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Why

do we still
need to talk
about this?

bout; Diagnosis
|




——— tpidemiology of gout in [taly ———

]

(200a-2003)

Prevalence (per 1000 ihabitants) Incidence (per 1000 person-year)

———Cout Males  wesmGout Females wmeHpperuricemia Males  sssssidneruncemia Fomales

Trifira G, et al. Ann Rheum Dis 2011




Unclosing premature mortality gap ———
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— lpdated EULAR recommendation for diagnosis —

Published - January 2020
«dtep-by-dtep»

e-Published - June 2013 Approach

Evidence Update - July 2018

Richette P, et al. Ann Rheum Dis 2020.




stepl ——

Richette P, et al. Ann Rheum Dis 2020.

* Search for crystals in SF or tophus aspirates
is recommended in every person with suspected gout, because
demonstration of Ml crystals allows a definitive diagnosis of gout.

It is strongly recommended that synovial fluid aspiration
and examination for crystals is undertaken in any
patient with undiagnosed inflammatory arthritis.

Towiwat P, et al. BMC Musculoskelet Disord. 2019



Step Z

Richette P, et al. Ann Rheum Dis 2020.

When SF analysis is not feasible,

a clinical diagnosis of gout is supported by

monoarticular involvement of a foot (especially the first MTP) or ankle joint;
previous similar acute arthritis episodes;

rapid onset of severe pain and swelling (at its worst in <24 hours);
erythema;

male gender and associated cardiovascular diseases and hyperuricaemia.

These features are highly suggestive but not specific for gout.



Lout: classification criteria

Criteria Set Sensitivity | Specificity
Mexico, 2010
Taylor et al Z0l6
Less than 2 years 0.87 (.66
Maore than Z years 0.98 0.34
Ferformance may be attected sk 216
Less than 2 years 0.88 0.8l
- " More than Z years 0.99 0.30
by disease duration oo 2010
Taylor et al Z0I6
Less than 2 years 0.87 0.7a
Mare than 7 years 0.96 047
Jatuworapruk et a/ Z0l6
Less than 2 years 0.73 (.85
More than 2 years 0.9 0.a0
ACR/Eular, 2015
Pelaez-Ballestasl, et al. J Rheumatol 2010. Louthrenoo et a/ 2217
Janssens HJEM, et al. Arch Intern Med 2010. Ulinical only
Neaai T et al. Ann B Dis 7015 Less than 2 years 0.74 0.9l
e0gt 1. BL Al ANN kheum UIs e Maore than Z years 0.82 0.80
Taylor WJ, et al. Ann Rheum Dis 2016. Full set (with imaging)
Jatuworapruk K, et al. Medicine 2016. Less than 2 years 0.90 0.85
Louthrenoo W, el at. Rheumatol Int 2017. More than Z years 0.d1 0.75




Lbout: classification criteria ———————
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Step 3

Richette P, et al. Ann Rheum Dis 2020.

When a clinical diagnosis of gout is uncertain and crystal identification is not
possible,

patients should be investigated by imaging to search for Mall crystal deposition
and features of any alternative diagnosis.

(b)

Which? still uncertainties!

Davies J, et al. Ther Adv Musculoskel Dis. 2019.



—_— bout: plain X-ray —_—

to search for imaging
evidence of Mall
crystal deposition but
have limited value for
the diagnosis of gout
flare.

Richette P, et al. Ann Rheum Dis 2020.

Davies J, et al. Ther Adv Musculoskel Dis. 2019 Neogi T, et al. Ann Rheum Dis 2015.




bout: ultrasonography

helpful in establishing a diagnosis (gout flare or chronic gouty arthritis)
- detection of tophi not evident on clinical examination,
- double contour sign at cartilage surfaces

High Specificity

200um

Davies J, et al. Ther Adv Musculoskel Dis. 2019 Towiwat et al. BMC Musculoskeletal Disorders. 2019



bout: ultrasonography

High Specificity

Neogi T, et al. Ann Rheum Dis Z015.



bout: ultrasonography

High Specificity

GINOCCHIO SN

Neogi T, et al. Ann Rheum Dis Z015.



bout: ultrasonography
Sensitivity !

