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QUAN LY GUT VA AXIT URIC
O BENH NHAN SUY THAN MAN

BsCK2 Huynh Phan Phtic Linh
Khoa Néi Co Xuwrong Khdép - BVCR
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GUT

Bénh gut 1a bénh do sw I3ng dong ciia cac tinh thé
monosodium urate (MSU) trong cac mé khép va mé
quanh khép.

Hau qua bao gom cac dot viém va dau khép cap
tinh, tai phat, dai dang, hat tophi dwéi da, pha hay
xwong dan dén bién dang khop.

La dang viém khép phé bién nhat & nam gidi > 40
tudi, anh hwdng dén khoang 9,2 triéu nguéi tredng
thanh (3,9%) & Hoa Ky ,ty 1& gap toan cau 0.08%.

Hochioerg MC, SIman AJ, Smaken JS, Welntiatt ME, Watsman MH, editars. Fractical meumstalogy. 3rd
ed 2004

Chnen-Xu Mgt 3 . Arsitis Rheumaiol 2019;71:991-9.

Singh JA,gt 3L Qualty of care for gout I the US nesds Improvemant. Artniils Rheum 2007:57; 323-2.

CAP NHAT CHAN DOAN VA BIEU TRI BENH LY NGUOI CAO TUOI




HOI NGHI KHOA HOC THUONG NIEN 2023
LIEN CHI HOI LAO KHOA TP.HO CHI MINH

High-purine | Obesity
diet

70% renal 30% gut
excretion elimination Osteoarthritis

Ageing

= Genetic factors

= Metabolic syndrome
(hypertension,
insulin resistance,
hyperlipidaemia)

» Renal impairment

» Drugs that reduce
renal function

HYPERURICEMIA/
GOUT

When hyperuricemia exceeds the solubility
threshold of 6.8 mg/dL,
urate crystallization may occur®

» 7,0 mg/dL & nam Qigi

« > 6,0 mg/dL & ni gioi -
GFR < 60 mL/phut/1,73

m 2 trong 3 thang tré |én

METABOLIC RENAL
SYN DROME Int J Cardliol. 2012, DISEASE
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Gout and chronic kidney disease (CKD)

1 in 4 adults with moderate to severe CKD has gout.
It's 10 times more likely for a person with moderate to severe CKD to have gout
than it is for someone without CKD.

When you have kidney disease, it is
more difficult for your kidneys to get
rid of uric acid.

Kidney
disease

can cause
gout

People with gout and high levels of uric

acid in their blood have been shown to
have a 43% higher risk of CKD than those
who had lower levels of uric acid.

1.Krishnan E. PLOS One. 2012;7(11):e50046-e50055.
2.Krishnan E. Arthritis Rheumatol. 2013;65(12):3271-3278. 5
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Krishnan E. Reduced glomerular function and prevalence of gout: NHAMES 2008-10. PLoS One. 2012;7(11):250045 i}

Krishnan E, et al. Serum urate and incidence of kidney disease among veterans with gout. The Journal of rheumatology. 2013;40:1188-1172.
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Korean J Intern Med. 2021 Nov; 36(6): 1281-1293. PMCID: PMC8588983
Published online 2021 Jul 8. doi: 10.3804/kjim.2020.340 PMID: 33045808

Role of asymptomatic hyperuricemia in the progression of chronic kidney disease
and cardiovascular disease

Yousuf Waheed,' Fan Yang,!" and Dong Sun®!2
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. NOSinhibition | | COX-2 expression | = Giam sinh kha dung oxit nitric
l l = Kich thich stress oxy hoéa
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| dysfunction )L pmllfera—tlun J | Elhnlar cells )
l\ l / = Tang huyét ap hé théng va cau than
" Cardiovascular diseases _.{ Kidney ) = Bénh ly mach mau than
Hypertension Afferent artenosclerosis ) '
Arterioselerosis L Tubulointerstitial fibrosis ) = Viégm fmg ké -[han va xo hda

‘Wiaheed ¥ et al. Role of asymptomnatic hyperuricemia in the progression of chronic kidney disease and candiovascular disease. Korean J Intem Med. 2021
New;36(6):1281-1203

QUAN LY GUT: 4 nguyén tac

1. Ha thap axit uric mau

2. Diéu tri dw phong trong khi bat dau ha acid
uric mau

3. Diéu tri bénh gut bung phat; va

Toi wu héa cac yéu to ché do &n udng va I0i
song khi thich hop

Vargas-Santos AB, Necgi T. Management of Gout and Hyperuricemia in CKD. Am J Kidney Dis.
2017 Sep;70(3):422-4359
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GIAM ACID URIC MAU

