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Therapy

Kozmina G.F. LazarenkoOM]., Kniazieva 0.V,
State Establishment « Dnipropetrovsk Medical Acadany s
Current issues in the diagnosis and treatment of gout

Grout is 3 heteropeneous disorder that results in the deposition of uric acid salts
and crystals in and around jeints and soft tssues or arystallization of unc acid in the
urinary tract. Gout metabolic disorder charactenzed by hyperurecamia {normal plasma
urate 1-4me/dl). Acute gout sudden onset of severs inflammmation in the small joint
due to precipitation of urate crystals in the joint space. Chronic gout: pain and stiffness
persist in the joint between attacks [12].

Epidemiology. Gout is the mest common of microcrystalline arthropathy.
Incidence has increased sipnificantly over the past few decades [1]. Affects sbout 2.1
million worldwide [12].Pesk incdence ocours in the fifth decads, but can ocoar at amy
age [1]Gouat is 5 fimes more common in males than pre-menopsusal females; incidence
in women increzses after menopause. Aferage &0, the incidence in women approaches
the mate in men [12].People of South Pacific origin have an increased incidence [1].

Predisposing Factors: heredity, drug usage, renal failure, hematologic disease,
traumza, alcohol nse, psoriasis, poisoning, obesity, hypertension, organ Tansplantation,
surgery[2, 3].

Stages of Classic Gount

Asymptomatic hyperuricemia. Very common biochemical sbnormality. Defined
as 1 5D sbove mean vale. Majority of people with hyperuricemia never develop
symptoms of uric acid excess [3].

Acute Intermnittent Gout (Gouty Arthrits). Episodes of acute attacks. Symptoms
may be confined to a single joint o patient may have systemic symptoms [5].
Intercrifical Gout. Symptom free period mterval betwesn attacks. May have
bypernuricemia and monosedium urate crystals in synovial fhud [14].
]
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Chronic Tephaceous Gout. Results fom established disease and refers o stage

of deposition of urate, inflantmatory cells and foreign body giant cells in the tssues.
Deposits may be in tendons or igaments Usually develops after 10 or more years of
acute intermittent gout [12].

FPathogenesis. Urate crystals stimmlate the release of oumerous inflarmmatory

mediators in symovial cells and phagocytes [4]. The influx of newrophils is an important
event for developing acute crystal induced synovitis [4] Chromic gouty inflanmmation
associated with cytokine driven synovial proliferation, cartilage loss and bone erosion

1.

A
B.

Criteria for the classification of acute gouty arthritis[7, 12]

Presence of characteristic urate crystals m the joimnt fhod or .

A torplms proven to conmin gouty crystals or...

Presence of 6 or more of 12 clinical’ lab:

1. =1 attack;

2. maximal inflanmation developed within 1 day;

3. attack of monoarticular arthritis;

4. joint redness observed;

5. 1"MTP joint painful or swellen;

. nnilateral attack mvelving I'MTP joint

7. unilateral attack mvolving tarsal joint

& suspected tophns;

9. hyperunicasnia;

10 asymmetrical swelling within a joint X-ray);

11. subcortical cysts without erosions (3-ray);

12. pepative culture from joint fluid during attack.

Clinic al manifestations

Systemicfever rare but patients may have fever, chills and malaise [12].
Musculockeletal: Acute onset of monoarticular joint pain First MTP most

common. Usnally affected m ®0 % of patients with gout. Other joints knees,
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footandankles Less common in upper extremities [§].
Skinwarmth erythems snd tenseness of tkin overlying joimt. May have

pruritsand desquarmsation [5, 12].
EidneyFenal colic with renal calouli formation in patients with hyperuricemia
is frequent [5, 8].

Investigatioms[3, 12]

- Uric Acid Limited valne as majonty of hyperoricemic patients will never
develop zout. Levels may be normal doring acate attack.

- CBC. Mild leukocytosis in acute attacks, but may be higher than 25 000'mm.

- ESE. Mild elevadon.

- 24br urine uric acid. Only useful in patents being considered for uricosuric
therapy or if canse of marked hypemmicemia needs vestigation

- Trial of colchicines. Posifive response may oocur in other types of arthnitis 1o
inchude psendogout.