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

Sensitivity Specificity
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)

Late disease (=2 years)
Double contour sign

Ogdie et al 2015 MA?

Ogdie et al 2017"'

Early disease (<2 years)

Late disease (=2 years)
Snhowtorm appearance

Ogdie et al 2017”'

Early disease (<2 years)

Late disease (=2 years)

0.33 (0.25-0.43)
0.50 (0.44-0.56)

0.83 (0.72-0.91)

0.50 (0.41-0.60)

0.63 (0.57-0.68)

0.32 (0.23-0.42)
0.29 (0.24-0.35)

0,95 (0.91-0.97)
0.95 (0.91-0.97)

0.76 (0.68-0.83)

0.92 (0.87-0.95)

0.91 (0.86-0.94)

0.90 (0.85~0.94)
0.92 (0.89-0.94)

Richette P, et al. Ann Rheum Dis 2020.

* |7-20% positive in asymptomatic hyperuricemia !

Pineda C, et al. Arthritis Res Therapy. 2011.




bout: Hyperuricemia & Diagnosis

The diagnosis of gout
should not be made
on the presence of
hyperuricaemia alone.
Richette P, et al. Ann Rheum Dis 2020.
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bout; Hyperuricemia o Pathogenesis ——

Inflammasome- dependent activation of IL-IB in response to MSU crystals
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Joosten LAB, et al. Nat Rev Rheumatal. 2020



— [out; Unsolved physiopathological questions —

| N
1) Factors that trigger the Hyperuricaemia and MSU depaosits are
symptomatic necessary but not sufficient
inflammatary? to trigger full-blown inflammation.
/

7) When an attack resaolves,
crystals still remain in the
tissues (intercritical gout) with a
low-grade systemic inflammatory
response in the absence of
symptoms?




Step 4

Richette P, et al. Ann Rheum Dis 2020.

Lomorbidity Assessment

Associated:

- [besity

- Renal Impairment

- Hypertension

- |schaemic heart disease
Heart failure

- [iabetes

- Dyslipidaemia.




— Hatterns of comorbidity clustering in gout —

France

Cluster 5

« CHD Cluster 1
* Heart failure
* Renal failure
* Diuretic use

Cluster 4
* Hyperlipidaemia

* Isolated gout

Cluster 2

* Obesity
* Hypertension
* Hyperlipidaemia

Cluster 3

* Diabetes

* Hyperlipidaemia

* Liver disorders

* Alcohol consumption

UK
Cluster 4
* Hypertension _
* Obesity Cluster 1
* Metabolic syndrome « CKD
Cluster 3 Cluster 2:
* Multiple morbidities * |solated gout

* Metabolic syndrome

Dehlin M, et al Nat Rev Rheum. 2020.



- bout, Uiabetes a Metabolic syndrome -




— bGout & Uiabetes

The Risk for Gout With Sodium-

~sew | [lucose Cotransporter-Z Inhibitors

Proportion With Event
(=]

in Patients With Type 2 Diabetes
il Michael Fralick, Ann Intern Med. 2020
-_ﬂ-’;iﬁ::i JJJJJ -

Decreased incidence of gout in

diabetic patients using pinglitazone
Sheng-Wen Niu, Rheumatology 2018 © °*7 mepeeeese
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Urate-

lowering bout

flare

therapy

hout: reatment
|




— Llinical Practice buidelines

I I Le linee guida per la pratica clinica della Societa ltaliana di

Reumatologia (SIR) sulla diagnosi e sul trattamento della gotta
Ughi N, et al. Reumatisma. 2013.

2020 American College of Rheumatology (ACR) Guideline for the

=— Management of bout

FitzGerald JD, et al. Arthritis Care Res. 2020.