L1 /| Ngan ngira va kiém soat cac dot viém khép gut

(.Y
/

0:0;

Phong nglra va giai quyét cac ndt tophi

Kiém soat tinh trang viém khéop & nhitng bénh nhan

/b gut man tinh
4 2020 ACR: khong diéu tri thuéc ha acid uric mau ¢ nhirng
% bénh nhan tang acid uric mau khong triéu chirng

Wargas-Santos AB, Meogi T. Management of Gout and Hyperuricemia in CED. Am J Kidney Dis. 2017 Sep;TO{3422-438 o
FitzGerald JD et al. 2020 American College of Rheumatology Guideline for the Management of Gout. Arthritis Care Res (Hoboken). 2020 Jun;72(8):.744-780

ACR 2020 GUIDLINE
Khuyén cao khoi dau thudéc ULT

For patients who have previously experience

ing ULT over no ULT.

— Conditionally recommend il SR T T T ETE T

FitzGerald JD et al. 2020 American College of Rheumatology Guideline for the Management of Gout. Arthritis Care Res (Hoboken). 2020 Jun;72(6):744-760
10
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Purine nucleotides

l

Hypoxanthine
e Xanthine oxidase i

Kanthine oxidase inhibitors
d 1HnNe o 1D xanthme

eg allopurinol, fab

J Xanthine oxidase l

Pegloticase
Uric acid @

enzbromarone @ ."hm_"-"_""‘ﬁ' ‘ i- Uricase
L l (absent in humans)

Renal clearance Allantoin

Fig 2. Simplified purine metabolism showing sites of action of urate-lowering agents.

Roddy E. Doherty M. Treatment of hyperuricaemia and gout. Clin Med (Lond). 2013 Aug; 13(41:400-3. doi: 10.7881/clinmedicine. 13-4-400. PMID: 23808515:
PMCID: PMC4954312.

ACR 2020 GUIDLINE

Khuyén cao lwa chon ULT ban dau

For probenecid, we conditionally recommend starting at a low dose (500 mg once or twice daily) with dose
titration over starting at a higher dose.

When the decision is made that ULT is indicated while the patient is experiencing a gout flare, we
conditionally recommend starting ULT during the gout flare over starting ULT after the gout flare has
resolved,

We st (=1 i 0

case as
[Strongly recommend | Conditionally recommend

CAP NHAT CHAN DOAN VA BIEU TRI BENH LY NGUOI CAO TUOI




HOI NGHI KHOA HOC THUONG NIEN 2023
LIEN CHI HOI LAO KHOA TP.HO CHI MINH

ALLOPURINOL

Thuéc ha AU mau kinh dién, st

dung pho bién nhét

Nguy co di ing (allopurinol
hypersensitivity syndrome (AHS))

« Suy than

« Pang dung loi tiéu

« Liéu khai dau allopurinol cao
« HLA B*5801 (+)

Wargas-Sanios AB, Meogi T. Management of Gout and Hyperuricemia in CKD. Am J Kidney Dis. 2017 Sep;,TO{3):422-438

ALLOPURINOL

« Mac du hiéu qua nhwng viéc str dung alloppurinol
bi can tr& béi quan niém diéu chinh liéu theo CrCl,
tuy nhién chién Iwoc nay chwra dwoc chirng minh
lam giam AHS & nhirng bénh nhan dung nap v&i
allopurinol liéu thap khi bat dau diéu tri

» <50% bénh nh'c"‘gn dat dwqc muc tiéu acid uric mau
khi str dung chién lwge diéu chinh nay

Dialbeth M et al. Dose adustment of alopurinol according to creatinine clearance does not provide adequate control of hyperuricemia in patients with gout.
Rheumatol. 2006; 33:1848-50

Dalbeth M et al. Allopunnel dosing in renal impairment walking the tightrope between adequate urate lowering and adverse events. Semin Dial. 2007; 20:381-5

14
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ALLOPURINOL

Liéu cao nhat cta allopurinol dwéng nhuw khéng lién
quan dén AHS & bé&nh nhan CKD

AHS chu yéu lién quan dén liéu str dung ban dau cua
allopurinol, sw hién dién cia HLA-B*5801

Nguy co AHS cao nhét trong 6 thang dau sir dung

Stamp LK et al. Using allopuring] above the dose based on creatinine clearance is effective and safe in patients with chronic gout, including those with renal
impairment.

