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Gout the disease

* Arthritis = joint inflammation
* Goutis form of arthritis caused by the immune response to

monosodium urate crystals deposited in and around joints
— could be called uric acid arthritis

Asymptomatic disease Symptomatic disease

Stage A Stage B Stage C Stage D
At high risk for MSU crystal MSU crystal Advanced gout
gout but without ‘ deposition but | deposition with - requiring
MSU crystal without signs or prior or current specialized

deposition symptoms of episodes of gout interventions
flares

Dalbeth & Stamp Nat Rev Rheum 2015
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Gout is a chronic disease not just a flare
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Disparities in gout

Disease burden disparities

* Prevalence of gout

e Gout more severe

e Co-morbidities: CVD,
diabetes

* Worse health-related
quality of life

Treatment disparities

Less regular dispensing of
urate lowering therapy

Inequities in access -
prescribing bias, structural
barriers, cost and access to
medicines and healthcare,
background determinants of
health

Under representation in
industry clinical trials of gout
therapies of Maori and Pacific
peoples
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Prevalence of gout in Aotearoa New Zealand

e Goutis estimated to affect around 6% of adult New Zealanders
aged 20 years and over.

 Males have approximately three times the prevalence of gout
compared with females.

* Maori are approximately two times more likely to live with gout
compared to non-Maori, non-Pacific peoples.

* Pacific peoples are approximately three times more likely to live
with gout compared to non-Maori, non-Pacific peoples.
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Gout Is a more severe disease

Maori and Pacific peoples experience
disproportionately severe disease, with more
frequent gout flares, higher rates of
hospitalisation for gout, and more tophaceous
disease.

Gout is associated with cardiovascular and
kidney disease, which also disproportionately
affect Maori and Pacific peoples, and this may
be particularly so for those living in rural
areas.
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Gout clinical presentation and co-morbidities from
participants in the ‘Genetics of Gout in Aotearoa study’
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Phipps-Green A, et al. A strong role for the ABCG2 gene in susceptibility to gout in New Zealand Pacific Island and Caucasian, but
not Maori, case and control sample sets. Hum Mol Genet. 2010;19(24):4813-9.




Maori are 6.9 times more likely to be hospitalised
with a primary diagnosis of gout compared with non-

H()Spitalisati()n Maori, non-Pacific peoples.

Pacific peoples are 13.2 times more likely to be
fOI’ gOUt hospitalised with a primary diagnosis of gout than
non-Maori, non-Pacific peoples.

On preventive medicine up to 6 months before and up to 6 months
after being hospitalised for a gout event in 2018/19. (181 Maori)

Not on preventive medicine up to € months before being
hospitalised for a gout event, in 2018/19, but initiated after
being in hospital for gout. (184 Maori)

hospitalised primarily for gout with no evidence of
preventive medicine within 6 months either before
or after hospitalisation in 2018/19. (130 Maori)

On preventive medicine up to 6 months
before being hospitalised for a gout event in
2018/19 but not on preventive medicine in
the 6 months after being hospitalised for a
gout event in 2018/19. (26 Maori)

Figure 10




Health related quality of life

* HR-QoL in people with gout tends to be worse in Indigenous
populations.

 Maori and Pacific peoples with gout have greater activity
limitation assessed by HAQ-II and lower physical role function
on the SF-36 compared to non-Maori non-Pacific peoples
(Dalbeth 2018).

