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Oupikn ApBpitida

* ARO Tt ouxvotepeC HopdEC PAeyHOVWOOUC
apBpitidac
— EmutoAaopoc:
e HMNA 1-3,9%, FaAAiat 0,9%, HB 1,4-2,5%,
Feppoavia 1,4%,

1 E?\)\dﬁa 0,37-0,75% (Andrianakos A, et al, ) Rheumatol 2003;30:1589)

* JUOOWPEUGCK KPUOTAAAWV OUPLKOU
povovatpiov oTic apBpwoelc Kal o€ AANOUC

LOTO[’JC; e The GOUT" i

— (apBpLkd LYPO, apbpLko BuAako, xovdpouc, ooTq,
Tévovtecg, BuAakoug, utodopLo)



Oupikn Nococ¢

(voooc amo evanoBeon KpuoTtAAAwvV ouplkoU povovatpiou)

e Xapaktnplletol amod KOPECUO TOU EEWKUTTAPLOU UYPOU OTtO OUPLKO

* Ymepoupyatuia (>6,8 mg/dL: 0pLo StalutotnTag TOU OUPLKOU OTO alpa)

e KAWKEC EKONAWOELC:
— Ynotpomniadlovta enetcodia pAsypovwdouc apBpitidag
— Xpovia apBpomnadeia
— ZUOCWPEVON KPUOTAAAWV OUPLKOU UE Th popdn todwv
— NedpoAlBiaon amo ouplko
— Xpovia vedppondBerla og ouptkoUG aacBeveic, cuvOw¢ AdOyw cuvvoonpotTwy



Oupwkn Noooc¢

(voooc ano evanoBecn KpuotaAAwv oupLKOU povovatpiov)

* H ouplKkr vOOoOG €lval TO KALVLIKO 100- TE————
I _L_L_
ouvdpopo. e T,
75+
2
e H umepouplyaiuia eival amapaitntn, g B
aAAQ OXL ETAPKAC KATAOTOON YLO. TNV 2 —
o — R0
eudAvVLION OUPLKNG VOCOU. 5 — 6.0-6.9mg/dL
& gl — 7.0-7.9mgydlL
— 8.0-8.9 mg/dL
, , — 9.0-9.9mg/dL
e To MEPLOOOTEPA ATOMA LE ] — =100mgal
uTtepoupLyatpia dev epdavilouvv mote : : A o
KALVIKEC eKONAWOELC aTto evamoBeon Years of follow-up
' P Figure 1 Kaplan-Meier plot showing the percentage of participants
Kp U OTOLM\(L)V ouv p LKOU who were gout-free over the follow-up period, based on baseline serum

urate categories in mg/dL.

Dalbeth N, et al. Ann Rheum Dis 2018;0:1-5. d0i:10.1136/annrheumdis-2017-212288



Enineda Oupikovu O¢€oc oto Aipa

Mowda (ayopla & kopitola): 3 €we 4 mg/dL

Avépec: 5 ewe 6 mg/dL ano tnv epnPeia, kat pikpn avénon LETA

fuvaikec:

»oavaropaywylknc nAikicc: 1 €wc 1,5 mg/dL pikpotepa Twv avopwv

(avénuévn amekkpLon oupLkol ota oUpa, AOYwW OLOTPOYOVWV)

» UETEUUNVOTTOUCLOKEG: LOLOL LLE TWV avOPWV

Av&non enimtwong ouplkng apBpitdac apyilet:

— Avlpec: 41-5" fekaetia
— Tuvaikec: 6"-7" dekaetia

(atraitouvTal TouAaxiotov 10 €1n, ouxva 20-30,
QOUMTITWHATIKAG UTTEPOUPIXAIMIAQ)




Zuvvoonppotntec o€ Yrepoupyopia kat Oupikn ApBpitida

Table 4 Prevalence of Comorbidities According to Hyperuricemia and Gout in NHANES 2007-2008

Comorbidities*
Prevalence, % (95% CI)

Gout

Hyperuricemia

No
Hyperuricemia

No Gout

Hyperuricemia

No
Hyperuricemia

Hypertension

CKD stage =2 (GFR <60)
Obesity (BMI =30 kg/m?)
Diabetes

CKD stage =3 (GFR <30)
Nephrolithiasis

Stroke

Heart failure

Myocardial infarction

77.7 (66.6-88.8)
71.8 (61.3-82.3)
55.6 (45.5-65.7)
26.9 (9.7-44.1)
22.6 (14.0-31.2)
20.2 (10.3-30.2)
11.8 (0.4-23.1)
11.7 (6.1-17.4)
11.6 (4.5-18.7)

70.8 (60.8-80.8)
60.5 (54.8-66.2)
50.2 (35.7-64.7)
21.4 (14.9-28.0)
14.1 (10.1-18.2)
26.2 (15.6-36.9)
8.0 (3.3-12.7)
8.2 (4.4-12.0)
14.1 (10.9-17.3)

47.2 (43.0-51.4)
70.4 (62.8-78.0)
54.2 (49.0-59.4)
12.2 (8.7-15.6)
17.4 (13.2-21.5)
11.6 (8.9-14.3)
5.1 (3.6-6.7)
4.5 (3.4-5.5)
4.5 (3.3-5.6)

24.3 (21.8-26.7)

37.3 (33.7-41.0)

27.0 (23.9-30.1)
6.7 (5.4-8.1)
2.9 (2.3-3.6)
7.8 (6.7-8.8)
2.3 (1.4-3.1)
1.4 (0.8-2.0)
2.5 (1.8-3.1)

BMI = body mass index; CKD = chronic kidney disease; GFR = glomerular filtration rate (mL/min per 1.73 m?); NHANES = US National Health and

Nutrition Examination Survey.
*Comorbidities were ordered by the descending prevalence of comorbidities among all individuals with gout and hyperuricemia.

