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Aoun TTapouadiaocng

 BaoikEéc apxEc peETaBOAIOUOU TOU OUPIKOU OEEOC

« [laBoguaoloAoyia TNG oupiknG apOpPITIdAGC

e YTTEPOUPIXAIMIa Kal KAPOIAYYEIOKOC KiVOUVOC-VEPPIKN
VOO OG

« TeAeuTaieg ouoTdoeig EULAR

2016 updated EULAR evidence-based
recommendations for the management of gout
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MeTaBOAIOUOC TOU OUPIKOU 0EEOC

e 2¢& QualoAoyiko pH (7,4) To 98% TOoU OUPIKOU OCEOG
lovieTal EEWKUTTAPIA KAl OXNUATICETAI OUPIKO
UOVOVATPIO

* [lapayeTal Kupiwg aTo NTTAP KAl AlyOTEPO OTO EVTEPO
atré TN d1IACTTA0N TWV TTOUPIVWYV (TPOPNG & EVOOYEVWIG
OUVTIOEUEVWIV)

« ATtToBaAAeTal atro Toug veppoucs (70-80%) kal To
UTTOAOITTO OTTO TO EVTEPO (KOTTPAVA)



MeTaBOAIOUOC TOU OUPIKOU OEEOC

H diaAuTtoTNTA TOU 0€ QuUOIoAoyIkO pH cival 6,7 mg/dl kai
eCAPTATAI ATTO:

* TNV TTOCOTNTA OUPIKOU 0EEOG OTO aiua (1 TToo0TNTAG: |
dIaAUTOTNTAC)

* 10 pH aipato¢ kai uypwyv [| pH (o¢€won): | d1aAuTtdTNTA]

e H d1IoAuTOTNTA OTIC APOPWOEIC ECAPTATAI ETTIONG ATTO
(a) TN Beppokpacia (1n MTO, xaunAoTepn Beppokpaacia) Kal
(B) TNV KatdoTaon udartwong Tn¢ apbpwonc (OYA tn vuxra,
evooapOpIKr agpuddaTtwaon)



MeTaBoAIGUOC OUPIKOU ano Ta oupopopa owAnvapia

» URAT 1 (SLC22A12) ZNEIPAPATIKN
UETAPOPEDS AVIOVTWY omnenon
OTO KOPU®OIO TPANA TOU 1°°%1
gyyUg ocwAnvapiou:

OnNMAvTIKOG Yia
ETTAVAPPOPNON OUPIKOU

Neppiko
. ongipapa Enavappo®pno

+ H mpwreivn GLUTY nEIpap mer ppoPnon

(SLC2A9) Acitoupyei wg

METOPOPEAG EKPONG AUAOC 0-2%

OUPIKOU aTTO TO I Exkpion

OWANVAPIOKA KUTTAPQ oo

ETTNPEACOVTAG TN '

GUYKEVTPWOT OUPIKOU =5 Enavappognon

OTOV 0PO

KaBapn anEkkpion
8-129%
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[TPWTEIVEC EPTTAEKOUEVEC OTN METAPOPA TOU OUPIKOU
o¢€oc 010 EE2

URAT1 (Urate anion transporter)= petadopeac Kal
QVTAAAQKTAPOC AVIOVTWY OUPLKOU LE aAAQ aviovTa (oTtnv
PNKTPoEeLdN EMIPAVELD TOU KUTTAPOU OTO EYYUC VEDP.

owAnvapLo)

OAT (organic anion transporter) = LeTadOPELC OPYAVLKWV
aULévrw\ﬂ

UAT (urate channelling protein ] galectin 9) = puetadepetl
OUPLKO EKTOC TOU KUTTAPOU
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[TaBouaioAoyia TNC UTTEPOUPIXAIMIAC

Augnuévn
TTOPAYWYN

Meiwpévn VEQPIKNA YTTeEpoupIXaiHia
ATTEKKPIOT OUPIKOU 0EE0G

(<800 mg/d) Aicita, YEVETIKA

aiTIa,
7 KUTTOPIKOG

YEVETIKA aiTia /TaAKOOA / |GFR / KOTABOAICHOC

QAPHAKA, OTTWG dIOUPNTIKA, ACTTIPIVN
AVTIQUUATIKA



Taglivounon TNG UTTEPOUPIXAIMIAG

YTITEPTTAPAYWYK OUPIKOU 0&Eog (10%)

UA opou =211 mg/dl ka1 >800 mg UA o1a oupa 24wpou
MeiwpEVN VEQPIKA ATTEKKPIOT OUPIKOU 0&£0G (90%)
2UVOUQONOG TWV TTAPATTAVW

NMNpwToTraONnGg
AguTtepoTTaBnR G (Pappaka, GAAa voouaTta)



De novo synthesis

Inosme <— Adenosine

Guanine Hypoxanthine Adenine

Xanthine

¢ Catabolism

Uric acid

Allantoin

‘ Gout; Causes

APRTase

AMP — ——s ATP

ATP
$ et PRAPP ey T NOSPNO-
RSP  PRPP prPp  fbosylamine
synthetase amido
transferase
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Loss of
feedback HGPRTase Decreased

inhibition 3 Levels

Hypoxanthine Guanine




YTTEPTTAPAYWYI TOU OUPIKOU OCEOC

[TpwTOoTTABNC UTTEPOUPIXAIMIa

— EMeiyn HGPRT [uepikn (ouvdpouo Kelley-SeegMiller) n
TTANPNG (ocuvopouo Lesch-Nyhan)]

— YmepdpaoTnpiotnta PRPP ouvBeTaonc

AguTEPOTTABONC UTTEPOUPIXAIMIO
— YTTEPPOAIKN DIAITNTIKA TTPOCANWN TTOUPIVDV
— Augnpevo turnover VOUKAEOTIOIWV (TT.X. HUEAOUTTEPTTAOCTIKA

KaI AEJ@OUTTEPTTAOCTIKG VOO UATA, AINOAUTIKEG AVAIYIEG,
WwpPioon, KOKONBEIEC, KUTTAPOTOCIKO (DAPUAKA)

Noonuara atmolrnkeuong YAUKoyovou

— KaravaAwon ¢poukTolnG N KAnpovouikr) duoavecia oTn
PPOUKTOCN

— YTTogaIyia Kal IOTIKA UTTOQIUATWoN
— ‘Evrovn puikn aocknon

— Karaypnon aiBavoAng
EmTaxuvopevn atmodounon ATP




EAQTTWPEVN VEQPIKI ATTEKKPION OUPIKOU OCEOC

* Ne@ppotraBeieg

e [lapayovTeg TTOU aucavouv owAnvapiakn ETavappo@non
UA
mapayovTec Tou T TNV emavappdenon péow trans
olEyepong Tou URATL: trupadivapidon, caAIKUAIKG (XapnAn
d0an), VIKOTIVIKO, YOAQKTIKO, B-udpoguBoUTUpIKO,
OKETOOCEIKO