Arthritis Rheumn. 2011; 63:412-21

Stamp LK et al. Allopurinol hypersensitivity: investigating the cause and minimizing

the risk. Mat Rev Rheumatol. 2018; 12-:235-42

Somkrua R et al. Association of HLAB"5801 allele and allopurinol-induced Stevens Johnson syndrome and toxic epidermal necrolysis: a systematic ?uew and
meta-analysis. BMC Med Genet 2011: 12:118

FEBUXOSTAT

+ Febuxostat co thé str dung khéng can didu chinh
liéu khi eGFR 230 mL/min

« Dt liéu vé tinh an toan va hiéu qua & bénh nhan
CKD stages >3 va bénh nhan dwoc diéu tri thay
thé than con gidi han

« Mot sé nghién ctru cho thay febuxostat co kha
nang anh hwdng dén nguy co tim mach va can
thém nhiéu nghién ctru vé van dé nay

Becker MA, Schumacher HR, Espinoza LR, et al. The urate-lowering efficacy and safety of febuxostat in the treatment of the hyperuricemia of gout: the
COMFIRMSE trial. Arthrifis Res Ther. 2010; 12-R83.

Zandhi P, Gentry WM, Bottorff MB. Cardiovascular thromboembolic events associated with febuxostat: investigation of cases from the FDA adverse event
reporfing system database. Semin Arthritis Rheumn. 2013; 42-562-6.
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URICOSURICS — thubc tang dao thai

« Uricosuric tac ddng théng qua cac protein van chuyén
lién quan dén viéc hap thu va bai tiét urate & than nhw
URAT1, GLUT9, OAT1, OAT3, OAT4, OAT10

» Uricosurics nén tranh str dung & nhirng bénh nhan co
soi than va chéng chi dinh & bénh nhan cé uric trong
nwéc tiéu > 700—-800 mg/24 hours

» Uricosurics khéng co6 hiéu qua & bénh nhan giam
chirc nang than do dé probenecid khéng st dung khi
CrCl <30 mL/min, lesinurad khéng str dung khi CrClI
<45 mL/min

Kydd AS et al. Uricosuric medications for chronic gout. Cochrane Database Syst Rev. 2014:CD010457 -~
Vargas-Santos AB, Neogi T. Management of Gout and Hyperuricemia in CKD. Am J Kidney Dis. 2017 Sep;70{3):422-439

URICOSURICS — thubc tang dao thai

» Hai loai thudc co tac dung uricosuric: losartan
and fenofibrate

 Losartan thwdng dwoc sir dung khi c6 CKD

« Tinh an toan cua fenofibrate khéng chac chan
¢ bénh nhan CKD, co thé gay ly giai co dac
biét khi két hop statin

18
Vargas-Santos AB, Neogi T. Management of Gout and Hyperuricemia in CKD. Am J Kidney Dis. 2017 Sep,70(3):422-439
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URICASE - PEGLOTICASE

* Pegloticase co thé dung & bénh nhan CKD
bao gom ca bénh nhan loc mau khéng can
chinh liéu

+ Co lién quan vé&i bién cb suy tim trong mot s
nghién ctru

* Nguy co di rng va phan vé khi truyén vi co
ngudn géc tr heo

Bleyer AJ, Wright D, Alcorn H. Pharmacokinetics and pharmacodynamics of pegloticase in patients
with end-stage renal failure receiving hemodialysis. Clin Mephrol. 2015; 83:286-92

Can nhac chuyén sang chién lwoc ULT moi

For patients with gout taking their first XOI monotherapy &t maximum-tolerated or FDA-indicated dose who
are not at SU target andfor have continued frequent gout flares or nonresolving subcutaneous tophi, we
conditionally recommend switching the first XOI to an alternate XOl agent over adding a Uricosuric agent.
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Thuéc ha acid uric mau va CKD

Urate-lowering agests | Drases I Recommendations for CKD 3-5 | Recommendations for CKID 5D (dialysis)
Xanthine oaidase inhibitors (001
Allapusing] Stamting: 50100 mg daily; masimal approved: 800 | Co01 230 mLiminc start with 2100 mg/dey '™ Inteemittent HD: should be sdmirdstered post-diabysia™ ™ start
meziday (900 mgday in the UK) CrCl <30 mLfmin: start with 50 mgiday™ with 100 mg ahernate days post-dialysis; daily HD: additionsl

