUr level is stable within the low 

normal range. 

 

Discussion 

Gout affects 0.5-2.8% of adult men and 0.1-0.6% of women, with a peak incidence in the fifth 

decade in men, rising substantially with aging [1-2]. Over the last decades, the incidence of gout 

has risen, which has been related to the changing dietary trends, increasing obesity and insulin 

resistance, rising longevity and increasing use of diuretics and/or prophylactic low-dose aspirin 

[1-2]. Recently, it was confirmed that the dietary content of meat and seafood consumption is 

associated with an increased risk of developing gout [8]. Several reviews considering the 

pharmacotherapeutic options have been published, Table 1 [2-4]. One may try to correct urate 

metabolism by a urate production inhibitor, allopurinol, and/or a stimulator of urate excretion, a 

uricosuric agent [5]: benzbromarone in Europe and primarily probenecid in North America. In 

2003, the benzbromarone prescription density in Europe has been diminished following the 

request of Sanofi-Synthélabo, the pharmaceutical company favoring the prescription density of 

probenecid in Europe [6]. The aforementioned conservative medication options only have a 

minor lytic effect on urate stores. More acutely, uricolysis can be attained by surgery and, 

theoretically, with uricase derivatives as well. Rasburicase is available for therapy-resistant 

gout, though it has only been licensed for tumor lysis syndrome in hematologic malignancies [9]. 

A uricase containing regimen may be indicated only in a minor group of gout patients with 
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severe gout and failure in allopurinol treatment combined with a uricosuric regimen. Previously, 

Rozenberg et al. [10] have described the efficacy of uricase in heart transplant patients 

developing severe gout but who had contra-indications for allopurinol due to simultaneous 

treatment with azathioprine: combined use of allopurinol and azathioprine poses an increased 

risk of leukocytopenia. 

 

Table 1. Treatment options for gout 

I. Acute gout: anti-inflammatory drugs 

A. Licensed 

       Non-steroidal anti-inflammatory drugs (NSAIDs) 

       Colchicine 

       Glucocorticosteroid 

B. Experimental 

       Anti-TNFα: etanercept 

       Anti IL-1: anakinra 

II. Prophylactic use: urate-lowering drugs 

A. Low excretor status (inadequate urine excretion of urate): uricosuric agents 

       Benzbromarone 50-100-200 mg daily 

       Probenecid 250-500-1,000-2,000 mg daily 

       Sulfinpyrazone (not licensed in Europe) 

B. High producer: xanthine oxidase inhibitor 

       Allopurinol 50-100-200-300-600-900 mg daily 

C. Refractory gout: uricolytic drugs 

Rasburicase 0.2 mg/kg within 60-min infusion at days 1-4, then from month 16, one infusion weekly to one 

infusion every 2 weeks, then combined with dexamethasone 2.5 mg until the third month 

Abbreviations: IL = interleukin, TNF = Tumor nevrosis factor 

 

The major aim in tophaceous cases is depletion of urate stores. The total amount of urate in 

tophaceous cases can only be estimated. sUr levels can be measured during follow-up. 

Biochemically, the physical limit on solubility of uric acid in human serum (pH 7.4) at 37°C is 

0.404 mmol/l [11-12]. Uric acid is solubilised from monosodium urate crystals at ambient urate 

levels below 0.416 mmol/l and precipitated at levels above this [12]. Therefore, the physico-

chemical definition of hyperuricemia, elevated sUr, in men is any level above 0.41 mmol/l. This 

is the biochemical hallmark of gout. Clinically, gout is only proven by polarisation microscopy 

when urate crystals are found in the aspirate. Most patients with primary gout have developed 

hyperuricemia due to reduced renal urate excretion, i.e. most patients are underexcretors, 
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defined by a daily excretion of <3.6 mmol uric acid in urine while under a diet low in purines for 

at least a week. In a minority of gouty patients, hyperuricemia results from an increased rate of 

de novo purine biosynthesis, characterised by daily excretion of excessive quantities of uric acid 

>3.6 mmol on a diet low in purines. In the treatment phase, one may aim at the lowest 

concentrations; one can get somewhere below 0.36 mmol/l, but even then, arthritic flares have 

occurred [13]. In tophaceous gout treated with allopurinol and/or uricosurics, it may take years 

to fully clear the body from urate stores. 