* [lapayovTeg TTOU PEIWVOUV TN VEPPIKN aTTEKKpion UA
vEow URAT1 f GAAWV pnxaviopwyv: dloupnTiKa,
al@auBouTtoAn, IvoouAivn, B-blockers
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. ®dppaxka Tou T oupikd
AioupnTiKa
Tacrolimus
KukAooTropivn
A1BauouToAn
Mupadivauidn
KuTtTapoTtocika xnueloBepartreia
AIBavoAn
2 0AIKUAIKG (<1 g/d)
NeBovTOTTO
Piytrapipivn, Ivteppepovn
Quap@eapivn

NN N OO VAMENENERNERERS N N W

Bitapivn B12 o€ kakonBn avaiyia
lvoouAivn

N

B-blockers

. Dappaka TToU | OUPIKO
ACKOPBIKO 0cU
KaAaitovivn
KiTpika
OioTpoyova
DevoPINTTPATN
Benzbromarone
NolapTtavn
[pofeveaion | eTTOvVapPOPNoNg

2 aAIKUAIKG (>2 g/d) p— HEOW APEDNG

SoUAQIVITUPadOVN avaoToAnc URAT1

ApAoOITTIVA -

AVOOTOAEIC ¢avBIvooceIdaonG
(aAAoTTOUPIVOAN, febuxostat)
Oupikaon

Doring A, et al. Nat Genet 2008;40:430-6
Campion EW. Am J Med 1987;82:421-6



NOCOC a1rdé oUpIKO OcU

v Eival pia eTepoyevic ouada voonuaTwy TToU opeiAovTal oTnV
EVATTO0£0 N KPUOTAAAWY OUPIKOU HOVOVATPIOU OTOUG ICTOUG I
OTOV UTTEPKOPECHO TWV ECWKUTTAPIWY UYPWV OE OUPIKO OEU

v O1 KAIVIKES ekOnNAwaoeIC TTepIAapBavouv: 1) uttoTpoTtTiddovTa £TTEITOOIN
apBpPIKNG Kal TTEPIaPOPIKNC PAEYUOVAC (OUPIKR apBpiTida), 2)
EVATTO0EON KPUOTAAAWY OTOUC I0TOUC TTOU ovouadovTal To@ol, 3) Aifol
OUPIKOU OEEOG OTO OUPOTTOINTIKO Kal 4) dIAuECN VEQPOTTABEIO PE
VEQPIKI OUOA&IToupyia (evattoBeon KPUOTAAAWY OUPIKOU JOVOVATPIOU
OTO VEQPPIKO MUEAO Kal TIC TTUPAUIOEC)—OUPIKK VEPPOTTABEIO



DuoIKn I0TOPIa UTTEPOUPIXAIUIOC

ACUUTTTWUATIKA UTTEPOUPIXAIUIO
Oceia povoapBpitida
YTTOTPOTTIA(OUOEC KPIOEIC OUPIKNC JOVO- 1] oAlyoapBpiTidag

Xpéqu TO(p(b6r]g OUler’] apepiT|6G Dietandnucliotideturnover

Inosine

Oupikn veppoTTabeia

mechanisms
Normal serum level Urinary: 80

ATTOQPOKTIKI oUupoTTaBEIa - VEQPOAIBiaan e T

! /

Hyperuricemia Hyperuricosuria

Urate crystal Pro-oxidant | Uric acid crystals
(cardiovascular | (renal calculi)
effects?)
( x \ A
[ | - \ o e




[TapdayovTeg TToU £TTNPEEACOUV TN PUOIKN
TTOPEIA TNC UTTEPOUPIXAIMIOC

ETritreda UA oTo aipa
XPOoVIKN OIAPKEIa TNS UTTEPOUPIXAIMIOG

TuyxOv OUVUTTAPXOUCQ VEPPIKI)
TTPOCBOAN
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ASYMPTOMATIC ACUTE INTERMITTENT CHRONIC
HYPER- GOUT TOPHACEOUS
URICEMIA GOUT




EmonuioAoyia OYA

[TpooBAAAEI KUPIWG AVTPEG OTNV SN dEKAETIA KAl
METEMMNVOTTAUCIOKES YUVAIKEGS (| TWV OIOTPOYOVWV
TTOU €ival oupikol{oupIKQ)

Avaloyia avopwv/yuvaikwy = 3-4/1

T EMMITTOAAOHOC UE T NAIKIAG: 9% o€ avipeg > 80 eTwv
Kal 6% O€ YUVaikeg

H Siauta €mdopda otnv OYA

T O€iKTNG Halag ocwHATOS aucavel Tn ouxvotnta OYA



PATHOPHYSIOLOGY OF GOUT

Gonets

Drugs Diet Metabolic | | Proliferative

Urate concentration |

[L:) Hyperuricemia <-1%
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Supersaturation Seed nucieus
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@ Elserder 2008, Hodbarg ot al: Rheumatology.




Monosodium

/ urate crystals \

Resident
macrophage
lineage
cells
=
NLRP3
inflammasome

}

. Pro—interleukin-1

Interleukin-18

o

7

& Interleukin-1

Endothelial LEREBaor
or synovial cell

chemokines

Adhesion molecules, / |

+
C5b-9

|

Other mediators (e.g., TNF-a,

interleukin-6 and 8,
leukotrienes, alarmins)

¢

** Neutrophil recruitment,
« activation, and release

of additional
\ inflammatory ' , .
mediators / .

Oceia oupikr) apBpitida: dinbnon ue
TTOAUPOPPOTTUPNVA KOl ECIOPWHA UE

OUOETEPOPIAQ KAl IVIKI) OTNV
ETTIPAVEIQ TOU apBpIKoU upéva

T

——MSU crystals

- Neutrophil
‘A}:-é influx
- 0l

/’ IL-8, MIP-2, etc.

Synoviocyte or other cell type

Phase 1

PYD —

PYD
ASC
CARD.

CARD —<GCaspaseli-

NALPS3 inflammasome
activation

IL_18)—-———— Pro_iL-af

N

NF-xB activation

B IL-8, S100, MIP-2
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KAIVIKI €IKOVO OUPIKNAC apOpiTIdag

BEATIOTOG XpPOVOG yIa TN HETPNON TWV
emTTEOWY TOU UA: 2 eBOONADEG META TNV

Kpion




Table 20-2. Examination of joint fluid.

Measure

Volume (mL) (knee)
Clarity

Color
WBC (per mcL)

Polymorphonuclear leukocytes

Culture

Group |
(Normal) (Noninflammatory)

<35 Often > 3.5
Transparent Transparent
Clear Yellow
< 200 < 2000
< 25% < 25%
Negative Negative

Group Il
(Inflammatory)

Often > 3.5

Translucent to opaque
Yellow to opalescent
2000-75,000

50% or more

Negative

Group III
(Purulent)

Often > 3.5
Opaque

Yellow to green
> 100,000

75% or more

Usually positive?

