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Recent Progress in the Management of Gouty Arthritis and Hyperuricemia

Won Park

Division of Rheumatology, Department of Internal Medicine, Inha University School of Medicine,

Center for Rheumatism, Inha University Hospital, Incheon, Korea

There is an increasing incidence of gout and hyperuricemia worldwide. It is because the population is getting older, their life style
is sedentary, and they take protein-enriched food. Gout is one of the most common but best controllable chronic diseases of adult.
There have been recent advances in the understanding of underlying mechanisms and treatment of gout and hyperuricemia. This
article is aimed to provide the practical review of the currently recommended practice of care and also to introduce some recently
approved drugs. The management concept of hyperuricemia is changing because not only the gout but also the hyperuricemia
appear to be independent risk factors for hypertension, renal disease and cardiovascular disease. Gout causes a significant
individual and social burden and loss of working force. Still hyperuricemia in the gout patient is often under-treated by the patients
themselves and by the physicians also. Once the acute gout attack is controlled, patients should be followed with goal-oriented
treatment of hyperuricemia and other risk factors. Allopurinol has remained as a first-line treatment for chronic hyperuricemia, but
uricosuric agents may also be considered in some patients. These drugs have provided good control of the disease in most gout
patients until now but the elderly patients with gout often carry co-medications, contra-indication to these drugs, and risk of adverse
drug reaction. Febuxostat is a nonpurine xanthine-oxidase inhibitor. It is a new agent approved by the US FDA and Korean FDA for
the treatment of hyperuricemia in patients with gout which may be used when allopurinol is not tolerated or contraindicated.
Pegloticase is the PEGylated urate oxidase which is very potent and so recently approved by the US FDA for the gout refractory to
conventional treatment. (Korean J Med 2011;80:260-268)
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— Won Park. Management of gout and hyperuricemia —

Table 1. EULAR evidence based recommendations for gout: order based on topic (general. acute management, and chronic manage-

ment)

1. Optimal treatment of gout requires both non-pharmacological and pharmacological modalities according to:
(a) risk factors (levels of serum urate, previous attacks, radiographic signs)
(b) clinical phase (acute/recurrent gout, intercritical gout, and chronic tophaceous gout)
(c) general risk factors (age, sex, obesity, alcohol, urate raising drugs, drug interactions, and comorbidity)
2. Patient education and lifestyle advice regarding weight loss if obese, diet, and reduced alcohol (especially beer) are core aspects of

management.

3. Comorbidity and risk factors such as hyperlipidaemia, hypertension, hyperglycaemia, obesity, and smoking should be treated as an

important part of the management of gout.

4. Oral colchicine and/or NSAID are first line agents for systemic treatment of acute attacks; an NSAID is a well accepted option.
5. High doses of colchicines lead to side effects, and low doses (for example, 0.5 mg three times daily) may be sufficient for some pa-

tients with acute gout.

6. Intra-articular aspiration and injection of long acting steroid is an effective and safe treatment for an acute one or two joints attack.

7. Urate lowering therapy is indicated in patients with recurrent acute attacks, arthropathy, tophi, or radiographic changes of gout.

8. The therapeutic goal of urate lowering therapy is to promote crystal dissolution and prevent crystal formation; this is achieved by

maintaining the serum uric acid below the saturation point for monosodium urate ( < 360 mmol/L or 6 mg/dL).

9. Allopurinol is a long term urate lowering drug; it should be started at a low dose (for example, 100 mg daily) and increased by 100

mg every 2~4 weeks if required; the dose must be adjusted in patients with renal impairment; if allopurinol toxicity occurs, options

include other xanthine oxidase inhibitors, a uricosuric agent, or allopurinol desensitisation (the latter only in cases of mild rash).

10. Uricosuric agents such as probenecid and sulfinpyrazone can be used as an alternative to allopurinol in patients with normal renal

function but are relatively contraindicated in patients with urolithiasis; benzbromarone can be used in patients with mild to moderate

renal insufficiency but carries a small risk of hepatotoxicity.

11. Prophylaxis against acute attacks during the first months of urate lowering therapy can be achieved by colchicine (0.5~1 mg daily)

and/or an NSAID (with gastro-protection if indicated).

12. When gout is associated with diuretic therapy, stop the diuretic if possible; for hypertension and hyperlipidaemia consider use of los-
artan and fenofibrate, respectively (both have modest uricosuric effects).

NSAID, non-steroidal anti-inflammatory drug; EULAR, European League Against Rheumatism.
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inhibitor, 2l AReka s AAA), QA4Fe] vl ZZ(uricosurics)
Z1e)ar 94ke] Eafl(uricase) 5o THS].