Differential diagnoszis: bursitis, calcinm pyrophosphate dibydrate crystal
deposition  disease (CPPD, psendopout), ostecarthmtis, osteomyelitis, psoriatc
arthritis, rhewmatodd arthritis, sepiic arthnits, synovits, tendinitis, traumatic arthritis
L3

Treamment and management

EULAR evidence based recommendations for gont

1. Exvery person with gout should be fully informed about the pathophysiology
of the disease, the existence of effecuve Teamnents, associated comorbidites and the
principles of manazing acute attacks and eliminating urate crystals through lifelong
lowering of serum uric acid{STUA) level below a targes level [10].

2 Opumal toeament of zout requires both non-pharmacological and
pharmacological modalites and should be tailored according to:

a. specific sk factors (Jevels of serum urate, previous atacks, radiographic
sigms) [11];

b clinical phase {acute/requrent gout, intercritical gout, and chronic tophaceous

]
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gout) [12];

c. peneral risk factors (ame, sex, obesity, alcohol consumption, urate raising
dmzs,dnig interactions, and comorbidity) [11, 12].

3. Patient education and appropriste lifestyle advice regarding weight loss if
obese, diet, and reduced alcohol (especially beer) are core sspects of management [11,
17

4. Associated comorbidity and nsk factors such as  hyperlipidsemia,
hypertension, hyperglycaemia, obesity, and smoking should be addressed as an
important part of the mena pement of oat [11, 12].

5. The choice of dmg (5) should be based on the presence of conmaindications,
the patient’s previous experience with Testments, time of initiation afer flare omset
and the number and type of joint(s) imvolved [10].

4. Fecommended first-line options for acofe flares are colchicine (writhim 12
hours of flare onset) at a loading dose of 1 mg followed 1 hour later by 0.5 mz on day
1 and'or an non-stersidal anfi-inflammatory dgs(MSATDY), oral corticosteroid (30-35
me/day of equivalent predmisolone for 3-5 days) or articular aspiration and injection
of corticosteroids. Colchicine and N5ATDs should be avoided in patients with severs
renal impairment Coelchicine should not ke given to patenfs Ieceiving soong B-
glycoprotein and'or CYP3 A4 inhibitors such as cyclosporin or clarithronmycin [10]

In Ukrzine, as an altemative to colchicine, honmwio-revman used for long-term
treatment.

7. In patients with frequent flares and contraindications o colchicine, NSAIDs
and corticesteroid {oral and mjectable), IL-1 blockers should be considered for reating
flares [10].

8. Fecommended prophylactic treatment is colchicine, 0.5-1 mg/day, a dose that
should be reduced in patients with renal inopairment [10].

9. Intra-articular aspiration and injecdon of long acting steroid is an effective
and safe reatment for an acute attack [12].

13 The therapeutic goal of wrate lowenng therapy is to promote crystal

Ll
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dissolution and prevent crystal formation; this is achieved by maimtsining the semum
uric acid below the ssmuration point for monesodinm urate (<360 wmoel 1) [10].

11. In patients with nommal kidney function, allopurinol is recommended for
first-line urate-lowering therapy (ULT), starting at a low doss (100 mz'dsy) and
mmcreasing by 100 mg increments every 2—4 weeks if required, to reach the uricasmia
target. If the STUA rarget cannot be reached by an appropriste dose of allopurinol,
allopuringl should be switched to febuxostst or a wricosunc or combined with a
uricesuric. Febmxostat or a uncosuric are also indicated if allopurinol cammot be
tolerated [10].

12. When gout sssoctates with divretic therapy, stop the dinretic if possible: for
bypertencion and hyperlipidsemia consider uwse of losartan and fenofibrate,
respectively [12]

Classification of drugs for the treatment of Acute Gowt (Figure 1)

NSATDs. Dose of WMSATDSs for acute attack of gout: NSATDs in high doses
taken with food are: Maproxen — 750 me immedistaly, then 500 mg every 8-12 hours.
Diclofenac: 75-100 mz inmediately, then 50 mg every §-8 hours. Indomethacin: 75
mg immediately, then 50 mgz every §-8 hours. After 24-48 hours, reduced doses are
given for a further week. Contraindications: active peptic ulcer disease/impaired renal
functon/allergy to NEATDs [11].