'Gout, rheumatoid arthritis, and other inflammatory conditions occasionally have synovial fluid WBC counts > 75,000/mcL but rarely >

100,000/ mcL.

Most purulent effusions are due to septic arthritis. Septic arthritis, however, can present with group Il synovial fluid, particularly if infection
Is caused by organisms of low virulence (eq, Neisseria gonorrhoeae) or if antibiotic therapy has been started.

WRBC, white blood cell count.

Group | (Noninflammatory)
(< 2000 white cells/mclL)

Degenerative joint disease
Trauma'

Osteochondritis dissecans
Osteochondromatosis
Neuropathic arthropathy?
Subsiding or early inflammation
Hypertrophic osteoarthropathy?
Pigmented villonodular synovitis’

Group Il (Inflammatory)

Group 11l (Purulent)

(2000-75,000 white cells/mcL) (> 100,000 white cells/mcL)

Rheumatoid arthritis Pyogenic bacterial infections

Acute crystal-induced synovitis
(qout and pseudogout)

Reactive arthritis

Ankylosing spondylitis

Rheumatic fever?

Tuberculosis

Hemorrhagic

Hemophilia or other

hemorrhagic diathesis
Trauma with or without fracture
Neuropathic arthropathy
Pigmented villonodular synovitis
Synovioma
Hemangioma and other benign
neoplasms




Gout: urate crystals (ordinary
and polarized light microscopy)
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Xpovia Ttopwdng OYA

« Meta amd 10 £1n oceiag utrotpoTtridloucac OYA avatrtuooetal Xpovia OYA otTou
ol TTPO0RERBANUEVEC aPBPWOEIC €ival CUVEXWG OIONUATWOEIC KOOI KEVOXANTIKEC». 2.€
MECOBIAOTNMA AiywVv eBdopadwy eugavilovral kpioeic OYA

* [lapouaia TOQPwWV TTEPIaPOPIKA TTOU CUCXETICOVTAI [E:

1. uynAa etritreda UA,
2. ¢vapen OYA oe pikpn nAikia,

3. JAKPA dlaoTrMaTa eveEPyoU vooou Xwpic Bepartreia (30% Twv un
BepaTtreupEVWY avaTITUooEl TOPOUG OTNV SeTia)

KokkKiwpa {Evou ocwpaTog yUpw atro TTupiva KPUOTAAAWY OUpIKoU JOVOVATPIOU

Evromon: Trrepuyio wTdg, OAKTUAQ, KAPTTOi, yovaTa, OUAAKOG WAEKPAVOU, WAEVIQ
empaveia avtipayiou, AxiAAeiog TEvovtag, olidia Heberden oe OA, 22 e Trieon
VEUPWYV, 0POAANOI, HOOTOC, PWVNTIKEC XOPDES, KAPDIA, EVTEPO






Gout of distal interphalangeal joints
simulating osteoarthritis

© www.rheumtext.com - Hochberg et al (eds)
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NeppIikn voooc kal UA

NeppoAiBiaon atrd UA

v'10-25% e OYA

v 50% Twv acBevwv pe UA >13 mg/dL
v'Trponyeital Tng OYA o€ 40%

XpOovia OUpIKr VEQPOTTABEIQ
EvamméBeon KpuoTAAAWY OUPIKOU JOVOVATPIOU OTO VEQPIKO MUEAOD, TIC BNAEC
Kal TIC TTUPAMIOES £ Xpovia Aeypovwdng avTtidpaon

Oteia veppikr averdpkeia atmd TUA

v'0T0 0UVOPONO o&eiag AUonc OyKwv (Aeppwpata, Aeuxaidieg utrd
xnueloBeparreia) kal kaBilnon UA ota cwAnvapia

v UA/Cr >1 o€ Tuxaio dciypa 1 24wpn cuAloyri oupwv



INSULIN RESISTANCE

DIURETIC

/ DIETAR\‘ FACTORS

Reduced GFR Ovic Acid

+ 1 renal vascular resistance

(—A—\

Endothelial  Inflammation  Oxidative stress Renin
dysfunction NF-KB NAD(P)H Angiotensin
INO CRP oxidase System
MCP-1

Atherosclerosis K_/

Blood vessels

Aangiotensin Il
ricoxide

Increased vascular
Endothelial dysfimction resistance

Arteriolopathy

Atherosclerosis

Salt-sensitive
Cardiovascular {
unpl«mlon

L 2

Interstitial fibrosis/
glomemlosclerosis

N KV

Figure 1: Potential mechanism of effect of uric acid on development of chronic

kidney disease.




Table 1. Cardiovascular Conditions and Risk Factors Associated with Elevated
Uric Acid.
Hypertension and prehypertension

Renal disease (including reduced glomerular filtration rate and microalbu-
minuria)

Metabolic syndrome (including abdominal obesity, hypertriglyceridemia, low
level of high-density lipoprotein cholesterol, insulin resistance, impaired
gucose tolerance, elevated leptin level)

Obstructive sleep apnea
Vascular disease (carotid, peripheral, coronary artery)
Stroke and vascular dementia

Preeclampsia

Inflammation markers (C-reactive protein, plasminogen activator inhibitor
type 1, soluble intercellular adhesion molecule type 1)

Endothelial dysfunction
Oxidative stress
Sex and race (postmenopausal women, blacks)

Demographic (movement from rural to urban communities, Westernization,
immigration to Western cultures)




Risk factors for
hyperuricaemia

Diet: seafood, meats,
sweetened soft drinks

Medication: diuretics,
cyclosporine, low dose
aspirin, beta-blockers

Genetics: SLC2A9,
ABCG2 and SLC22A12

Duration, severity,
other determining

Pathogenesis of heart

disease

Hypertension

Oxidation of
LDL in plaque

Kidney disease: kidney
failure, dialysis

Hyperuricaemia

Alcohol: beer, spirits;
amount of alcohol

Comorbidity: heart
failure, hypertension,
obesity, coronary
artery disease

Dietary, clinical and
genetic factors

Endothelial
dysfunction

Increased risk of
cardiovascular disease

Acute and chronic
systemic
inflammation

Other proatherogenic
factors




Fic. 1 Mortality rate among normouricaemia,
hyperuricaemia and gout groups.
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Kuo CF, et al. Rheumatology 2010;49:141-6




MeAeTec MevdeAegiavC TuXaloTToiNONG

» H yeveTIkKa TTpoKaBopIoUEVN UTTEPOUPIXAIMIa OUOXETICETAI UE TNV
EM@Avion TNS nAIKIOKA KaBopilduevng abnpookArpwong, TO
UMETABOAIKO OUVOPOMO, TNV OTE@aviaia vOoo Kal 10iwg Tov
aipvidlo kapdlakd Bdavaro AAAA OXI pe 1a emitreda TWV
TPIYAUKEPIDIWY, TNV UTTOKAIVIK ) aBnpooKARpwaon | TNV EU@Avion
oakyxapwodn diapnTn kair AEE