AT TN FUE 5l 7P Fad AEs 3
AI(NSAIDs), 23|32, Ei= g2 o=
Bz A0 ASo= ti7f shube] Euke sk, xpx};
o] 7|9 ol +
T 7he] IE Nt FFo

gamEEaols F415 sh Aol ATHy ubol.

oX,
— o2
N
(o3
e
o
o
£
o
o
X
ol
v
H
rir

- 261 -



— gt atet 3R] A1 80 @ A3 & T Al 607 & 2011 —

T
=

I
oX
g
o
o
%2
ok fr Ho oF

>
o
fr o2
o

ol FAFshels TolLt 2 F-9lof
o A7) ol i), FPA FurE o
i

=
el Aol 7 ol selck g4 2]
=

o~

o2

o

1o
( r

=2
ot
o2
2

A GRSk 3T W 3
Yasht ol FYA FIpt o SrTAE Lzl ot

gitk ey izl 7P bRl ok A wHE 7R

AEo|H ol EAH Qe 25~50 mg 3 ,
Fz 2l 800 mg SHF Al ¥, HERHY 50 mg 5HF Al ¥
50l 9710l &3bth w49 dSol T AA 8] §FS
=3tt

et s Folske, gbbel et vole] ek & o
o] Y] o Ei= ofg] o] I w7 Folgith. B @
oL 6-8A7E THAOR Fofsltht Fojzitt BES T
Aol tjAI7E Folofshs Zlnch 4 WS o & Adrk
o ofe B Wo| Lreiakat 24 Ftstolof stn A
Aol Tt 5 X125 shofof Ttk A9 o) 23121 Foirt

& Ee B AHE7 = dk o] B Aok RS

Table 2. Example of medication for the acute gouty arthritis
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1o FAFEDAY] ARS 951 o Aol 317}
HA= AR 2T AP Qe HAlRE T
(canakinumab, €421 38 Qe F£71-1 A, dEUYAE
(rilonacept, =8/ AEFII-1 =A%} A2 =&
Fe 2.0 A9H28), ohuizleKanakina, S1E|R7] 1 58]
So] QL8] o5 oFAlY] TeHA DAL The} 2

234 5

Drug class Example Caution and contraindication

NSAIDs Talniflumate, 370 mg three times a day, PO. (severe attack may need Renal insufficiency, peptic ulcer, heart failure,
740 mg at a time for short course). or Naproxen 500 mg two times a bleeding or bleeding risk.
day, PO.

Colchicin Colchicin 0.6 mg 1~2 tab at initial attack, 1 tab at 1 hour interval, Heart failure, dialysis, diarrheal disease.
stop on symptom relief or side effect.

Glucocorticoid Prednisolone 20~60 mg/day. Rapid tapering on symptom alleviation. Diabetes mellitus, infection.

NSAIDs, non-steroidal anti-inflammatory drugs; PO, per os.
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Table 3. Suggested hypouricemic treatment indication

Recurrent gouty arthritis

Polyarticular gouty arthritis

Radiographic change in joint

Tophi

Urate stone

Chemotherapy for myeloproliferative disease

Severe hyperuricemia (> 9.0 mg/dL)

Hyperuricemia with complication (urolithiasis, renal dysfunction,
hypertension, ischemic heart disease, stroke, peripheral arterial
disease, diabetes, metabolic syndrome, hyperlipidemia)

5 Hlo| (4, http://www.goutin kr/).
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2 Ze|se 2] AFSFA Ax(xanthine oxidase) A Xﬂi/ﬂ
41 W 5274 ol AL Elele. SAAEoltt. 2

2Fe)izo] AL QAT 24 uHA, 2en
A ﬁ% 32} FollA UxH o A ofolck. of
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HAZF e At A B wol yebdth
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frefshe, ot o] AHSEAY 2417} 417]%5 Aot QL
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AN E Dot SAPF 28%0] 1A F-a/do] oA
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Table 4. Current uric acid lowering agents

ZH A 607 & 2011 —

Drug (route) Action mechanism  Indication Usual daily dose (range) Comments

Allopurinol (PO) Xanthine oxidase  All, hyperuricemia 300 (100~900) mg Adjust dose to renal
inhibition function

Febuxostat (PO) Xanthine oxidase  All, allopurinol 80~120 mg: 80 mg No need to adjust dose to
inhibition intolerance renal function,

Benzbromarone (PO) Urate transporter Low excreter, 100 (50~200) mg Poor effect in severe renal
inhihition intolerance to allopurinol failure

Probenecid (PO) Urate transporter Low excreter

inhibition

Rasburicase (IV infuison) Urate oxidase: Iytic Tumor lysis syndrome

effect on tophi prophylaxis

Pegloticase (IV infusion) PEGylated urate
oxidase

Refractory chronic gout

1,000 (500~2,000) mg No effect in moderate to

severe renal dysfunction,
0.2 mg/kg in Biological, hypersensitivity
60 min infusion on day 1,
then 1 x per
week; (premedicate
methylprednisolone 100 mg iv)

8 mg infusion/2 weeks Biological, hypersensitivity
(premedicate antihistamin

+glucocorticoid)

PO, per oral; iv, intravenous.

o] rasburicase®] AL W5} o] HT iE
9] @AM E 4] PEG (Polyethylene glycol)E =<1 &89
dellZel St asHEsla

sl o opAl oF

A~(pegylated uricase, Pegloticase)”}
7.9] Bk 7 6~14 2 A] 3HH A
7 139 F 343 ¥F A4 gastol
£k 21 Fom aabo] 7RAE A FAEHCE T vl
FDA”} Pegloticase S 'd2]4] §&¢ A &ol 3)7skqict 1
SfLt ob2] Seupetols S17heA gk
1 9] Hze] Bl o5t BF Bafe] Fukastel] $5]
#.0]+= losartasn, fenofibrate, amlodipine 5= ZA|= ¢FO

ofzte] @At Tzl QIrkal FHCk(Table 4).
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