Zhu Y, et al, AmJMed (2012) 125, 679-687



Oupikn ApBpitida: Quokn EEEALEN

* ACUMITTWHOTLKN UTTEPOUPLY LML E€EAEN Yriepoupixapiog & Ouptkrg ApBpitidag

(apKeTA £TN) — 5 5 ;
Ao 1o 1° pEXpPL To 2° emMeLcodLo, ouvnOwe 1 (62%) - 2 (78%) €tn

e ApOpitida (6La)\einouoanopsia)/ | [ T T T T 1T 11 :

) ) ) Ou acBeveic cuvOWC TEAELWG AU UITTWHOTIKOL (Lovadiko
— Kploelg oéelac apOpitidac / XOPOAKTNPLOTLKO TWV KPpuoTaAloyevwv apBpitidwv)

l I_I [T 1
e Xpovia/todwdng apbpitida:

/—al 11, : , > YEARS
LLETA QIO £TN UTIOTPOTIWYV XWPLC Beparmeia £ =
ASYMPTOMATIC ACUTE INTERMITTENT CHRONIC
HYPER- GOUT TOPHACEQUS

URICEMIA GOUT

— Awdotnpa petoél Twv KPLoEWV

(intercritical gout): mowkiAel, cuvAOwWC prveg

INTENSITY {

Xwpig Oepaneia, o€ 12 €tn (5-40) ano tnv 1" kpion* 008

*Gutman AB, Arthritis Rheum 1973;16(4):431



Kpion Oupikinc ApBpitidoc

‘Evtovn pAeypovn pe awdvidia evapén, ouvnOwce tn
vuyxta:
— g€vtovo aAyog, dtoykwon, epubpotnta,
Oepuotnta, evatcOnoia, dSvuocxpnoia

— + TMUPETOC (KUplwe og oAlyo/moAvapBpikn)
Méylotn €vtaon o€ 12-24 wpec.
Yrnioxwpel avtopato HETA oo 7-14 pEPEC

Mrmopei va akoAouBrioeL ammodoAidbwon
UTTEPKELEVOU HEPUOATOC




Kpion Oupikinc ApBpitidoc

e Oidnua pe HEYAANn EMEKTOON

— (AN armo kuttapitda). H ndoxovoa apBpwon
uropei va evromiotel PnAadnTikd otnv MePLOXN
HLEYLoTNC evaoBnoiog

e Mrmopel va polalel pe daktulitida
— (AA omd WA/znA)

— © Zuyvn BuAakitda
' (Tty, wAgkpavou)

ApBpiTIda




Kpion Oupikinc ApBpitidoc

* ApYLKEC Kploelg: 80% povoapBpitida katw akpwyv (cuvnBwc 1" MTO: modaypa)

e OAwyoapBOpitida (omavia moAvapBpitida) cuvnBwc o emavalapBovopeveg
kKploelg, aBeparmeutn vO00O, GUVVOCNPOTNTEC

e AMA\EC evTOTOELC:
— Tapoog, NAK, yovara,
— NXK, daktuAa (ouxva os tpoumapyxovta olidta Heberden rj} Bouchard),

— OUAakol, wuol, Loxia, oTEPVOKAELOLIKEC

e [lpooBoAn tepolayoviwv n 22 (kupilwe OM2Z) avadepetal oAU onavia (o topwdn
apBpitida). AloyvwoTtiko tpoBAnua



Oupkoi Todol

2uvnOw¢ avwduvol
(ektoC av erumAakoUV
amno ¢Asyuovn)

Table 1. Common sites of monosodium urate deposition on dual-

energy computed tomography.”®

Region Patients affected (%)
Lower limb
Foot
1°* MTP joint 57.4
Other MTP joints 23.0
Tarsal joint 18.9
Ankle
Achilles tendon 358
Joint 25.7
Peroneal tendon 149
Knee
Popliteus tendon 20.3
Meniscii 21.0
Cruciate ligaments 16.2
Quadriceps tendon 16.2
Prepatellar bursa 16.2
Upper limb
Hand
Tendon 15.6
Wrist
Carpus 16.2
Elbow
Triceps 23.0

Chou H, et al, ] Med Radiat Sci 64 (2017) 41-51



Epyaotnplakoc EAeyxOG

Auénon CRP, TKE, Aeukwv

OupLKo

— Auénuévo (oxL mavta),

— Av duoLlooyiko (10-43%*), emavaAnyn

LLETA TO TEPAC TNC KPLoNG
*Logan JA, et al,Ann Rheum Dis 1997; 56: 696—7

Kpeativivn:

— Na gAéyxetal mavia

— Znuaola ot BepamMEUTIKEC O ACELG

‘EAEyXOC Yl CUVVOONPOTNTEC N
UTTOKELPEVA Voo pOT

e ApOpLko vypo:

— Kitpwo, BoAO, pewwpevou LEwdouc

— Kuttapa 10.000-100.000kKY, KUpiwc

noAupopdonupnva

— KpuotaAlot

DAeypovwdeg

Mn
bAeypovwdeg




Fig1 Particles seen in SF under high power.