» Ta Oedopéva TTOU aAPOPOUV TNV APTNPIOKN TTiEon Kal TNV
ep@avion XNN egival avTipaTtika

A. Kei, et al, Int J Clin Pract. 2018 Jan;72(1)



[leplOPIOUOI TWV JEAETWYV PMEVOEAEIAVNC
TUXQIOTTOINONG

MeAETN TTEPIOPICUEVOU APIBUOU TTOAUUOPPIO WY

O1 yvwaoToi TTOAUOP@IoHOI ETTNPEACOUV OE HIKPO TTOCOOTO TA
ETTITTEDQ OUPIKOU 0EEOC OTO TTAAO A

AANNAeTTidpaon yovidiwv kai TTepIBAANOVTOC (time-varying
exposure)

[TAci0TpOTTIKEC dPACEIC TWV YovIdiwy (rs671 was associated with
sua by affecting alcohol consumption in males)



Serum uric acid levels and multiple health outcomes:
umbrella review of evidence from observational
studies, randomised controlled trials, and Mendelian
randomisation studies

Conclusion Despite a few hundred systematic reviews, meta-analyses,
and Mendelian randomisation studies exploring 136 unigue health
outcomes, convincing evidence of a clear role of SUA level only exists

for gout and nephrolithiasis.

BMJ 2017;357:j2376 doi: 10.1136/bm.)2376 (Published 7 June 2017)




Am J Kidney Dis. 2018 Jun;71(6):651-865. doi: 10.1053/).ajkd.2017.12.009. Epub 2018 Feb 27.

Hyperuricemia, Acute and Chronic Kidney Disease, Hypertension, and Cardiovascular Disease:
Report of a Scientific Workshop Organized by the National Kidney Foundation.

Johnson RJ' Bakris GL2, Borghi C2 Chonchol MB! Feldman D* Lanaspa MA! Merriman TR?, Moe OW® Mount DB Sanchez Lozada LG8 Stahl E2
Weiner DE'. Chertow g™

i+ Author information

Abstract
Urate is a cause of gout, kidney stones, and acute kidney injury from tumor lysis syndrome, but its relationship to kidney disease,

cardiovascular disease, and diabetes remains controversial. A scientific workshop organized by the National Kidney Foundation was held in
September 2016 to review current evidence. Cell culture studies and animal models suggest that elevated serum urate concentrations can
contribute to kidney disease, hypertension, and metabolic syndrome. Epidemiologic evidence also supports elevated serum urate
concentrations as a risk factor for the development of kidney disease, hypertension, and diabetes, but differences in methodologies and
inpacts on serum urate concentrations by even subtle changes in kidney function render conclusions uncertain. Mendelian randomization
studies generally do not support a causal role of serum urate in kidney disease, hypertension, or diabetes, although interpretation is
complicated by nonhomogeneous populations, a failure to consider environmental interactions, and a lack of understanding of how the
genetic polymorphisms affect biological mechanisms related to urate. Although several small clinical trials suggest benefits of urate-lowering
therapies on kidney function, blood pressure, and insulin resistance, others have been negative, with many trials having design limitations

and insufficient power. Thus, whether uric acid has a causal role in kidney and cardiovascular diseases requires further study.




Ostecpores Inf. 2018 Apr.29(4):973-985. doi: 10.1007/=00193-015-4375-2. Epub 2013 Jan 30.

Gout as a risk factor for osteoporosis: epidemiologic evidence from a population-based
longitudinal study involving 108,060 individuals.

Kok VC'2, Homg JT*, Wang MN®€, Chen ZY*, Kuo JT', Hung GD®.

# Author information

Abstract
Is gout a risk factor for future osteoporosis? This large population-based study comprising two matched groups of individuals with and without
gout demonstrates that patients with gout have a 20% increase in the risk of developing osteoporosis in future through an 8-year follow-up.

INTRODUCTION: To examine if gout is associated with an increased risk of osteoporosis.

METHODS: We conducted a nationwide population-based retrospective matched-cohort study. Two matched cohorts (n = 36,458 with gout
and 71,602 without gout) assembled and recruited from the Longitudinal Health Insurance Dataset containing 1 million subjects. Exclusion
criteria were missing data, age < 20 years, short follow-up period, and pre-existing osteoporosis. Both cohorts were followed up until incident
osteoporosis, death, or the end of the study. Person-year data and incidence rates were evaluated. A multivariable Cox model was used to
derive an adjusted hazard ratio (aHR) after controlling for socioeconomic proxy, gecgraphical difference, glucocorticoid and allopurinol
exposure, various prespecified medical conditions, and comorbidities.

RESULTS: Men comprised 72 8% of the cohorts. With a follow-up of 163,729 and 359,900 person-years for the gout and non-gout cohorts,
217 and 811 incidents of osteoporosis occurred, respectively, after excluding osteoporosis incidents in the first 3 years of follow-up. The
cumulative incidence of osteoporosis was statistically higher in the gout cohort than in the non-gout cohort, at 3.3 versus 2.1% (P = 0.0036,
log-rank). Our Cox model showed a 1.2-fold increase in the incidence of osteoporosis in the gout cohort, with an aHR of 1.2 (95% confidence
interval, 1.06-1.35).

o] (WRIEO]/E his first population-based epidemiologic study supports the hypothesis that compared with individuals without gout; those




Recommendation

2016 updated EULAR evidence-based
recommendations for the management of gout

P Richette,’ M Doherty,? E Pascual,® V Barskova,® F Becce,” J Castafieda-Sanabria,®
M Coyfish,” S Guillo,® T L Jansen,® H Janssens,® F Lioté," C Mallen,’® G Nuki,

F Perez-Ruiz,'? J Pimentao,"® L Punzi,'" T P?rwell,? A So,'” A K Tausche,'® T Uhlig,"’
J Zavada, '® W Zhang,? F Tubach,® T Bardin'

Table 1 Overarching principles and final set of 11 recommendations for the treatment of gout
Overarching prindples
Every person with gout should be fully informed about the pathophysiology of the disease, the existence of effective treatments, associated comorbidities and the
principles of managing acute attacks and eliminating urate crystals through |felong lowering of SUA level below a target level.