* Qualitative studies involving Maori men have demonstrated
Immense suffering, isolation and negative effects on
employment and relationships (Te Karu 2013).

e These effects impact not only the individual but also their
whanau and community.
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Factors contributing to gout

Clinical Disease
manifestation progression or cause

No disease Normouricaemia (o Genetic factors (e.g. SNPs ) :
d . in urate transporter genes) These genetic variants also
* Environmental factors

(e.g. diet and BMI) contribute to gout risk in Maori

::mgg&ﬂ;‘;’;{gy function and Pacific peoples in Aotearoa
e Male sex New Zealand, and population-

) 7 7 * Medications £ c N :
Asyn‘;?;??atlc L . |« High cell turnover states, etc. speC|f|c variations in urate

transporters influence the

\

&

Hyperuricaemia

(' MSU crystal deposition ). ¥ ¢ Reduced solubility of urate development of gout and

) ¢

Fromn * Increased nucleation i . .
of MSU crystals complications of treatment in

| * Growth of MSU crystals - . .
\ . Maori and Pacific peoples.

T ¥

Recurrent gout flares

| Symptomatic ‘
. disease
h | Acute inflammatory response

| todeposited MSU crystals ‘ e ™

¥

Chronic gouty arthritis Diet - Stlgmatlsmg
)\ and tophaceous gout P,
Symptomatic _ <--* | Chronic granulomatous
dlsea§e “{lth =% <«— inflammatory response to \_ )
complications ‘ deposited crystals

Dalbeth, Stamp et al. (2019) Gout
Nat. Rev. Dis. Primers doi.org/10.1038/s41572-019-0115-y ~ Nature Reviews | Disease Primers




To reduce gout harm, healthcare
providers can:

Shape: Explore beliefs about causes and treatments. Talk
genetics.
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Diagnosis

* Red hot swollen joint
* Acute onset (<24 hrs to maximum pain)
* Foot, especially 1St MTP

 Serum urate can be low during acute attack

* Joint aspiration
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Diagnosis

R .

RT  DORSAL TRANS

Dalbeth, Merriman and Stamp. Lancet 2016



To reduce gout harm, healthcare
providers can:

Scout: Aged 20 to 40, joint pain? Think gout.
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Three central strategies in gout treatment

1. Long-term urate-lowering therapy to treat the
central cause of gout (hyperuricaemia)

2. Prevention of gout flares with low dose anti-
inflammatory medications at the time of initiating
urate-lowering therapy

3. Rapid and effective treatment of the gout flare
(NSAIDs, colchicine, steroids)
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Allopurinol

NISTAIBIS

Colchicine Febuxostat
Steroids Probenecid

|L-1 inhibitors Benzbromarone

Omega-3 Tart cherry

Tart cherry Vitamin C
Curcumin/turmeric Curcumin/turmeric



Management of gout flares

In patients with pre-
existing renal impairment
NSAIDs may lead to
worsening renal function.

Multiple drug interactions,
ACE + diuretic + NSAID
particularly renal toxic.

Colchicine

AGREE low dose - limited
evidence of high risk in CKD -
no dose reduction in mild-
moderate renal impairment.

Gl intolerance - may be poorly
tolerated in those with pre-
existing renal impairment.

Contraindicated in patients with
renal impairmentreceiving
CYP3A4 or P-glycoprotein

inhibitors.

Corticosteroids

Mainstay of gout flares
treatmentin CKD.

May be the lesser of the
“three evils” in patients
with renal impairment.
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NSAID dispensing

 The prescribing and dispensing of non-steroidal
anti-inflammatory drugs (NSAIDs) for people with
gout is high, especially for Maori and Pacific
peoples.

* People with gout, dispensed an NSAID in 2019:
* 45.5% (n=13,648) Pacific peoples
e 40.6% (n=16,639) Maori
* 35.1% (n=48,284) non-Maori/non-Pacific
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NSAID dispensing

* Thelong-term use of NSAIDs for gout also
causes harm, such as by increasing risk of
upper Gl bleeding, kidney damage and heart
failure.

* Pacific peoples have higher incidence of
hospitalisation for NSAID-related harms
compared to the NZ European population
(Tomlin et al 2020).
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To reduce gout harm, healthcare
providers can:

Enquire: Question and/or review recurrent NSAID-only
treatment for gout.
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Sustained urate lowering <0.36mmol/L is
critical in the long-term management of gout

* Sustained urate <0.36mmol/L leads to:
* monosodium urate crystal dissolution
* suppression of gout flares
* tophus regression.