Zwportidia mov mapoatnpouvtatl
oto ApBpLko Yypo

KpuotaAAot




KpuotaAlot ApBpikov Yypou: AA

CPPD

Oupikoi

MNoAwpévo pwg | ATIAO HLKPOOKOTILO

/

ATTAG ULKPOOKOTILO




KpuotaAAol ApBpikov Yypou: AA

Ovupwot (a6 todo)




Oupko¢ Todoc: e€€Tacn UALKOU OTO ULKPOOKOTILO
(bwroypadiec amng....kvnto)

251 TNA

251 'NA




2018 updated European League Against Rheumatism
evidence-based recommendations for the diagnosis of gout

The EULAR recommends a three-step approach for the diagnosis of gout

*1° BApa: EUpeon kpuvotaAAwv MSU oto

apepLKé vaé r'] O& vaé T(')CI)OU. _“_ Goulhr/-s\hwrloout/ cnro{gouwamm
**20 Bpa: KAwvikn éuayvwon (Baociletal

oTnNV UTIaPEN UTTEPOUPLYOLULOG KoL KALVIKWY 1 ‘

ekdnAwoewv oupLkng apBpitidac. - 4 L

1 1 L L L
T T T T T
b Tissue deposition of MSU crystals
7/ /
Asymptomatic hyperuricemia ~ Asymptomatic MSU crystal 0
deposition

Diagnostic Tools No MSU Crystal MSU crystal deposition without | Goutflares | Intercritical |  Chronic gouty arthritis
symptoms of gout gout

Pain
1

***30 BApo: Alewkovion, Wiwc US i

Step 1: Search for MSU crystal*

DECT, mpo¢ avixveuon OmELKOVIOTIKWY Sop 2 Cinkel dagnosk™
I ’ ’ Swp.3-:Meging™

evOeilewv evamobeoewv KpuoTaAAAwV

MSU

MSU, monosodium urate; DECT, dual-energy CT; US, ultrasound
Richette P, et al. Ann Rheum Dis 2020;79:31-38



Aktwvoloyika Evpnpata: o€ xpovia vooo

AlaBpwoELg «oav SAYKWHO TTIOVTLKOU» (EkKkeVTpeC-paKpLd
aro to peocapOplo, pe cadn okAnpd opla Ko artotopa Xeiln)

Kbotelg
Anoucia nepLapOpPLKNC OCTEOTEVLOG
2TEVWOoN LEoApPOpPLOU MOVO o€ TEALKO otadlo (Siatnpeital

aPXLKAL)

251 TNA

Todot (maBoyvwpoviko eUpnua):

HAZEC LAAOKWVY HOPpLlwV (LEPLKEC POPEC OTMOTITAVWHEVEC) .iggggg;zfgffgfgg';g;

OuAakitida (wAskpdvou A riposrtyovatdikol Buldkou)

XovopaoBéotwon (5%)
OOTEOVEKPWON




A£ovu<r'] Top.ovpad)ia Kot DECT (Dual Energy Computed Tomography)

e Eupnpata avtiotolya HE TwV aktvoypadLwv

(aAAd eukplveotepa, LPNAR evaoBnoia, xapnAn ewKOTNTA)

e DECT: anewkovion tTwv todwv

— € MEPLTTWOELC SlayvwoTkNG acddeloc (vPnAf evatodnoia kat eldkoTNTA)

— [Moootikomoinon peyEBouc TodwvV (ektipnon avtamnokplong otn Beparneia)




DECT (Dual Energy Computed Tomography):
Aneikovion Ouptkwv Topwv

Table 3 Sensitivity and specificity of DECT for the diagnosis of gout

* ATELKOVLON KOL ULKPWV TOPwWV

Sensitivity Specificity
(mtou bev Bpiokovtal pe tnv KAWVIKN €€€Taon) Manger et al 2012° 0.78 NA
o A , , y Wu et al 2014™ 0.97 0.87
LOKPLON OUPLKWV TO(I)U)V aro ua(eq H) et 2] 2015% 0.91 0.85
LOAOKWV HOPLWV I l0BECTWOELC Huppertz et af 20147 0.78 093
Dalbeth et al 2015%
e [loootikomnoinon peyebouc topwv Early disease (<3 years) 0.79 NA
Late disease (>3 years) 0.84 NA
Ahmad et al 2016'" 0.82 0.89
Kiefer et al 2016'"' 0.71 0.95
Ogdie et al 2015 MA* 0.87 (0.79-0.93) 0.84 (0.75-0.90)
Lee and Song 2017'“MA¢t 0.84 (0.81-0.87) 0.93 (0.93-0.96)
Diagnosis of gout, clinical classification criteria only™'"'; MSU crystal identification
only®>* "% clinical criteria and/or MSU crystal identification.” "
*Pooled data from; *° 1% 1%
TSD 77 98-101 103 104

DECT, dual-energy CT; MA, meta-analysis; MSU, monosodium urate; NA, not applicable.

Richette P, et al. Ann Rheum Dis 2020;79:31-38



Awayvwon Oupikng ApBpitidac: Yrepnyoypadnua

' Double contour

Showstorm N
appearance sign
(elkoVaL (2nueio SutAng
«xLovoBUEAAC») napudng)
AwdBpwan Todog

YTepnXWYEVAG WOELSNC
BAGBN pe utonXwWyevA
nepldpépeLa




Awayvwon Oupikng ApBpitidac: Yrepnyoypadnua

Table 4 Sensitivity and specificity of US features for the diagnosis of gout

Sensitivity Specificity PPV NPV

Tophus

Ogdie et al 2015 MA* 0.65 (0.34-0.87) 0.80 (0.38-0.96)

Ogdie et al 2017°'

Early disease (<2 years) 0.33 (0.25-0.43) 0.95 (0.91-0.97) 0.80 (0.65-0.90) 0.72 (0.66-0.77)

Late disease (=2 years) 0.50 (0.44-0.56) 0.95 (0.91-0.97) 0.93 (0.88-0.97) 0.57 (0.51-0.62)
Double contour sign