Every person with gout should receive advice regarding |ifestyle: weight loss if appropriate and avoidance of alcohol (espedially beer and spirits) and sugar-sweetened
drinks, heavy meals and excessive intake of meat and seafood. Lowfat dairy products should be encouraged. Regular exercise should be advised.
Every person with gout should be systematically screened for associated comorbidities and cardiovascular risk factors, induding renal impaiment, coronary heart disease,

heart failure, stroke, peripheral arterial disease, obesity, hyperipidaemia, hypertension, diabetes and smoking, which should be addressed as an integral part of the
management of gout




HELP YOURSELF TO PREVENT GOUT ATTACKS

COUNTIES mum RITAAIA

RERCTR BEARE

Eat healthy food regularly

Starving and feasting

can both cause gout
attacks

Lose weight if you are too heavy

% . Choose healthy foods
» . Eatsmaller portions

every day

Avoid alcohol / fizzy drinks
They can make gout worse

'L v ,'.. x

Drink no more than
2 glasses per week

. Get active for at least 20 minutes
Drink water / trim milk if you're thirsty
Help flush the uric acid
out of your body

Avoid foods that raise uric acid levels

\ These foods can frigger a
* gout attack

. Meat (beef, lamb, corned beef, mutton-bird)
. Offal (liver, kidney, fripe, tongue)

. Shell-fish (mussels, scallops, kina)

. Oily fish (sardines, mackerel)
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OepaTreia o¢eiac oupikNS apBpITIdaC

v' Mn oT1epocidn avtipAeyuovwdn (MZAD)

v KopTidvn: p.os, im, evdoapBpikd (uovoapBpiTidES)

v (ACTH im)

v KoAxikivn

v AvtaywvioTtéc IL-1B (canakinumab, anakinra, rilonacept)
v’ Tldyocg, avatrauon
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Oepartreia ogeiag oupiknC apBpPITIdAC (EULAR 2016)

Kolyikivyy™ (néoa otic tpmtec 12h)
1-1.2 mg d60om epdoov - petd and 1h 0.5-0.6 mg

[Ipocoyn oe veppikn oavemdpkelo, (50% peimon 06ong oe
GFR<50 ml/min, avtévoeién oe GFR<10 mi/min)

[Ipocoyn oTIC AAANAETOPACELS TG UE GAAO @apuoka (7.
KVKAOGTOpivn, KAapiOpopvkivn, Bepamapiin, ketokovaloin)

KoM

MXEA® (+PPIs) (61 o€ veppikn aveTdpKeLD)

M
Ipeovilovn 30-35 mg/d (24-28 mg medrol) yio 3-5 nuépec
(XxoAykivn o€ 1itepo coPapn voGo)
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Final set of 11 recommendations

Acute flares of gout should be treated as early as possible. Fully informed patients should be educated to selfmedicate at the first warning symptoms. The choice of drug

(s) should be based on the presence of contraindications, the patient's previous experience with treatments, time of initiation after flare onset and the number and type
of joint(s) involved.

Recommended first-line options for acute flares are colchicine (within 12 hours of flare onset) at a loading dose of 1 mg followed 1 hour later by 0.5 mg on day 1 andior
an NSAID (plus proton pump inhibitors if appropriate), oral corticosteroid (30-35 mg/day of equivalent prednisolone for 3-5 days) or articular aspiration and injection of
corticosteroids. Colchicine and NSAIDs should be awided in patients with severe renal impaiment. Colchicine should not be given to patients receiving strong
P-glycoprotein and/or CYP3A4 inhibitors such as cydesporin or clarithromycin,

In patients with frequent flares and contraindications to colchicine, NSAIDs and corticosteroid (oral and injectable), IL-1 blockers should be considered for reating flares,
Cument infection is a contraindication to the use of IL-1 blockers. ULT should be adjusted to achieve the uricaemia target following an IL-1 blocker treament for flare.




iion) Safety profile of anti-gout agents: an update

Lisa K. Stamp

Table 2. Colchicine dosing recommendations (adapted from [16])

Gout flares Prophylaxis against flares

General 1.2mg stat followed by 0.6 mg 1 hlater; 0.6 mg once to twice daily
dose fo be repeated no earlier than

3 days

CYP3A4 inhibitors In patients with normal renal/
hepatic function

Strong (e.g. clarithromycin, 0.6mg stat followed by 0.3mg 1 h later; 0.3 mg daily or every second day
ketaconozole, itraconazole) dose fo be repeated no earlier than

Moderate (e.g. diltiazem, 1.2mg single dose; dose to be repeated no 0.3 mg once to twice daily
verapamil, erythromycin| earlier than 3 days

P-glycoprotein inhibitors In patients with normal renal/

hepatic function
e.g. cyclosporine A 0.6 mg stat; dose to be repeated no earlierf] 0.3 mg daily or every second day
than 3 days
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Anakinra Canakinumab Rilanocept
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Interruption in signal transduction




2016 EULAR RECOMMENDATION FOR THE MANAGEMENT OF FLARES
IN PATIENTS WITH GOUT

Treat as early as possible 1Y

Education about the disease
Individualised §fostyle advice ™
—~ Screening for comorbidities
and current medications =

Avord colchicine 2

v v

Colkchidne '© NSAID Prednisolone ' 1A Combination therapy '
{Lmg foliowed {chassic or coxits |30-35 mg/d for 5 Injections of (for instance
1 hour kater by - PP days) Corticosteroid ' colchicinesNSAID
0.50ng) if appeopeiate) 0f Corticostancics)

Resclutian of Nlare

Lducate to self-medicate 1
Consider initiation of ULT ™
(together with flace prophykaxis]
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Prophylasis against flares should be fully explained and discussed with the patient. Prophylaxis & recommended during the first 6 months of ULT. Recommended
prophylactic treatment is colchicine, 0.5-1 mg/day, a dose that should be reduced in patients with renal impairment. In cases of renal impaiment or statin treatment,
patients and physicians should be aware of potential neurotoxicity andior muscular toxicity with prophylactic colchicine. Co-presaiption of colchicine with strong
P-glycoprotein andjor CYP3A4 inhibitors should be avoided. If coldhidine is not tolerated or i contraindicated, prophylaxis with NSAIDs at low dosage, if not
contraindicated, should be considered.

[la TOUuG 6 TIPWTOUC MNVEC YOopPNynong UTTOOUPIXAIMIKWY QAPUAKWY
TTPOPUACKTIKA Xopriynon KoAxikivng 0.5-1 (0.6-1.2) mg/d (MIKpOTEPES DOOEIC
O€ Q0BEVEIC NE VEPPIKN AVETTAPKEIO 1] UTTO aywyn UE OTATIVEQG)

Eti avrévdeicnc 1 duoavedioc otnv KoOAxIKivn, TTpopuAagn pe M2ZAD (1T.x.
vartrpocevn 250 mg bid)



KoAXIKivn

MNMapevépyeleg Aoon TTpo@uUAAEnGg
« MuotrdBecia  0,5mgx 2/d
¢ MueAOKATOOTOAN e Clcr 10-30 ml/min: 0,5 mg/2-3 d

« Atovikn veupopuotrdBeia ¢ Clcr 30-49 ml/min: 0,5 mg/d

» Occia padouudAuon * [lpoooxri oTn ouyxopriynon We
dloupNTIKA , OTATIVEC,
KUKAOOTTOpPIVN

["evikn aipaTtog kal CPK



Xoprnynon UtTooUupIXAIUIKWY @apuUAKWY
(EULAR 2016)