Colchicine. Colchicine is alkaleid from Ceolchicum awmmmale. Suppresses
gouty inflanmmation neither analzesic nor ant-inflammatory. Mo effect on blood uric
acid level [13].

Treament of Aoute attack: effective within first 24h of attack_ A small doza (0.5~
1.5 mg) taken at first symptom of attack abort it Dose: lmz PO followed by 0.25 mg
1-3 hourly till the acote attack is over or total dose of 6 mg is given or diarthea starts.
Maintenance dose 0.5-1 mg/day for 4-8 weeks. Prophylaxis of gout: 0.5-1 me'day
(prevents forther attack). Doses should be decreased in renal and hepatic dysfunction
[12].

Corticosteroid. Corticosteroid gives dramatic symptomatic relief. Used if

10
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M5AIDs are contraindicated, if Gout is moneartcular: intra-articular sdminisoration
(e.z , miamcinolone, 10-40 megdepending of size of joint). For Polyarticular goat: IV or
Cirally Methylpredmisolone 40 mz/day IV tapered over 7 days. Prednisolone 40-60
mg'day orally tapered over 7 days [12].

Figure 1. Algorithm for the medical treatment of acote gout. FPI: proton pump
inhibitor [12].
Acute Teatment
NEATD ar COX-
2consader
ostercid (ol im and
14)

Aspriate joint if diasnoeis is
mclear ar axpicion of infection

Dirugs for Chronic gout{Fizure 1)

Probenecid. Probenecid Tses: Chronic gowt and hyperuricasmis: (2™line’
adjwrant dmg) 0.5 z'dayinitially, with gradusl increass to 1-2 g daily. It zradually
lowers bloed urate level Inefective in the presence of remal imsufSciency (seram
creatinine =2 me/dl). Adverss effects: rashes, allergic dermatitis, upper GIT imitation,
and drowsiness. Imhibits excretion of penicilling dspsome indomethscin, and
acetazolamide [11].

Sulfinpyrazone. Sulfinpyrazomne Uses: In chromsc pout start with 100-200 mg BD,
pradually moreatseaccarding to response (max dose 200 me'd). Uricosuric action is additive
with probenecid but antagonized by Salicylates. It inhibits platelet aggrezation. Adversa
effects: gastric irmtation tashes’ hypersensitivity reaction [12].

Unic acid synthesiz mhibitor Allopormoel. Compstitive inhibitor of uric acid synthesis
by iohibiting xanthine oxidase. Xanthine oxidase is inwolved in the metabolism of
hypoxanthine and zanthine to unc acid Promptly lowers plasma urate and unnary urnic acid
concentration and facilitates topbus mobilization Alleopunnol is very effective in unic acid

11
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overproducers. Dose: mitally 100 med of allopurinel is given for | week, the dose is
increased to 200-300 me/d, if seram uric acid is still high ADEs: precipiaton of acute poufy
arthrifis in the infial menth of therapyGl upset'skin rash/alopecia. Probenecid mereases the
excretion of allopurinol. If patent taking both Probenecid and Allopuninel. than increase dose
of allopunnol and decrease dose of Probenecid [13].

At this time, the gueston remains to optimize reatment methods and prevention of oot
onlyeoat exacerbations bat also asymptomatic hyperuncemia, which mereases the nsk of
cardiovasoolar diseases. Perhaps the solutson to this problem will, in the funare, identification
of penes that affect the propensity te develop mout Im patients with asymptomatc
hyperuricemia, search for new drugs, which become the target gensfic loci

Fizure . Alzorithm for the medical treatment of chromic gont [12].

Chronic treatmant
Lifestyle advice about diet and aloohol intake

Prophyiacic cover of colchicmes (0.5 mebd. for § months) ar
WEAD {(Jow dose for § weeks)
Titration of allopurimol up to 900 me'day agairct SUA and renal
fimetion Afming ':TIJAG%nmI]
Conmindication Clor AE: and Failure to reach
(CT) or AE:= and ahnomual renal targat SUA and
pormal remal fimction o CIAE:
. I —
Renal Ho remal
Fetnesostat Felnruostat ipairment ——
Probenarid I |

| 1F comorbidities are preset use losartan and fenofiorae |
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