— |rate-lowering therapy (ULT) —

Start LULT QIR 7019 I I

Recurrent flares (>2/year)

> //year gout flares

tophus

Urate arthropathy (joint damage)
SUA >8 mg/dL

renal stones

Comorbidities (renal impairment,
hypertension, ischemic heart
disease, heart failure)

Diuretic therapy
Asymptomatic hyperuricemia Diagnosis < 40 years
First flare with CKD stage <a

Don.bs

> | tophus

Radiographic damage

> | gout flare and <2 episodes/year
SUA >3 ma/dL

lrolothiasis

First flare & CKD stage >3




— |rate-lowering therapy (ULT) —

B pcpoozn Fiestdine AT siRzoa [ B
' Allopurinol * 0 Allopurinol
Q <100 mg/day (lower in CKD) . | <100 mg/day (lower in LKD)
] Do's
Do s

Nuring the gaut A best delayed until
HFing e gotit fiare inflammation has settled




— rate-lowering therapy (ULT)

BE= A\cR 2020 First-line ULT siRz0ig | B
. Allopurinal :
<100 mg/day (lower in CKD)

Nuring the gaut A best delayed until
HFing e gotit fiare inflammation has settled

Allopurinal

<100 mg/day (lower in CKD)

Flare pruphylaxis

O Yes, 3 to B months Yes, 3 to b months
/| Colchicine = NSAIDs = prednisone Colchicine > NSAIDs > prednisone

Do s




— rate-lowering therapy (ULT)

EE= \cR 2020 Target siRz09 [ B
’ Treat-to-target strategy ( '- \ | Treat-to-target strategy
| | SUA <B mg/dL | SUA <B mg/dL (if tophi < a mg/dL)
o Life-long therapy : Lite-long therapy

® [A<3mg/dL




— |rate-lowering therapy (ULT) —

Second-line ULT SIR 2019 I l

EX[II >2° XOI > XOl+uricosuric @ EJ X0l > 2°X01 or M#uricosuric
Do'S

9
Do s




— |rate-lowering therapy (ULT) —

Second-line ULT SIR 2019 I I

(9 X0l > 2°X01 or Ad+uricosuric

Do s
Pegloticase

Failure of X0l treatment, uricosurics,
and other interventions AND frequent
gout flares (>2 flares/year) OR who
have nonresolving subcutaneous tophi

«anly in patients with severe gout
in whom all other forms of therapy
have failed or are contraindicated»




— |rate-lowering therapy (ULT) —

Febuxostat

WARNING

NOTA INFORMATIVA IMPORTANTE CONCORDATA CON LE AUTORITA REGOLATORIE EUROPEE
E L'AGENZIA ITALIANA DEL FARMACO (AIFA)

27 Giugno 2019

ADENURIC (febuxostat): aumento del rischio di morte
cardiovascolare e mortalita per qualsiasi causa nei pazienti trattati
con febuxostat nell’ambito dello studio CARES

«|l trattamento con febuxostat nei pazienti con malattia CV
importante preesistente (ad esempio infarto miocardico,
ictus o angina instabile) deve essere evitato, tranne quando
non siano disponibili altre opzioni terapeutiche adequate.»




— |rate-lowering therapy (ULT) —

Febuxostat

WARNING

100% FDA 1st safety announcement CARES trial published
90%
80%
70%
------ Allopurinol
2 60% Febuxostat
?50% - = Probenecid
(=)
£ 20%
]
3 30%
2
2
C 20%
*® 10% — ——————————————————— " -
0% S S SIS T N e e o = = e = = = = - - - - - - - - - - B e e pp———
Q1 02 Q3 04 Q1 02 Q3 04 Q1 02 Q3 Q4 01 Q2 Q3 04 Q1 Q2 Q3 Q4 Q1 Q2 03 Q4 Q1 Q2 Q3 Q4 Q1 Q2 03 Q4 Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4
2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019

Allopurinol 95% 94% 93% 92% 91% 90% 90% 89% 89% 88% 88% 88% 88% 88% 88% 88% 88% 88% 88% 88% 88% 88% 8: 88% B88% 89% 88% 88% 89% 89% 89% 89% 89% 89% 89% 89% 90% 90% 90% 90% 91% 91% 92% 92%
Febuxostat 0% 2% 3% 5% 5% 6% 7% 7% 8% 8% 9% 9% 9% 9% 9% 9% 9% 10% 10% 10% 10% 10% 1,:’ 10% 9% 9% 10% 10% 9% 9% 9% 9% 9% 9% 9% 9% 8% 8% 8% 8% 8% 7% 6% 6%