Evdexouevn xopnynon @ApUAKWY PETA TNV TTPWTN KpPion
OUPIKNG apBpiTidag

Xopnynon eapuaKwy o€ aoBeveic JE uTTOTPOTTIAOVTO
ETTEIOO0IO  (>2/€10C), aOBeveic PE TOPOUG, OUPIKN
apOpoTrabseia ri/kal ve@poAifiaon

Xoprynon ®apuaKwY YETA TNV _apxikn dlayvwan o€ vea
aropa (<40 etwv) N aropa pe emireda UA > 8 mg/dl kai
OUVUTTAPXOVTa VOoonuaTta (VEQPIKA VOOOG, aPTNPIAKN)
UTTEPTOON, IOXQIUIKN KapdloTrabeia, KapOIaKH)
QVETTAPKEIQ)

Xopriynon katrd Ttn OIApKEIa TOUu €TTEICOdIOU 1 KATA
TTPOTiuNoN 2 €fOoNAdEC apyoTEPA




2.€ oceia ouplikn apBpitida (dev xopnyouue 1) Oev
OIOKOTITOUME, OV TTAipVEI RON, PAPUAKA VIO TN
LEIWON TOU OUPIKOU 0EEOC
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ULT should be considered and discussed with every patient with a definite diagnosis of gout from the first presentation. ULT is indicated in all patients with recurrent
flares, tophi, urate arthropathy andior renal stones. Initiation of ULT is recommended close to the time of first diagnosis in patients presenting at a young age (<40 years)
or with a very high SUA level (8.0 mg/dL; 480 wmol/L) andfor comorbidities (renal impairment, hypertension, ischaemic heart disease, heart failure). Patients with gout
should receive full information and be fully involved in decision-making concerning the use of ULT.

For patients on ULT, SUA level should be monitored and maintained to <6 mg/dL (360 pmol/L). A lower SUA target (<5 mg/dL; 300 umal/L) to facilitate faster dissolution
of rystals is recommended for patients with severe gout (tophi, chronic arthropathy, frequent attacks) until total crystal dissolution and resolution of gout. SUA lewel
<3 mgldL is not recommended in the long term.

All ULTs should be started at a low dose and then titrated upwards until the SUA target is reached. SUA <6 mg/dL (360 wmoliL) should be maintained lifelong.




Xoprnynon UTTOOUPIXAIMIKWY QAPHUAKWY
(EULAR 2016)

2T0X0G aywyng: Oupikd ocu <6 mg/dl 1 <5 mg/dl av uttapyxouv TOPOlI,
ouxVva eTTEICODIa 1 XPOvia apBpoTTddeia

‘Evapcn pe pikpr) d6on = TiITAotToinon TG d6ong

A) Quolooyik VEQPIKNA AEIToupyia:

aAAotroupivoAn 100 mg

TTPOO0JEUTIKN au¢non katd 100 mg k&Be 2-4 w (max 800 mg)

o¢ aduvapia €TTiTEUENG TOU OTOXOU I av n aAAOTTOUPIVOAN Ogv Egival
KaAG avekti =  aAlayry oe febuxostat | oupikoloupikd I
OUVOUQOMOG HE OUPIKOJOUPIKO (PAPMOKO




Xoprynon UTTOOUPIXAIMIKWY QAPUAKWY
(EULAR 2016)

B) ‘EKTTTwon NG VEQPIKNS AEITOUpyiac:

[Tpocappoyr TG 660nNG TG AAAOTTOUPIVOANG
(1 ocuttoupIivOANG = cytotoxic T cell response)

Eav 0ev emituyxaverar o otoxo¢ =  febuxostat n
Bev{mrpopapovn ME N XWPIC  aAAOTTOUPIVOAN
(#FGFR<30 ml/min)

[') AloupnTiKa: dIaKOTT (av gival duvaTov)
AY: Aolaptavn 1 CCB
YtmrepAimdaiuia: orarivn ) fenofibrate
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8  In patients with normal kidney function, allopurinol is recommended for first-line ULT, starting at a low dese (100 mg/day) and increasing by 100 mg increments every
-4 weeks if required, to reach the uricaemia target. if the SUA target cannot be reached by an appropriate dose of allopurinol, allopurinol should be switched to
febuxostat or a uricosuric or combined with a uricosuric. Febuxostat or a uricosuric are ako indicated if allopurinol cannot be tolerated.

In patients with renal impaiment, the allopurinol maximum dosage should be adjusted to creatinine dearance. |f the SUA target cannot be achieved at this dose, the
patient should be switched to febuxostat or given benzbromarone with or without allopurinol, except in patients with estimated glomenular filration rte <30 mUmin.

When gout occurs in a patient receiving loop or thiazide diuretics, substitute the diuretic if possible; for hypertension consider losartan or calcium channel blockers;
for rgrpcrhpldacrnm consider a statin or fenofibrate.




Urate-Lowering Agents
Allopurinol

Allopurinol and oxypurinol block the conversion of
hypoxanthine to xanthine to uric acid
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Allopurinol and metabolite oxypurinol are purine analogs and
both substrates and inhibitors of xanthine oxidase
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Table 6: Pharmacokinetic parameters
of febuxostat and allopurino|"®

Parameter Febuxostat Allopurinol
Absorption (%) 85 67-81
Time to maximum concentration 1 1
(hours)
Protein bindi 99

rotein binding (%) (primarily albumin) Negligible
Volume of distribution (L/kg) 0.7 1.6

Hepatic Hepatic
: {glucuronidation (70% converted to the
eleicrelo 22-44%, active metabolite
oxidation 2-8%) oxypurinol)

Elimination half-life (hours) 8 o A

oxXypurinol up to 20

Renal Oyxpurinol eliminated

Excretion (<5%, unchanged) unchanged in urine




AANOTTOUPIVOAN

v MapevEPYEIEC: KVNOPOC, depuaTiida (2%), T NITaTiKwy
evlUNWYV, duaTTEYia, TTOVOKEPAAOG, dlappola, Ecavonua
(3-10%)-atrevaicOnrotroinon

v’ 20vdpopo utrepeuaiobnaiac aAlotroupivoAng (0,1-0,4%)
20-30% BvntotnTta - cuoxetion pye HLAB*5801

* TOCIKN €MIOEPUOAUCN, AYYEITIOA, TTUPETOC,
NWOIVOPIAiQ, NTTATIKN, VEPPIKN OUCAEITOUPYIa

« SupBaivel TIc TTpWTEC 3-4 w oe NA, T ddoelc,
guyxopnynon dloupnTIKWV Kal ETTavaxoprnynon YeETa
ATTO OEPMATIKEG AVTIOPACEIC



Table 3. Risk factors for allopurinol hypersensitivity

syndrome (adapted from [21])

Risk factor

Recent onset of allopurinol treatment
Renal impairment

Diuretic therapy

Presence of HLAB+5801 allele
Allopurinol starting dose

Allopruinol maintenance dose




AocoAoyia aAAOTTOUPIVOANG O€ ETTNPEACHEVN
VEPPIKN AEITOUpYia

Clcr 80 ml/min: 250 mg/d
Clcr 60 ml/min: 200 mg/d
Clcr 40 ml/min: 150 mg/d
Clcr 20 ml/min: 100 mg/d