Adjusted - Baseline flare, SU, tophi, (and randomized group in Nottingham
data)

N= 343 N=245
91 (26.5%) 156 (63.7%) 0.29 (0.17 to 0.51) <0.001
0.69 (0.06) 2.09 (0.17) -0.41 (-1.77 to -1.04) <0.001




Urate lowering therapies

Diet and cell breakdown

v

Purines

Hypoxanthine

Xanthine oxidase
Xanthine
Xanthine oxidase

Uric acid =——————3 Renal excretion
Uricase

. Benzbromarone
Urate oxidase Probenecid *

Allantoin + CO2 + H20:2
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Allopurinol is first line urate lowering
treatment worldwide

* Allopurinolis safe and effective even in those with renal
Impairment.
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* In clinical practice less than half of patients on allopurinol
achieve target SU <0.36mmol/L (Singh 2015).

He Ako
Hiringa
Learning

* Dose escalation to achieve target urate remains
Always

challenging, frequently due to healthcare provider inertia.



Starting ULT

e Current ACR recommendations: =1 subcutaneous tophi; evidence of
radiographic damage attributable to gout; OR frequent gout flares
defined as =2 annually (Fitzgerald 2020).

&

* Allopurinol starting dose is a risk factor for AHS
* eGFR>60mL/min/1.73m?100mg daily

* eGFR 30-60mL/min/1.73m250mg daily
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* eGFR <30mL/min/1.73m? 25mg daily

<1.25 1.26-1.79 1.80-2.50 2.51-4.05 >4.05

Quintiles of allopurinol starting dose/eGFR (mg/ml/min)




Starting ULT in Aotearoa

* Thereis no current evidence that the available |
(-5 PRESCRIPTION ONLY MEDICINE  Suzs

treatments for gout are less effective in Maori orin S
Pacific peoples. APO-ALLOPURINOL - B8

Allopurinol
Tablets
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 Maori and Pacific peoples with gout have comparable
rates of any dispensing of urate-lowering therapy to
other New Zealanders with gout; while this may appear
at first reassuring, equitable care would see
substantially higher rates of urate-lowering therapy
prescribed to those groups with higher burden of

disease.
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Starting ULT in Aotearoa

* Maori and Pacific peoples start ULT treatment earlier
but given the higher disease burden and younger age of
onset may need to start even earlier.

Percentage of people first dispensed preventive gout medicine
2014/15-2018/19 by age and ethnicity
W Maori

10 vyear difference
B non-Maori, non-Pacific
peoples
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ULT is critical to control gout

Any dispensing of preventive Possession of preventive
gout medicine in 2018/19 by ethnicity gout medicine in 2018/19 by ethnicity
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with enough medicine
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non-Pacific peoples non-Pacific peoples

ethnicity ethnicity
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ULT is along-term treatment

* In Aotearoa we have low rates of continuing ULT once started

Regular dispensing of preventive gout Regular dispensing of preventive gout
medicine in 2018/19 by ethnicity medicine in 2018/19 by ethnicity

No regular
dispensing

No regular
68% dispensing

with regular dispensing
percentage of people
with regular dispensing
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Regular g: Regular
32% ispenslng diSpE‘nsing

Pacific peoples non-Maori,
non-Pacific peoples

non-Maori,
non-Pacific peoples
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For both Maori and Pacitic peoples, the younger the person, the
less likely they are to be regularly dispensed preventive gout
medicine

Regular dispensing of preventive gout medicine in 2018/19 by age

1075k |

% of regular dispensing

[
=]
[=

Age in Years

[ Maori no regular dispensing
B Maori regular dispensing
& non-Maori, non-Pacific peoples no regular dispensing