Ogdie et al 2015* MAt 0.83 (0.72-0.91) 0.76 (0.68-0.83)

Ogdie et al 2017°'

Early disease (<2 years) 0.50 (0.41-0.60) 0.92 (0.87-0.95) 0.78 (0.67-0.87) 0.77 (0.71-0.82)

Late disease (=2 years) 0.63 (0.57-0.68) 0.91 (0.86-0.94) 0.91 (0.86-0.94) 0.63 (0.57-0.68)
Snowtorm appearance

Ogdie et al 2017°'

Early disease (<2 years) 0.32 (0.23-0.42) 0.90 (0.85-0.94) 0.68 (0.58-0.77) 0.64 (0.60-0.68)

Late disease (=2 years) 0.29 (0.24-0.35) 0.92 (0.89-0.94) 0.88 (0.78-0.94) 0.11 (0.57-0.19)

Diagnosis of gout was based on MSU crystal identification in all referenced studies.

*Pooled data from: %7 1%

1.53-56

MA, meta-analysis; MSU, monosodium urate; NPV, negative predictive value; PPV, positive predictive value.

Richette P, et al. Ann Rheum Dis 2020;79:31-38



2015 Gout classification criteria; an American
College of Rheumatology/European League Against
Rheumatism collaborative initiative

Table 2 The ACR/EULAR gout classification criteria*

Categories Score
Step 1: Entry criterion (only apply criteria below to those meeting this entry criterion) At least 1 episode of swelling, pain, or tenderness in a peripheral joint

or bursa
Step 2: Sufficient criterion (if met, can classify as gout without applying criteria below) Presence of MSU crystals in a symptomatic joint or bursa (ie, in

synovial fluid) or tophus
Step 3: Criteria (to be used if sufficient criterion not met)

-Clinical
-Laboratory
-lmaging

v

Neogi T, et al, Ann Rheum Dis 2015;74:1789-98



2015 Gout classification criteria; an American
College of Rheumatology/European League Against
Rheumatism collaborative initiative

Step 3: Criteria (to be used if sufficient criterion not met)
I Clinical |
Pattern of joint/bursa involvement during symptomatic episode(s) ever

Characteristics of symptomatic episode(s) ever
» Erythema overlying affected joint (patient-reported or physician-observed)
» Can't bear touch or pressure to affected joint
» Great difficulty with walking or inability to use affected joint

Time course of episode(s) ever
Presence (ever) of >2, irrespective of anti-inflammatory treatment:
» Time to maximal pain <24 h
» Resolution of symptoms in <14 days
» Complete resolution (to baseline level) between symptomatic episodes

Clinical evidence of tophus

Draining or chalk-like subcutaneous nodule under transparent skin, often with
overlying vascularity, located in typical locations: joints, ears, olecranon bursae,

finger pads, tendons (eg, Achilles)

-Laboratory
-Imaging

Ankle or mid-foot (as part of monoarticular or oligoarticular episode 1
without involvement of the first metatarsophalangeal joint

Involvement of the first metatarsophalangeal joint (as part of 2
monoarticular or oligoarticular episode)

One characteristic 1
Two characteristics 2
Three characteristics 3
One typical episode 1
Recurrent typical episodes 2
Present 4

Neogi T, et al, Ann Rheum Dis 2015;74:1789-98



2015 Gout classification criteria; an American
College of Rheumatology/European League Against
Rheumatism collaborative initiative

I Laboratory I

Serum urate: Measured by the uricase method.
Ideally should be scored at a time when the patient was not receiving
urate-lowering treatment and it was >4 weeks from the start of an episode (ie,
during the intercritical period); if practicable, retest under those conditions. The
highest value irrespective of timing should be scored

Synovial fluid analysis of a symptomatic (ever)
joint or bursa (should be assessed by a trained observer)#
| Imaging$§ |
Imaging evidence of urate deposition in symptomatic (ever) joint or bursa: ultrasound
evidence of double-contour signyl or DECT demonstrating urate deposition™*

Imaging evidence of gout-related joint damage: conventional radiography of the hands
and/or feet demonstrates at least 1 erosiontt

<4 mg/dL (<0.24 mmol/L)t -4
6—<8 mg/dL (0.36-<0.48 mmol/L) 2
8-<10 mg/dL (0.48-<0.60 mmol/L) 3
>10 mg/dL (=0.60 mmol/L) 4
MSU negative -2
Present (either modality) 4
Present 4

Neogi T, et al, Ann Rheum Dis 2015;74:1789-98



2015 Gout classification criteria; an American
College of Rheumatology/European League Against
Rheumatism collaborative initiative

-The maximum possible score
in the final criteria is 23.

-A threshold score of 28
classifies an individual as
having gout.

Table 2 The ACR/EULAR gout classification criteria*

Step 1: Entry criterion (only apply criteria below to those meeting this entry criterion)
Step 2: Sufficient criterion (if met, can classify as gout without applying criteria below)

Step 3: Criteria (to be used if sufficient criterion not met)
Clinical
Pattern of joint/bursa involvement during symptomatic episode(s) ever

Characteristics of symptomatic episode(s) ever
» Erythema overlying affected joint (patient-reported or physician-observed)
» Can't bear touch or pressure to affected joint
» Great difficulty with walking or inability to use affected joint

Time course of episode(s) ever
Presence (ever) of 22, irrespective of anti-inflammatory treatment:
» Time to maximal pain <24 h
» Resolution of symptoms in <14 days
» Complete resolution (to baseline level) between symptomatic episodes