500% of doce may be required poct-dialysis; dodly PD: stan with 50
mgfday; all types of RRT: up-itrate dose with 30 mg-increments
every 1-5 weeks, measisne senum urale pre-dialyss

Febuxostal Stanting: 40 my daly; maximal appeoved: 30 Insufficient data for CriC’l <30 mLimia Despite some successfial reports of dialysis pabenis using
mgiday {120 mg in Europe) febuxostat up to 80 mgiday, this agent iz not FOA-spproved for
use 1 dialysis die 80 a lack of trals m Uhis population®™*
Uricasuric .ﬂ\ugd.'ms*I
RearhraniarmnsC Staming: 550 mg daily; menimal approved: 200 | Comtraindicated if CrCl <20 mLimin Contraindicaed]
mghlay
Lesinneadd Stamting: 200 mg daily together with XOI; maximal | Comtraindicated if Cr(l <43 mLimin Contraindscated
spproved: 200 mgldy
Prihenecid Stating: 250 my twice duly: matimal approved: Nal effective i Cri”1 <30 mL/mmin Contramdicated
2000 mpiday
Sulfirpyrasanct Starting: 50 my twice Sy, maxinal approved: Nail effective i Cri71 £30 mlfmin Contraindicated
B0 mg/day
Recombinant uriease
Peploticass Stating: & g IV every 7 weeks: mazimal No derse ajustment nesded No dose adjustrmenit nesded ™

epprovid: § mg IV overy 2 woeks

]

Wargas-Santos AB, Meogi T. Management of Gout and Hyperuricemia in CED. Am J Kidney Dis. 2017 Sep;70(3):422-438

PIEU TRI BOT VIEM KHOP GUT

« Nhirng Iwa chon diéu tri
+ Colchicin
« Thubc chdng viém khéng steroid
* Glucocorticoid (PO, IA, IM, IV)
« ACTH (SC, IM)
« Chét (rc ché Interleukin-1 (khéng ghi nhan & Hoa Ky)
* Chuwéom da
- Th&i gian bat dau: Ngay 1ap tirc — “thubc bé tai —colchicine”
(kém hiéu qua hon néu bat dau dung sau khi bung phat > 24h)
« Liéu lwong: Liéu cao, sau d6 giam dan
» Thoi gian: 7-14 ngay (cho dén khi hét bung phat dé tranh bung
phat tré lai)
- Liéu phap ha urate: Khéng bi gian doan

]

Wargas-Sanios AB, Meogi T. Management of Gout and Hyperuricemia in CKD. Am J Kidney Dis. 2017 Sep;,TO{3):422-438

CAP NHAT CHAN DOAN VA BIEU TRI BENH LY NGUOI CAO TUOI




HOI NGHI KHOA HOC THUONG NIEN 2023
LIEN CHI HOI LAO KHOA TP.HO CHI MINH

Normal kidney function

Colchicine 1.2 mg at the first sign of a gout flare followed by 0.6 mg one hour
later; then, 0.6 mg every 12 hours or followed by other gout flare
therapy

NSAID Any NSAID in its full daily dose

Steroid 0.5 mg/kg/day, followed by progressive weaning; for example, start
prednisone at 30 mg/day, then reduce by 5 mg every 2 days

ACTH Subcutaneous or intramuscular; treatment option for patients with

clinically indicated

restrictions to oral drugs; initial dose of 25-40 IU; deses repeated as

Interleukin-1 inhibitors

retreatment

The oft-label use of anakinra to treat gout flares in patients with
multiple comorbidities and contraindications to the above-mentioned
options has become more frequent in the US; canakinumab is approved
for gout flare management by the EMA; dose: Anakinra 100 mg/day
subcutaneously; Canakinumab 150 mg SC single dose, to be repeated
no sooner than at least 12 weeks in patients who respond and require

Wargas-Santos AB, Meogi T. Management of Gout and Hyperuricemia in CEKD. Am J Kidney Dis. 2017 Sep;TO{3422-430

CKD 3-5 CKD 5D (Dialysis)
Colchicine Mot recommended in patients already receiving 0.6 mg as a single dose; FDA approved
colchicine for prophylaxis; CrCl 230 mL/min: label states that treatment course should not
dosage adjustment not required; CrCl <30 mL/f be repeated more frequently than every 14
min: consider dosage reduction; treatment course | days; not removed by dialysis
should not be repeated more frequently than
every 14 days per FDA label
NSAID CrCl 30 to 59 mL/min: avoid or use with May be used
caution depending on the kidney disease; CrCl
<30 mL/min: relatively contraindicated
Steroid Dosage adjustment for CKD not required Dosage adjustment for CKD not required
ACTH Dosage adjustment for CKD not required Dosage adjustment for CKD not required