Gout nearly always occurs in the setting of chronic hyperuricemia, though it is not a prerequisite 

[14]. In the treatment of acute attack, one may use colchicine, a non-steroidal, anti-inflammatory 

drug (NSAID) or, particularly in patients without additional cardiovascular risks, a COX-2 

selective inhibitor (coxib) or even corticosteroids. Colchicine and corticosteroids are not capable 

of decreasing renal function and, therefore, may have advantages in a selected group of gouty 

patients. Caution should be taken regarding the overconsumption of corticosteroids and 

colchicine, i.e. with respect to dosage and period of application. In the case of two or more 

attacks per year, sUr-lowering treatment is already cost-effective [15]. It should also be installed 

in tophaceous disease. Therapy non-compliance, however, is an important problem that may 

hinder adequate therapy in individual cases. 

With rasburicase, potent uricolytic treatment is available, and it has been proven capable of 

reducing bulky disease in severe tophaceous gout; as presented in this study, lysis of tophi 

occurred quite rapidly in the patient. Among the expensive treatment options, uricolytic therapy 

appears to be a more rational treatment option than to just reduce attacks, as was recently 

described for etanercept [7]. Currently, it is a challenge to define at which time and in which 

case the expensive uricolytic therapy should be installed. The presented case clearly shows 

that uricolytic treatment can be started even late in the course of a disease. Optimisation of the 

exact uricase regimen is a second challenge for clinicians in the near future, particularly the 

corticosteroid scheme given to prevent formation of rasburicase antibodies; corticosteroids may 

have extra advantages of inhibiting arthritic attacks and possibly preventing further lysis of cells 

that could potentially be an ongoing source of uric acid. The scheme we describe herein did not 

give serious adverse events in the presented case. 

We here described the first rasburicase-treated patient with severe bulky tophaceous gout 

responding very well to this modern treatment. Therefore, we conclude that the availability of 

rasburicase is a promising option to be considered by clinicians when a rapid lysis of tophi is 

called for. The status of this uricase derivative and the exact treatment strategy in severe gout 

remains to be determined in future studies. 

 

References 

1. Fam AG. Hyperuricemia and gout. In: Rakel RE (ed), Conn’s current therapy, 51st ed. Saunders, 

Philadelphia, 1999, p 561-6. 

2. Emmerson BT. The management of gout. N Engl J Med 1996;334:445-1. 



 
Chapter 5.2 

134 

3. Terkeltaub RA. Gout. N Engl J Med 2003;349:1647-55. 

4. Bieber JD, Terkeltaub RA. Gout; on the brink of novel therapeutic options for an ancient disease. 

Arthritis Rheum 2004;50:2400-14. 

5. Pérez-Ruiz F, Alonzo-Ruiz A, Calabozo M, et al. Efficacy of allopurinol and benzbromarone for the 

control of hyperuricaemia. A pathogenic approach to the treatment of primary chronic gout. Ann 

Rheum Dis 1998;57:545-9. 

6. Jansen TLThA, Reinders MK, Van Roon EN, et al. Benzbromarone withdrawn from the European 

market: another case of “absence of evidence is evidence of absence”? Clin Exp Rheumatol 

2004;22:651. 

7. Tausche AK, Richter K, Grässler A, et al. Severe gouty arthritis refractory to antiinflammatory drugs: 

treatment with anti-tumour necrosis factor alpha as a new therapeutic option. Ann Rheum Dis 

2004;63:1351-2. 

8. Choi HK, Atkinson K, Karlson EW, et al. Purine-rich foods, dairy and protein intake, and the risk of gout 

in men. N Engl J Med 2004;350:1093-1103. 

9. Davidson MB, Thakkar S, Hix JK et al. Pathophysiology, clinical consequences, and treatment of tumor 

lysis syndrome. Am J Med 2004;116:546-55. 

10. Rozenberg S, Roch B, Dorent R, et al. Urate-oxidase for the treatment of tophaceous gout in heart 

transplant recipients. A report of three cases. Rev Rhum (Engl Ed) 1995;62:392-4. 

11. Loeb JN. The influence of temperature on the solubility of monosodium urate. Arthritis Rheum 

1972;15:189-192. 

12. Seegmiller JE. The acute attack of gouty arthritis. Arthritis Rheum 1965;8:714-23. 

13. Li-Yu J, Clayburne G, Sieck M, et al. Treatment of chronic gout. Can we determine when urate stores 

are depleted enough to prevent attacks of gout? J Rheumatol 2001;28:577-80. 

14. McCarty DJ. Gout without hyperuricemia. JAMA 1994;271:302-3. 

15. Ferraz MB, O’Brien B. A cost effective analysis of urate lowering drugs in non-tophaceous recurrent 

gouty arthritis. J Rheumatol 1995;22:908-14. 

 

 