Clinical evidence of tophus
Draining or chalk-like subcutaneous nodule under transparent skin, often with
overlying vascularity, located in typical locations: joints, ears, olecranon bursae,
finger pads, tendons (eg, Achilles)

Laboratory

Serum urate: Measured by the uricase method,
Ideally should be scored at a time when the patient was not receiving
urate-lowering treatment and it was >4 weeks from the start of an episode (ie,
during the intercritical period); if practicable, retest under those conditions. The
highest value irrespective of timing should be scored

Synovial fluid analysis of a symptomatic (ever)
joint or bursa (should be assessed by a trained observer)+

Imaging§
Imaging evidence of urate deposition in symptomatic {ever) joint or bursa: ultrasound
evidence of double-contour signf] or DECT demonstrating urate deposition**

Imaging evidence of gout-related joint damage: conventional radiography of the hands
andlor feet demonstrates at least 1 erosiontt

Categories Score
At least 1 episode of sweiling, pain, or tendemess in a peripheral joint

or bursa

Presence of MSU crystals in a symptomatic joint or bursa (ie, in

synovial fluid) or tophus

Ankle or mid-foot (as part of monoarticular or oligoarticular episode 1
without involvement of the first metatarsophalangeal joint

Invoivement of the first metatarsophalangeal joint (as part of 2
monoarticular or oligoarticular episode)

One characteristic 1
Two characteristics 2
Three characteristics 3
One typical episode 1
Recurrent typical episodes 2
Present 4
<4 mgldL (<0.24 mmol/L}t -4
6~<8 mg/dL (0.36-<0.48 mmoliL) 2
8—<10 mg/dL (0.48-<0.60 mmol/L} 3
=10 mg/dL {=0.60 mmoliL) 4
MSU negative -2
Present (either modality) 4
Present 4

Neogi T, et al, Ann Rheum Dis 2015;74:1789-98



Table 3 Performance of the gout classification criteria in the Study
for Updated Gout Classification Criteria validation data set, in

YT[('IPXOVTOL K pltﬁ ol comparison with existing published criteria

Sensitivity Specificity

Ta&wép.ncnq OUleﬁQ Area under  at published at published
Apoithaq Criteria set (ref.) the curve*  threshold threshold
ACR/EULAR criteria 0.95 0.92 0.89
2015 =—»
ACR/EULAR criteria (clinical-only)t  0.89 0.85 0.78
ACR 1977 criteria (full)™ 0.83 1.00% 0.51%
ACR 1977 (survey)'® 0.83 0.84% 0.62%
Rome'’ 0.95 0.97 0.78%
Rome (clinical)'® NA 0.77% 0.78%
New York'* 0.83 1.00% 0.78%
New York (clinical)' NA 0.79% 0.78%
e e e e o e Mexico'? 0.84 1.004 0.44%
PIE TR it i Mexico (clinical)'? NA 0.95 0.44+
e e . Netherlands''s 0.87 0.95 0.59+

NA, not applicable.

Neogi T, et al, Ann Rheum Dis 2015;74:1789-98



Awadopikn Atayvwon Ouptkic ApBpitidac

2NNk apBOpitida: Gram xpwon/kaAAiépyela apBpkol uypol/kiTTapo cuxvd >100.000kkY
AAAec kpuotaAloyeveic (CPPD, Yépofuamnatitng): kpvotallot, amekovion

Wwpraokn apdpitido/Saktulitida (acbeveic pe Ppwpiaon éxouv ouxvd umepouptyotpio):
KpUOTOAAOL, KALWVLKN €LKOVA

PA, AA, OA: kAwwkn glkova, kpUotaAlot

TPOUMOL: KATOY O KATOMOVNGNG LETOTOPCL0U

Kuttapitida: suaxutn dAeypovh, Sev eotidletal o pio dpBpwon



Oepaneia Oupiknc ApBpitidac

* Mpooappoyn tpomnou {wNAC e Dappakevutikn Oepaneia
— Meilwon Bapoug cwHATOC — Kplong
— Meilwon aAkoOoA — MpoduAaénc amo KpLloeLg
— Meilwon mouplvwv — YrepoupLyaLpiog

— Meiwon ¢pouktolng

— KatavaAwon YaAaKTOKOULKWY
LLE MLELWLLEVA ALTTOP A KOLL
KEPALOLWV



2016 updated EULAR evidence-based recommendations for the
management of flares in patients with gout

l

A4
Colchicine 2 NSAID @ Prednisolone (2 IA Combination therapy ?)
(1 mg followed (classic or coxibs (30-35 mg/d for 5 Injections of (for instance
days) Corticosteroid (2 colchlcme+NSAlD

q hour Iater by - +PPI

Richette P, et al. Ann Rheum Dis 2017;76:29-42. doi:10.1136/annrheumdis-2016-209707



2016 updated EULAR evidence-based recommendations for the
management of flares in patients with gout

~ Treat as early as possible ®

Education about the disease (A
Individualised lifestyle advice (®)

l

Avoid
colchicine

l

Avoid colchicine (2

A

Richette P, et al. Ann Rheum Dis 2017;76:29-42. doi:10.1136/annrheumdis-2016-209707



2016 updated EULAR evidence-based recommendations for the
management of flares in patients with gout

Colchicine % NSAID ?) Prednisolone () 1A Combination therapy !