Interleukin=1 inhibitors

CrCl <30 mL/min: For anakinra, mean plasma
clearance of anakinra declined by T0-75%;
consider dose reduction, as 100 mg every other
day; for canakinumab, no dose reduction is
needed, though clinical experience is limited

For anakinra: <2.5% of the administered
dose of anakinra is removed by
hemaodialysis or continuous ambulatory
peritoneal dialysis; consider dose reduction,
as 100 mg every other day; for
canakinumab, no dose reduction is needed,
though clinical experience is limited

Wargas-Santos AB, Meogi T. Management of Gout and Hyperuricemia in CED. Am J Kidney Dis. 2017 Sep;70{3422-438
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ETORICOXIB HIEU QUA GIAM PAU SAU 4 GIO

Sau 4h, ARCOXIA dem lai sy cai thién tinh trang dau so véi treée khi diéu tri

Ty K % bgnh nhiin giam dau

0
8 2 5 8
Neiy trong nghién cim
Indomethacin 150 mg? B Etoricoxib 120 m%
(NC 1: n=75; NC 2: n=83) {INC 1: n=74; NC1: n=101)

“Patient assessment; 50 mg 3 times daily.
Adapred from Schumscher HR Jr, et al. BMJ 2002;324(7352): 14851402,

ARCOXIA GIAM 56% NGUY CG TREN DPUONG TIEU HOA®

s Etoricoxib 260 mg (n=3,142)
— Thudc N5AIDs khdng chon loc® (n=1,828)

g

Phin tich gép 10 nghién ciru (4.930 bénh nhin)

ien cb cng zip
=
B
1

B
3

0.00 T T T T T T
o o0 180 270 360 450 540

Ngily dién iri

T3 1€ nguy co = 0,44 (khodng tin ciy 95%: 0,27-0,72)
Phin tich gop 10 nghién ciru 13m sang Thoai héa khdp, viém khdp dang thip, dau thit lung man tinh;
tNSATDs trong nghién cifu: Naproxen 1,000mg/ngay. Ibuprofen 2,400mg /ngay hodc Diclofenac 150mg/ ngay

Cic bién cd trén dwing tign héa bao gim thing, leét, chiy msu

Hunt 2002 Am J Gastroenterol
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Quan ly gut @ bénh nhan ghép than

<Thuédc trc ché mién dich
« Chéng chi dinh sir dung cac chét (rc ché xanthine oxidase (allopurinol
va febuxostat) vé&i azathioprine va mercaptopurin
* Tranh tac dung tang axit uric mau cua cyclosporine.
* Ju tién mycophenolate mofetil cho bénh nhan gut dwgc ghép than.
“»Liéu phap ha urat: T4t ca cac loai thubc ha urat hién cé c6 thé
duoc xem xét, tuy theo murc d6 hién tai ctia chirc nang than.
<Dw phong chéng viém val/hoic diéu tri con blung phat
gut
* NSAID dung thén trong va theo déi chat ché chirc nang than
« Colchicine nén tranh két hop véi cyclosporine va tacrolimus do ting
nguy co nhiém déc co colchicine.

Két luan

« Tang acid uric mau va gut la phéd bién trong CKD.

« Allopurinol Ia Iwa chon dau tay diéu tri cho bénh nhan
gut, ngay ca khi eGFR giam, can khéi dau & liéu thap
tang dan.

- Febuxostate c6 thé sir dung khéng can diéu chinh liéu
khi eGFR =30 mL/min, mtrc dé an toan trén tim mach con
dang céan thém nhiéu NC

« Luwa chon diéu tri con gut cap:

o Colchicine va NSAIDs diéu chinh Iiéu'dt‘mg tré'.-n bénh nhan CKD.

o Colchicin khéng duwoc dung cung chat re ché P-glycoprotein hoac
CYP3A4, dac biét l1a glarfthro[nycin ¢ nhirng bénh nhan mac bénh
than man tinh vi co6 thé d?n dén tor vong. )

o Corticid, ACTH va &rc ché IL1 cé thé dung cho BN suy than bat cwr
giai doan nao
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THANK YOU
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