Clcr 10 ml/min: 100 mg/kaBg 2 uEpeg



ATreuaiocbnroTroinon

v' AA\oTToUupIvVOAN 10-25 pg = dITAacIaouOc/3 NUEPES
- 100 mg o€ 1 ynRva

v' 2€ dTopa pE eEavonua

v Emmituxia 70-80%



PeutroucooTdtn (Febuxostat)

v EKAEKTIKOC avaoToA£ac cavBivooleidaonc Ye DIOPOPETIKO
TPOTTO O€ OXEON ME TNV AAAOTTOUPIVOAN

v Atrékkpion 50% kotrpava kal 50% oupa
v' Adon 80-120 mg/nuépa
v’ Mapevépyeiec: T nmatikwv evlupwy, T kKapdloayyEIaKWY

OUMBapATWY, avTeVOEIKVUTAI O€ QOBOEVEIC UE IOXAIMIKA VOOO N
2 KA



Proportion of Patients at Target (SUA ¢ 6.0 mg/dL)
Percentage
No. at target Total at target [95% Cl]

Allopurinol arms or subgroups

Perez-Ruiz 1998 26 49 53.1
Becker 2005 FACT} 88 242 . 36.4
Reinders 200 17 50 _ 34.0
Schumacher 2008 (APEX) 102 263 { 38.8
Reinders 2009 46 96 47.9
Reinders 2009 20 36 556
Becker 2010 318 755 421
Kamatani 2011 513 84 120 | 70.0
Kamatani 2011 S44 11 16 68.8
Stamp 2011 31 45 - 68.9
Hataum 2014 4730 16366 28.9

uang 2014 41 172 - 238
Rashid 2014 3078 9581 321
Singh 2015 391 873 ' 48

RE Model 8983 28664

Febuxostat arms or subgroups

Becker 2005 (FACT) 378 49 : 770
Becker 2005 79 105 75.2
Schumacher 2008 (APEX 508 644 789
Becker 2010 CDN IFIM 849 1513 te 56.1
Choan 2011 9 13 : 69.2
Kamatani 2011 S13 100 122 | | 82.0
Kamatani 2011 544 16 17 & {941
Kamatani 2011 S35 120 161 e 745
Kamatani 2011 S19 47 69 e 68.1
Kamatani 2011 S50 143 169 L+l 846
Hatoum 2014 407 884 i 46.0
Hiramitsu 2014 95 100 =] 950
Huang 2014 124 344 | 36.0
Mizuno 2014 51 82 62.2
Tausche 2014 (FORTE) 2377 5592 425
Singh 2015 497 873 | 569

RE Model 5800 11179 70.7[60.8,78.9]

00 200 40.0 600 80.0 1000

Figure 1. Pooled analysis of proportion of patients who achieved target values of sUA (< 6 mg/dl).




No. of Patients ~ Weight (%)

Percent reduction [95% CI]

Allopurinol
Perez-Ruiz 1998
Becker 2005 (FACT)
Reinders 2007
Schumacher 2008 (APEX)
Reinders 2009
Reinders 2009
Kamatani 2011 §13
Kamatani 2011 544

RE Model

Febuxostat
Becker 2005 (FACT)
Schumacher 2008 (APEX)
Chean 2011
Kamatani 2011 513
Kamatani 2011 544
Kamatani 2011 §35
Kamatani 2011 §19
Kamatani 2011 550
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Figure 2. Pooled analysis of percentage reduction of SUA concentration compared with baseline values.
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Febuxostat had

and safety compared to the other drugs. Furthermore, febuxostat 120mg QD was more effective at

achieving urate-lowering targets (OR: 0.17, 95% Cl: 0.12-0.24) and safer (OR: 0.72, 95%Cl: 0.56-0.91)

than allopurinol.




Febuxostat: avetTIBUUNTEC EVEPYEIEC

v AlaTapaxéc NTTaTikAS BioAoyiag (3-7%)
v  Aldppoleg, vauTia, Ke@aAaAyia, e€avOnua, apBpalyieg

v' [ToAU oTravia avTidpdoeig uTTepeuaiobnaiag



Febuxostat

v’ Aev atraiteital Tpotrotroinon TnS 06on¢ o€ nAIKIWPEVA ATOUA
N O€ ATOUA UE NTTIA-UETPIA EKTTTWON TNG VEPPIKNG AEITOUPYIOC
v ATTauTeiTal TTEPIOBIKOC EAEYXOC TWV TTAPAUETPWYV TNG
NTTaTIKNG BioAoyiag kal TN¢ TSH (TTapaTtnpeital Hiken
OO0C0ECAPTWHEVN augnon TNG)

v' AVTEVOEIKVUTOI O€ 000EVEIC NE KOPDIOKK) AVETTAPKEI

N 1ICXAIMIKA KapOloTTadeia



AvTevOEicelC xopnynong febuxostat

v' Aucavecia oTo ApuaKo

v Alatapaxn TS NTTaTiknS BloAoyiag 1 AsiToupyiag
v AAKOOAIKOI aoBevEic

v Atoua TTou TTaipvouv alaBeloTrpivn

v 'EYKUEC yuvaikeg

v AcBeveic pe 1oxaipiky KapdloTrddelia 1 kKapdiakh
QVETTAPKEIA

v Bapid veppikn avettdpkela (eGFR<30ml/min)



FEBUXOSTAT

'

TAXEIA MEIQ2H TOY UA

'

4 KPIZEQN OYPIKHX APOPITIAAX
(XPEIAZETAI ITPOOYAAZH ME KOAXIKINH)




Oupikoloupika @APUAKO

v 2¢ Gropa pye GFR >50-60 mil/min, tTou TtTivouv >2 |t
uypa/nuEPa, dev £xouv veppoAiBiaon & UA oupwv 24wpou
<800 mg

v  AvacTéEANouv TNV eTTavappoenon UA avaoTéEAAOVTAC TOV
URAT1 o10 €yyu¢ ocwAnvapio



Oupikoloupika GAPUAKO

v Ipofeveaidon: 0,5 g/d apxikd = 1 g x 2/d. INapevépyelec:
ecavonua, N'EZ, veppoAiBiaon. AAKaAoTroinon oupwv: pH
6-6,9, TT.X. KITPIKO KAAI0 (30-80 mEg/d) yia amropuyn
veppoAiBiaonc

v’ 2ouAgivottupalovn (FEZ diatapaxéc)

v Bev@mpouapovn: duvnTikd NTTatoTogIkOd aAAG UTTOPEI Va
xopnynoei o petapooxeubévtec TTou TTaipvouv CSA Kal o€
vePpikn avemmapkela (Cler 30 mi/min)