(1 mg followed (classic or coxibs (30-35 mg/d for 5 Injections of (for instance
1 hour later by +PPI days) Corticosteroid 7 colchicine+NSAID
0.5mg) ~ ifappropriate) ' - .~ orcorticosteroids)

v

Consider 4
IL-1 Blockers ’

Resolution of flare

l

Educate to self-medicate ¥

Consider initiation of ULT
(together with flare prophylaxis)

Richette P, et al. Ann Rheum Dis 2017;76:29-42. do0i:10.1136/annrheumdis-2016-209707



2016 updated EULAR evidence-based recommendations for the
management of hyperuricemia in patients with gout

Mote cuviotatot Ospaneia peiwong ovpikov (ULT)

* JUYVEC Kploelc apBpitidac e Me tnv 1" kpion:

— (22 ava €tog) — Néot (<40 stwv)
e Todol — MoAU YnAo6 oupko (>8mg/dL)
— JUVVOONPOTNTEG

e OQuplkn apBpomnabeLa
. (XNA, umtEptaon, LOXOLLKA
e OupoABlaon kopSLomaBeLa, KapSLaKr) AVEMAPKELD)

Richette P, et al. Ann Rheum Dis 2017;76:29-42. do0i:10.1136/annrheumdis-2016-209707



2016 updated EULAR
evidence-based
recommendations for the
management of

hyperuricemia in
patients with gout

SUA, serum uric acid,;

ULT, urate-lowering therapy;

XOlI, xanthine oxidase inhibitor.

JIAt this stage, combined allopurinol and a uricosuric is also recommended

Richette P, et al. Ann Rheum Dis 2017;76:29-42. doi:10.1136/annrheumdis-2016-209707

Determine the SUA target ®

Education about the disease

<« Individualised lifestyle advice ™
Sormating fof chmorildifes B,

start prophylactic treatment

Histary of aflergy 1o affopuing!

v

Start Allopurinol 100 mg/d 'V
Adapt the dosage to the renal function *
Slow titration " up to the maximum zllowed

T\ j{
¥ N
No < Achieve target'® > Yes Continue 7
Achieve target® T
/ \ Consider 3 v
= “ No —>  combined therapy <— No <—— Achieve target®l— Yes

(X0l and a uricosuric)
l 1 SUA torget not achieved

Continue '™




2020 American College of Rheumatology Guideline for the
Management of Gout
Evocigeig Oepatreiag Meiwong Oupikou (ULT)

loxupn ovotaon ywa Evapén ULT oe:
* Tmoapovucia 1 A meplocotepwV UTTOSOPLWYV TODWV
e aktwoloyikn BAABN amoddbopevn o oupikn apBpitdba
* OUXVEC Kploelc apBpitdac (22 ava £tog)

Yno npoiinoBosig cvuotaon yia évapén ULT oe:
* Ooouc eiyav >1 kplon, aAAa apalec kpioelg apBpitdac (<2 ava £tog)

2€ QLOUMTTTWHOTLKY) UTtEpoupLyatpia (>6,8 mg/dL, xwpic 1otopiko Kploswv apBpitidag i utodopLwv

todwv), va unv apxilet ULTT (n umtapén eupnuatwy oto umepnxoypadnua xwpic KAVLKN ELKOVA,
Bewpeltol CUUMTWHATLKY UTIEPOUPLYALUL)

o tnv opada avtr umtapxetl RCT rou Seiyvel otL n ULT pewwvel tnv mBavotnta epdaviong kploswv apBpitidac.
Ouwcg, xpeLaletol va BeparmeuvBolyv 24 aoBeveic yia 3 €, pokelpévou va tpoAndOel 1 kpion apOpitidog

[Stronglyrecommend | Conditionally recommend Conditionally recommend against . FitzGerald JD, et al, Arthritis & Rheumatol 2020;72(6):879-95




2020 American College of Rheumatology Guideline for the
Management of Gout

2UCTAOEIG YIO TNV €TTIAOYN apXIKNG OepaTtreiag Meiwong OupikoU (ULT)

Zuviotatot AAAOTtoupLvoAn akopa Kat enti vepplkng voocou otadiov >3

H AAAomtoupvoAn ko n Febuxostat va apyxilouv pe xapunAn 66on Kat va tTitAonolouvtol yla enitevén
ToU oTtoyov (<100mg/nu. AAAomtouptvoAn ko xapnAotepn o XNN, 40mg/nu. Febuxostat)

Zuviotartot tavtoxpovn Evapén avitpAsypovwdouc ntpopulaktiknc Oepaneioc (KoAxwkivn, MZAO,
Koptikoeldn) yia 3-6 HAVEC, R KOL TTEPLOCOTEPO AV 0 A0OEVC CUVEXLIEL vaL EXEL KPLOELCG

YuvioTtatol uTto tpoUTtoBEoelc n Beparmeia va apyilel katd tn SLapKeLa TG Kpiong, EVaVTL TNG
QVOLUOVAC MEXPL VoL TP EABEL N Kpion (XTI ouoTdoeig EULAR 2016 dev mTaipvouv 0€on)

commend = Conditionally recommend Conditionally recommend against FitzGerald JD, et al, Arthritis & Rheumatol 2020;72(6):879-95



dDappaka...TL mpENEL va Oupopaocte

Meiwon ovpkoU & Kpioewv

Losartan (RR 0,81)*

Avtaywviotec otavAwv Ca (RR 0,87)*
Fenofibrate

2tativec

KoAxikivn: puondBsia, puedotofikotnta
* AvoaotoAeic CYP3A4 ko P-glycoprotein:
X, LakpoAidia, otativec, Paxlovid, kATt
* Meiwon 6o6onc n dtakomni oe XNN

Av¢non ouplkoL & Kploewv

AlovpnTikad (RR 2,36)*

AMEA, AT-II, B-blockers (RR 1,24- 1,48)*
Aorupivn (70-325mg)