Probenecid 5% 4% 4% 4% 4% 3% 3% 3% 3% 3% 3% 3% 3% 3% 3% 3% 3% 3% 2% 2% 2% 2% 2% 2% 2% 2% 2% 2% 2% 2% 2% 2% 2% 2% 2% 2% 2% 2% 2% 2% 2% 2% 2% 1%

SC Kim, et al. Arthritis Rheumatol. 2020,




— |rate-lowering therapy (ULT) —

Lesinurad

WITHDRAWAL

sl June 2020

"The withdrawal is not related to any efficacy, safety
or clinical concerns”




— rate-lowering therapy (ULT)

Life-style
&= ACR 2020 SIR2013 § B
Limiting alcohol, purine, high-fructose mtake Reducing excess body weight,
Weight loss performing regular exercise, giving

up smoking, avoiding excess
alcohal, high purine foods, and

Do = I‘ i 4
Eding vitamin C supplementation sugar-sweetened
drinks containing fructose

Don'bs

Expected effect on SUA = | mg/dl reduction only |

Emmerson BT, et al. Lancet 1331,




— liout flare management
Hlare siRzoiE [ B

Low dose colchicine and/or an

Low dose colchicine = NSAIDs = | |
glucocorticoids (oral, intraarticular NSAID or COXIE, oral corticosteraid,

or intramuscolar) articular aspiration, injection of

> Patient factors !/ S corticosteroids,
- Patient factors !




— liout flare management
Hlare siRzoiE [ B

Low dose colchicine and/or an
NSAID or COXIB, oral corticosteraid,

articular aspiration, injection of

low dose colchicine = NSAIDs =
glucocorticoids (oral, intraarticular
or intramuscolar)

> Fatient factors !/ corticosternids.

> Fatient factors !/
|L—|.inhihitnrs only for w.hum IL-1 inhibitars only in non-
antinflammatory therapies are responders and in patients with

poorly tolerated or contraindicated contraindications




— liout flare management
Hlare siRzoiE [ B

Low dose colchicine and/or an
NSAID or COXIB, oral corticosteraid,

articular aspiration, injection of

low dose colchicine = NSAIDs =
glucocorticoids (oral, intraarticular
or intramuscolar)

> Fatient factors !/ corticosternids.

> Fatient factors !
|L—|.inhihitnrs only for w.hum IL-1 inhibitars only in non-
antinflammatory therapies are responders and in patients with
poorly tolerated or contraindicated contraindications

rest, elevation and exposure in a

Ejpigal ice as adjuvant treatment cool environment of affected joints
as well as bed-cages and ice-packs




— liout management

Co-prescriptions

Avoid hydroclorotiazide when feasible

Effects on i Prefer losartan when feasible

Sl.IAI | . . .
_----F-V—E—F—J Avoid stopping low-dose aspirin

Avoid adding/switching to fencfibrate

Avoid colchicine + cyclosporin or clarithromycin

_____________

Avoid colchine in CKD and during statin treatment

_____________

Avoid allopurinol/febuxostat + azathioprine




lake Home Messages

»

Aim at a definite diagnosis!

Rheumatologists
synovial fluid ana

LAN and SHOULD perform

ysis during gout flare to

detect MSU crystals

start ULT as soon as possible in patients
with gout and recurrent flares

Check the compliance!

[reat-to-target strategy:
b (mg/dl) is the «MAGIE NUMBER»



brazie per |'attenzione

"Scoprire il Cosmo @ scoprire una nuova dimensiaone.
E' scoprire ['Infinito.

Cosi, bucando questa tela - che & la base di tutta |a pittura
- ho creato una dimensione infinita.

lualcosa che per me & |a base di tutta ['arte

contemporanea’.
Lucio Fontana (1899-1968)
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