Oupikaon

v MeTaBoAilel To oupikd o&U oTn dIaAuTr) aAAavVTOiIVN

v' Recombinant Aspergillus flavus uricase (Rasburicase) yia
tumor lysis syndrome (trpwTtn ¢opad 10 2002)

v [leplopiopoi: uwnA avoooyoviKOTNTA PapuUAKoU,
ava@uAacia, EEOUDETEPWTIKA AVTIOWMUATA, UPNAO KOOTOG,
avTevoelcn o€ avetrapkeia G-6PD



Pegloticase

v' BeAtiwon oupikdoncg pe treykiAiwon [poly(ethylene glycol)]
- pegloticase (genetically modified strain of E. coli):
8 mg/2 w, | UA < 6 mg/dL, didAucon topwv ~40% aocBevwyv
ogcom

v' 2€ yakpoxpovia xprion 25% avarmtuocoouv Ab. EKTIHWPEVN
guxVvoTNTa o¢giag aAAepyIKnG avTidpaonc 5,1%

v' Xoprynon oTePOEIdWV KAl AVTIIOTAMIVIKWY TTPIV TV
Eyxuon yia rpoAnwn aAAEPYIKWY avTIOPATEWV



2016 updated EULAR evidence-based
recommendations for the management of gout

P Richette," M Doherty,” E Pascual,® V Barskova,® F Becce,” J Castafieda-Sanabria,®
M Coyfish,” S Guillo,® T L Jansen,® H Janssens,” F Lioté," C Mallen,'® G Nuki,'"

F Perez-Ruiz,'? J Pimentao,'® L Punzi,"* T F>~rwmaill,_’r A So,'> A K Tausche,'® T Uhlig,'’
J Zavada,'® W Zhang,? F Tubach,® T Bardin’

10 In patients with crystal-proven, severe debilitating chronic tophaceous gout and poor quality of life, in whom the SUA target cannot be reached with any other available
drug at the maximal dosage (including combinations), pegloticase is indicated.

v’ 2€ aoBeveic ue Bapid TTAOPAPOPPWTIKR XPOVIO TOPWON
OYA 110U 0€EV ETTITUYXAVOUV TO BEPATTEUTIKO OTOXO UA UTTO
TN MEYIOTN avekT dO0ON TNG KAAOIKNC Bepartreiag

v Aldpkela Bepartreiacg?

v EK véou TTpooTTdBela yia KAAOIK BepaTreia ETA TNV
£CAPAVION TWV TOPWV



Purine nucleotide = Inhibitory effect
metabolism =P Stimulatory effect

!

Xanthine

Xanthine oxidase inhibitors:
allopurinol, oxypurino), d
febuxostat

Uric acid Allantoin

kS Uricases:

l i :<_ rashuricase,
2 4 :

Renal Gastrointestinal tract Circulating
excretion excretion in excess

Uricosurics:
probenecid, i
benzbromarone, [—

RDEA594 Urate
Uricosuria deposition

!

Inflammasome activation
with acute gout attack

Inflammation inhibitors:
Non-steroidal anti-inflammatory drugs,
colchicine, steroids, interleukin-1 inhibitors

Figure 1: Targets for intervention in the treatment and prophylaxis of gout

Burns CM and Wortmann RI. Lancet 2011;377:165-77




Ou avtevdeiéelc Twv KaOilepwpEVWY Bepameilwy
OTNV OUPLKN VOCO

Itepoeldn AMomnou- | MpoPe- | Weunou-
pwoAn veoidn | oot
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Kapdlayyelakn
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Xpovia vedpikn .
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2
YrnepAumdaipia
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Xpovia nratitida

Ynepevalobnoia ¢

Keenan RT et al. Am J Med 2011;124(2):155-63




2016 EULAR RECOMMENDATION FOR THE MANAGEMENT OF HYPERURICEMIA
IN PATIENTS WITH GOUT

Determmine the SUA target 14

Education about the disease '8
- Individualised lifestyle advice ™
Screening far comarbidities 1

Start prophylactic treatment '

Mutory af aVergy & abopsrmal

Initiate ULT ™

!
Start Allopurinol 100 mg/d ¥
Adapt the dosage ta the renal function ™!

Slow titration '™ up ta the maximum allowed
s
Switch to Febuxostat 11| dosage

S l

Achieve targm!™ > 3 Continue -7

’

v

Achieve target®

Consicer & s
> combined theeagry : Achieve target™— Yes

O and @ uricasuric) 9

SUM fovget nat achwoend

Continue




ACUUTITWUATIKN UTTEPOUPIXAIMIO

STréavia xpeldletal Beparreia, wotdéoo pétpia T UA yia TTOANG
£TN MTTOPEI va odnynoel oe OYA Kal oXNUATIOPO TOPWYV



Box 1 Proposals for future research

Investigating the ability of low-dose NSAIDs or prednisone
to prevent ULT-induced flares.
A head-to-head trial of anakinra versus a conventional
anti-inflammatory agent for the treatment of flares.
A controlled trial of early low-dose colchicine versus early
NSAIDs or oral corticosteroids or potential new drugs for
flares over 1 week.
The optimal combined therapy for treatment of an acute
attack.
The optimal duration for prophylaxis of acute attacks when
starting ULT.
Risk factors for flares when initiating ULT.
The long-term impact of very low urate levels on the central
nernvous system.
The possible benefits of X0 inhibition andfor lowering serum
uric acid levels for cardiovascular diseases.
The impact of ULT on kidney function.
The best strategy in patients with tophaceous gout.
Direct comparison (efficacy, side effects, cost utility) between
emerging uricosurics and allopurinol or febuxostat.
The cost-utility of HLA-B*58:01 determination before
initiating allopurinol in patients not of Asian descent.
Imaging to visualise crystal dissolution during ULT.
More research should be conducted in primary care.
NSAID, non-steroidal anti-inflammatory drug; ULT, urate-lowering
therapy.




2UJTTEQPAC AT
H oupikr) vOOOC gival ouxVvr) Kal TTPOKAAEITAI ATTO TNV £vaTTtOo0E0n
KPUOTAAAWY OUPIKOU PJOVOVATPIOU OTIC apOpWOEIC KAl TOUC I0TOUG
T UA atrotéAeopa uttepTrapaywync f/kai | ékkpiong UA

YTTApXEl OaPC OUOXETION TS UTTEQOUPIXAIMIOC UE TNV aBNPOOKANpwaon,
TO UETAPOAIKO CUVOPOUO, TN OTE@AVIAia VOOO, TNV OUpIKA apBpiTida Kal
TN ve@pPoAIBiaon

H ogeia OYA avTtipyetwtrileTal ue KoAxikivn, MZA® | otepoeidn (1
avaoToAcic IL-1[3)

YTrooupixaiuikr aywyn: aAAottoupivoAn, febuxostat, oupikolouplikd,
pegloticase

210X0G¢ UA <6 i 5 mg/dl — Bepartreia dia Biou



EYXAPIZTQ I'IA THN NPO2ZOXH 2A2 !