KukAoomopivn

Tacrolimus

*Choi HK, et al, BMJ 2012;344:d8190

AANortoupivoAn/Febuxostat:
e Tofikotnta pue AlaBelomnpivn/6-MP:

neltwon doonc Aza oto 1/3 ) 1/4, ) mepLocOTEPO OE
éN\ewpn thiopurine S-methyl transferase (TPMT)

AAAomtouplvoAn

e Av¢non aviidpacswv vnepevatcOnoiog
— Oelalldika dtoupntikd, AMEA, Apo&UKLAALYN




Oepaneiec Meiwonc OupikoU: Qappaka

A"Opou rinol OUleOZOUled (8ev kukAodopoUv otnv EAAGSa)
e 300mg/d: otoxoc 6mg/dL: 50-70%
* 600-800mg/d: otoxoc bmg/dL: 75-80%

* Provenecid 1-2g/d, évop&n 500mg/d,

— oOxLoe XNN
o JoBapsc depuatikég avridpaosig (DRESS, SIS,
TEN): 0,7/1000, (ue BvntéTnTa 25-30%), * Benzbromarone 50-200mg/d:
ouxvotepn og Actdtec pe HLA-B*5801 — anoteAeopatikotepo, (Sivetatl oe XNN, pexpt

eGFR 30ml/min/1.73 m?)
Febuxostat

e 80-120mg/d: amoteAeopaTIKOTEPO (Kot o€ XNN)

e Lesinurad SdLakomnnke n kukAowopia tou to 2019

e Xopnyeital oe aAAepykou¢ otnv Allopourinol
e 2 FDA warnings (2017, 2019):

o . . . .
might increase cardiovascular mortality and all cause
mortality compared with allopurinol in patients with gout”

® PegIOticase: (6ev kukhodopet otnv EANGSQ)

— AvaouvOuaoUEVN OUPLKACN
— 8mg kaBe 2 eBSopadeg
— OyxLog éNAewpn G6PD



Mpoyvwon Oupiknc Nocou

* H OuA €xeL KaAn Mpoyvwaon otnV MAELOVOTNTA TwV acBevwyv Ttou Beparmevovtal

owoTaA.
e Ouwg, peyaho moocooto aocBsvwy, mapa TL¢ mpoomnabeleg Beparmeilac, Exouv
ALYyOTEPO KOAEC EKPACELC:
— Kok cuppopdwon acBevouc
— EAAmAC (A 1N owotn) eviuépwon amno Touc OepAnovteg
— Mn KAOLOLKO TPOTUTIO «OUPLKOU» acBevouc*:
— Aatopa peyaAng nAwkiac (avénUEvo ToooOTO YUVOLKWYVY),
— UETOPOOXEVHEVOL (UTTO SLOUPNTLKA KOl aAvVaOTOAELC KAAGLVELPLVNC),

— ATOMO LLE OCUVUTIAPXOUOEC TTAONOELC Ko Beparelec

*Mpotuno «oupwol» acBevouC:
avopac 30-60 eTwv, ocuxva UTTEPBAPOC KOl UTIEPTOLOLKOC, CUXVOC TTOTNC OLVOTIVEU LATWO WV



Aoyol Antotuyiac Oeparmeiog: Mn Zuppopdwon

Comparison of drug adherence rates
across seven medical conditions

Metatl 7 xpoviwv mabnoewv, n oupLlkn
apBpitida eixe To YoNAOTEPO TTOCOCTO
ouppopdwong otn Beparmeia (36,8%)

Medication Possession Ratio

100% -

90%

80% 4

70%

60%

50% A

40%

30% A

20%

10% 4

0% 4-

Briesacher BA, et al, Pharmacotherapy. 2008; 28(4): 437-443



EXTENDED REPORT

; : . n=106
Patients with gout adhere to curative treatment
|f |nf0rmed appro prlately: proof- Of_concept Table 2 Characteristics at final visit (intention to treat)
. Characteristics Total (106)
observational study SUA o v vk
anal vis?t SUA (pmol/'l), meap (SD) 268 (68)
Frances Rees, Wendy Jenkins, M Doherty bt i <0 ot wen 9%
Number with uric acid <300 pmol/l (%) 90 (85)
Tophi
0f17 pauemsf with tophi at baseline, number with reduced size/ 5(29)
7 ’ ’ number at final visit (%
Me katdAANAn evhuépwon Twv acOevwy, S
auvéavetal:
Table 3 Frequency of attacks per quarter
* TO MTOCOOTO CUMMOPPWONG Kal Time 0-3 Months  3-6 Months ~ 6-9 Months  9-12 Months
No of attacks 68 61 49 35
No of people 43 38 31 28

° /4 I
n OLT[OTE)\E O uaTLKOana Tn q ee p ane laq Sixty-five per cent reported fewer attacks than the previous year, 13% reported the

(neiwon ouplkov, Kploswv KaL TOPwWV ) same number and 22% reported more attacks (mean 2.7 more attacks than the previous
year). The group with more attacks had a higher mean baseline serum uric acid

compared with the whole group (482 (92) vs 456 (98) umol/l) and a greater percentage
had tophi at baseline (33% vs 16%).

Rees F, et al, Ann Rheum Dis 2013;72:826—-830



Euyaptlotw yita tnv mpoooxn oac!!