M non-Maori, non-Pacific peoples regular dispensing




To reduce gout harm, healthcare
providers can:

ldentify, act: Prescribers — preventive medicine early and

regularly is essential. Pharmacists — look for patterns of
iIrregular dispensing.
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Reasons for non persistence with ULT

* Barriers to access * Knowledge barriers

* Prescribing bias * ULT isalong-term treatment

* Racism * Need to achieve target urate

e Structural barriers and sustain this — can take 12

« Costandaccessto months for flares to settle
medicines and healthcare e Starting ULT can precipitate

« Background social flares — need adequate
determinants of health prophylaxis against flares

* Thesystemis hardto
negotiate, full of jargon and
lacking in cultural literacy,
with health practitioners’
practice variable

[ EDUCATIONOF ) He Ako
HEALTHCARE Blini oz
SYSTEMS CHANGES PROVIDERS AND Always
PEOPLE WITH GOUT
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Strategies to improve equity

Equitable approaches to management would include building
systems that reduce barriers to receiving regular urate-lowering
therapy for younger people with gout such as:
* no associated costs of dispensing urate lowering therapy
« comprehensive adherence support programmes potentially
delivered by community pharmacists, nurses and
community health workers
* workplace partnerships with general practice to support

people with gout

* out of hours phone access to holistic care for gout sufferers.
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People with gout are more likely to have
other long-term conditions

* Screening for co-morbidities
* Opportunistic gout management



Models of care

Preventing What is gout? What causes
gout gout?

Talking to family, Re'cognising
« Novel interventions to improve o symptoms o
gout care
* Nurse led clinics orotessionsls ot attack
« Pharmacy led care - in person . S
or by automated telephone. of healthcare {sening et
 Buy-in and engagement of all comoridies couss of
practitioners in the healthcare o
team, to ensure patients receive (0.30mmol/L) T ey
consistent messages about the
core aspects of gout management Toodznd .
Is essential. R .

m.edici'ne = monitoring
titration Medicines Medicines

(serious side (types and
effects) what they do)




Education - ABC health literacy model

+ Key element of gout management

* Iterative process

 Key talking points

Gout is not your fault
Caused by too much uric acid
Stop gout by reducing urate

Get your uric acid checked regularly
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Resources Change your life

stop the pain of gout by

* Health Literacy New Zealand was funded by bringing your uric acid down
Pharmac to develop a new gout booklet for
individuals and whanau.

 The booklet will be available in English,
Samoan and Tongan.

* The booklet is available for viewing
here: www.healthnavigator.org.nz/media/15
434 /change-your-life-gout-booklet-english-
2022.pdf

 To order booklets please click on this
link: https://forms.qgle/5sf653PGzghjXgVq7



https://mail.cdhb.health.nz/owa/redir.aspx?C=l6Q4dTnZirt4kcKh3gMmsN7_9QRpwgpjR8h6tbqQ6QjDcUMMivHZCA..&URL=https%3a%2f%2furldefense.com%2fv3%2f__http%3a%2fwww.healthnavigator.org.nz%2fmedia%2f15434%2fchange-your-life-gout-booklet-english-2022.pdf__%3b!!NUwMCyKv!OqdiiMEvsTaQLi4DiG3iZN3CmQi9PkL6jbSBE0aqTo6MaQGxb8H6c4dhYi14VqvWwicVug%24
https://mail.cdhb.health.nz/owa/redir.aspx?C=Fntd-RtJTWz51vwAJXl0Rhsiv5EVsxT0BkXeKsUZs3nDcUMMivHZCA..&URL=https%3a%2f%2furldefense.com%2fv3%2f__https%3a%2fforms.gle%2f5sf653PGzqhjXgVq7__%3b!!NUwMCyKv!OqdiiMEvsTaQLi4DiG3iZN3CmQi9PkL6jbSBE0aqTo6MaQGxb8H6c4dhYi14Vqt7QOqKOQ%24
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