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Drug therapy of gout

What Is Gout?

[nFlanintaLovy disorder Caused /3) deposition of MSU Gryshils i oinks
( So We Wemna heal hhig l‘nHaM»/W'Oﬂ reackion of He CamtSe of it 2 hy,)wuf, Cem .'c@



for (35S %ﬁoﬂgjoﬂ nexd b Knows
Gouty arthritis - characteristics

* sudden onset * recurrent episodes
* middle aged males /——‘ influenced by diet

* severe pain * pbony erosions on Xray
* distal joints * hyperuricemia

* intense inflammation L High Drotein diel incrases vric atid




Treating acute gouty arthritis

* colchicine

* NSAID’s

e steroids

* rest, analgesia, ice, time



Drugs used to treat gout

Acute Arthritis Drugs Urate Lowering Drugs

— {Colchicine] [allopurinol]

( swellird Pain, redness ...)

[ steroids J &ch.-% inflenmalory reachions [ probenecidj
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rest + analgesia + time




Drugs used to treat gout

NSAID’s ( A"Oﬁe&t + anki inf laMMa)'y\

*Indomethacin (ladeein) 25 to 50 mg four times daily
(*Naproxen)Napresyn) 500 mg two times daily
(eIbuprofen (Metrisr) 800 mg four times daily

*Sulindac (&hnerd) 200 mg two times daily

Ketoprofen (Oradts) 75 mg four times daily

2% DoseS of NSAID's afe Osmy h:’jhef }DONT /\OE/\/)O)Q}ZE

fov an mh‘-.’nf/qmmql‘o\y effect ompared

With Fhe Wld/jQSl'Q dose DO SES




Colchicine - plant alkaloid(udual sure)

colchicum

autumnale
(Q‘:S)J}I‘ A\)@s)";>
(autumn crocus or

meadow saffron)



Colch.ic_ine

: “only effective in gouty arthritis”

3@an analgesic -

* does not affect renal excretion of uric acid
* does not alter plasma solubility of uric acid
* neither raises nor lowers serum uric acid



Colchlcme /Wechamsm of ackon

(ompoten}- of GyfoSielefan » inyolved in Cell Jivision,
e Colchicine inhibits(microtubule)"rmsel vemss

polymerization by binding to tubulin, one of
the main constituents of microtubules

* reduces inflammatory response to deposited
crystals n Very intpor bt /v He iflanialor) @Scade

e diminishes(PMN) p
* blocks cellular res
crystals

nagocytosis of crystals

ponse to deposited



Crystal-induced inflammation

hyperuricemia inflammation
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PMN is critical
component of

crystal-induced
inflammation




Colchicine - indications

Dose Indication

[high| (treatmeni)of acute gouty arthritis

) low | (prevention) of recurrent gouty arthritis
— Beau(se of its Sl‘Je e'q‘CC"S l




Colchicine - toxicity

e gastrointestinal (nausea, vomiting,

cramping, diarrhnea, abdominal pain)
—s it affeds cell diuision (Yemember the MOA) So il has Side effects, on blood Cell prodichion

* hematologic (agranulocytosis, aplastic
anemia, thrombocytopenia)

* muscular weakness

adverse effects(dose—related)& more common when
patient(has renal or hepatic disease )




Gout - colchicine therapy

* more useful for daily prophylaxis (low dose)
v prevents recurrent attacks
v'colchicine 0§ mg qd - bid

eclining use in acute gout (high dose)
NowadayS Colchicine is nF used a3 firsk choice g for the
Freabrienk of (jow/' > 1F'S Safer for wdoses Use (Pro lgby/a)(ig)



Hyperuricemia - mechanisms
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Urate-lowering drugs
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Gout - urate-lowering therapy

* prevents arthritis, tophi & stones by lowering
total body pool of uric acid

C-indicatec after first attack

* initiation of therapy can worsen or bring on

itis [iF cuses doul HaweS hecauge it iay e
acute gouty arthritis {/:'Il;b/%'za/?bno°ﬁ Uvate b Kidneys ama) obher

» no role to play in managing acute gout 9"




Drug therapy of gout

Drugs That Block
(Production)of Uric Acid



Uric acid metabolism

dietary intake

|
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xanthine oxidaseJ
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purine bases
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Allopurinol (Zyloprim™)

* inhibitor of xanthine oxidase
* effectively blocks formation of uric acid
* how supplied - 100 mg & 300 mg tablets

* pregnancy,category C
Can be VSed wibh

CayHovs allopurinol

( No enough §iudies
on hungH&/‘ l""Vf
Pvoven ik com Cowse
Fefus malfovamtatoion)




Allopurinol - usage indications

its not used in dCyle aHacks,iFs used ip petween attacks So it a
Mo inrenwce PrevaP) ke prevent recuyien} athac i,

! ond Yyeruciceni
management of hyperuricemia Of gout aw i

* management of hyperuricemia associated
with chemotherapyrsKils Cel/s—o;:’\c rdation of ifs (ontenls

'40""'3 iNeg
* prevention of recurrent calcium oxalate

Kidney stones




Allopurinol - common reactions

* diarrhea, nausea, abnormal liver tests
* acute attacks of gout
* rash



Allopurinol - serious reactions )

Simi lr Jo Stevens- Johnson gndrome (an Ml‘ouMMMne diseafe
- fever, rash, toxic epidermal Necrolysis mapmms ™

* hepatotoxicity, marrow suppression
* vasculitis

* drug interactions (ampicillin, thiazides,
mercaptopurine, azathioprine)

* death



Stevens-Johnson syndrome

Jtargetskin lesions

Mucous membrane
erosions

epidermal necrosis with
skin detachment




Febuxostat(Uloric /Adenuric)

e approved by FDA (2008)
» oral(xanthine oxidase inhibitop

* chemically distinct from allopurinol
* minimal adverse events( cpaed with Allopurina)
e can be used in patients with renal disease



PEG-UFiCaSEe An enzyme /ot nabital Ssxces. (anirtes)
* approved in the United States in 2010

* PEG-conjugate of recombinant porcine

u ricase (urate oxidase)

* it metabolises uric acid to allantoin”
[ndicatiss _
* severe, treatment-refractory, chronic gout.

* uricase speeds resolution of tophi

* It lowers uric acid levels &—

* glucose-o-phosphate dehydrogenase
deficiency, pegloticase may precipitate a
gevere. |life-threatening hemolvsis
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Drug therapy of gout

Drugs That Enhance
Excretion of Uric Acid



Uricosuric therapy

* probenecid
* blocks tubular reabsorption of uric acid
* enhances urine uric acid excretion

* increases(urineluric acid level

» decreases(serum)uric acid level




Uricosuric therapy

* moderately effective

* increases risk of nephrolithiasis (it My auge mobilizakion
_ _ _ of Yrtcacid from joinks fo Hhe

* not used Iin patients with renal disease  «kidney)

* frequent, but mild, side effects



Uricosuric therapy

e contra-indications
v'history of nephrolithiasis
v'elevated urine uric acid level
v existing renal disease

* less effective in elderly patients (sice Kidnwe) dunchions
Jeleriorale. With age)



Choosing a urate-lowering drug
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