2tadia Xpoviac Nedppikng Nooou

Stage Description eGFR (ml/min/1.73 m?)
1 Normal or high GFR =290
2 Mild CKD 60—-89
3A Mild to moderate CKD 45-59
3B Moderate to severe CKD | 30—44
Severe CKD 15-29
5 End-stage CKD <15

CKD: Chronic Kidney Disease,
eGFR: estimated Glomerular Filtration Rate




Allopurinol

Febuxostat

Probenecid

Benzbromarone

Pegloticase

Mechanism of action

Metabolism and
excretion

Contraindications

Clinically important
drug interactions

Dosing

Xanthine oxidase inhibitor:
prevents urate production

Metabolised by aldehyde
oxidase to oxypurinol, which is
excreted predominantly by the
kidneys

Hypersensitivity to allopurinol

Azathioprine increases
6-mercaptopurine
concentrations, resulting in
myelosuppression; warfarin
(increased anticoagulant
effects); diuretics (possible
increased risk of allopurinol
hypersensitivity syndrome)
50-900 mgq daily (maximum
of 800 mg approved by US

FDA), which should be titrated
to achieve target serum urate*

Xanthine oxidase inhibitor:
prevents urate production

Hepatic: conjugation by

uridine diphosphate-
glucuronosyltransferase enzymes
and oxidation to active
metabolites by CYP1A2, CYP2(8,
and CYP2C9; excreted via the
kidneys

Use with caution in heart failure
and ischaemic heart disease

Azathioprine increases
6-mercaptopurine
concentrations, resulting in
myelosuppression

40-120 mg daily (maximum of
80 mg approved by US FDA),
which should be titrated to
achieve target serum urate

Increases renal urate
excretion

Oxidation of alkyl side
chains and glucuronide
conjugation; excreted via
kidneys

Blood dyscrasias, uric acid
kidney stones

Aspirin; methotrexate (can
increase methotrexate’s
toxic effects

500-1000 mg twice a day

Increases renal urate excretion

Hepatic metabolism by CYP2C9
and CYP1A2; mainly excreted in
bile and faeces, 6% excreted via
kidneys

Liver disease, porphyria; use with
caution in patients with excess
alcohol intake and history of
kidney stones

Warfarin (increased anticoagulant
effects); sulphonylureas—
checkblood glucose

Phenytoin

Fluconazole—avoid combination
Rifampicin—avoid combination

50-200 mg daily

Recombinant uricase: breaks
down urate to water-soluble
allantoin

Renal excretion

Glucose-6-phosphate
dehydrogenase deficiency (risk
of haemolysis and
methaemoglobinaemia);
repeated infusion
contraindicated if serum urate
response is lost

Other urate-lowering therapies
can mask lack of response to
pegloticase and thereby increase
risk of infusion reaction; other
PEGylated drugs

8 mg intravenous infusion every
2 weeks




Adon AANOTOUpPLVOANG O€ oXEon ME Th VEPPLKA AstTovpyla

e Aodon évapénc AAomoupLvoANngG:
— @GFR: >60 mi/min/1,73 m?: 100mg
— @GFR: 30-60 mi/min/1,73m2: 50mg
— @GFR: <30 mi/min/1,73m?: 1,5mg/mL eGFR

e TurtAomoinon ywa enmitevén otoxou:
— awénoelg doonc ava pAva, losc pe tn 66on
evapéng

Dalbeth,N, et al, www.thelancet.com Published online April 21, 2016
http://dx.doi.org/10.1016/5S0140-6736(16)00346-9

Maintenance Doses of Allopurinol for
Adults Based on Individual Creatinine

Clearance Measurements
Creatinine
Clearance Maintenance Dose
(ml per minute) of Aliopurinol
0 100 mg every three days
10 100 mg every two days
20 100 mg daily
40 150 mg daily
60 200 mg daily
80 250 mg daily
100 300 mg daily
120 350 mg daily
140 400 mg daily

Hande KR, et al, Am J Med 1984;76:47-56




MNpodUAaén katd tnv Evapén Oepamneioc Meiwong Oupkou

KOAX[K‘.VI’]: O,Smg XZ/d (A x1 entit Suoaveéiag),

Colchicine vs Placebo

— Xwpic tddouc: yia >3 £wc (cuvRBwe) 6 HAVEC (F"f“:gz)“ "Pi‘;;‘;"’) e
p= (p=0. (p=00
14 14 14 14 4 0 1

— Todwdng: >6 pnvec (oravia xpetaletatl >12 pAVeg) 351 §_
Mean number &0 ‘ J\—

AMnNAemdpaoelc pe pappakalll (my, otativeg, pokpoAidia, kAm) L e § §
Ye Xpovia Nedpikr) Nooo, pe tpoooxn: ;Z \ § §\_
» GFR 30-60ml/min/1,73m2: 0,5mg x1/nu. gl —Fpane 3@% e
» GFR 15-29ml/min/1,73m2: 0,5mg x1/2-3np. rime ’m\

> GFR <15ml/min/1,73m2;  8gv xopnyeitat S Placebo

i e
ET[(, 6 U oavegiaq r'] (IVTEVSE igewv: MZAG), r'] Borstad GC, et al, ] Rheumatol. 2004;31(12):2429-32

Koptikoedn (pred 5-7,5mg/d)



Abstract Number: 1579
The TICOG Study: Tight Control of Gout — A Randomized, Controlled Trial of

Targeted versus Conventional Treatment for Gout Including Ultrasonography
Sarah Black, Natalie McKee, Jonathan McKnight, Annmarie McShane, Adrian Pendleton, Taggart Alister and Gary Wright,
Musgrave Park Hospital, Belfast Health and Social Care Trust, Belfast, Northern Ireland, United Kingdom

Meeting: ACR Convergence 2022

Tight control group Conventional group
SUA <5 89,4% 39,6%
Change in SUA -37,6% -18%
Knee US Synovitis improvement 63% 14%
Tophi -4,65mm -0,30mm

Double Contour sign present 40% 62,5%


https://acrabstracts.org/meetings/acr-convergence-2022/

