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6 de Mayo, 11:30-13:30
MESA REDONDA: Controversias en Riesgo Cardiovascular

Riesgo vascular,
¢hiperuricemia o gota?

Fernando Perez-Ruiz

Especialista en Reumatologia, Hospital Ramon y Cajal, Madrid
Doctor en Medicina, Universidad de Barcelona

Especialista Senior de Reumatologia
Hospital de Cruces, Vizcaya. Spain.
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Fernando Perez Ruiz
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e Agenda

— Hiperuricemia y riesgo CV
— Gota y riesgo CV
— Intervencién y riesgo CV

— Limitaciones del tratamiento
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Hiperuricemia

MRS las PRINCIPALES
( DROGUERIAS Y FARMACIAS

| REUMATISMO . ARTRITIS
GOTA & ARENILLAS
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 Hiperuricemiay eventos CV

— Aumento marginal de CHD

— Meta-analisis de 26 estudios

— > 400,000 adultos incluidos

— RR paraincidencia 1,09

— RR para mortalidad 1,16

— Analisis por subgrupos: solo en mujeres

Kim SY, Arthritis Rheum 2010
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Hiperuricemia

CHD incidence CHD mortality
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Kim SY, Arthritis Rheum 2010
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Eventos CV en poblacion sana

1 Hombres sanos 1.044 100 54 |AM 1.7 (0.8-3.3) Si

9 Hombres y mujeres 6.763 45 47 Eventos coronarios No
sanos ' 0.91 (0.83-0.99)
Hombres y mujeres Eventos coronarios

4 sanos de edad 13.504 56 54 H:1.02(0.69-1.51) No
media M: 1.18 (0.62-2.26)

8 Italianos sanos 2.469 45 54 Evﬂe:\ E?s,f\vd o Si

Baker JF, et al. Am J Med. 2005. Tabla por cortesia de la Prof. Loreto Carmona, Universidad Camilo José Cela
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Aumento de riesgo en hipertensos

Table 2 Summary of most recent prospective cohort studies involving hypertensive patients using multivariate analysis to determine association between serum wric acid and
cardiovascular outcomes
Highest division
Mean uric acid
No. studied age Years Dutcomes Events/deaths per  (mmol/L) Risk estimate after
Study Population [male,/Female) (years) follow-up  measured 1000 person,/yr Men/women adjustment Independent?
Alderman et at*"  Mew Yorkers 7078 (4883,/3095) 53 6.6 IV events 10.4 IV->0.447/0.370  1.22 (1.11-1.35) Yes
1395 Baseline /annual
Franse et al*! Elderly Europeans 4327 (--1820/2507) 72 5 A OV events AL 32.7-41.4 IV=-0.39,/0.33 A, 1.32 (1.03-1.60) Yes
SHEP 2000 B. All cause B. 18.6 Baseline /annual B. 1.05 {0.79-1.4)
martality
Verdecchia et Whites 1720 (920/800) 52 4 A. OV events AL 29 IV-=>0.369/0.274 A, 1.73 (1.01-3) Yes
al*® PILMA B. Fatal B. 6.1 Baseline B. 1.96 {1.02-3.79)
2000 evants L 116 C. 1.63 (1.02-2.57)
C. All cause
martality
Wang et al®® Chinese 1873 (1207/666) 67 i AV A 11 IV:=0.354 A 114 (1.02-1.27)  Yes
Syst-China martality C. 20 Baseline B. 1.34 (1.14-1.57)
Trial 2001 B. Stroke
mortality
C. All cause
mortality
De Lesuw et al*  Elderly Ewropeans 4552 (1500,/3052) 70 2 AV A 140 V=0.370 A. 103 (0.93-1.15) No <mmm
Syst-Eur Tral mortality L. 286 Baseline B. 1.06 {0.99-1.13)
2002 B. OV
endpaints
L. All cause
mortality

OV = cardiovascular.

Baker JF, et al. Am J Med 2005
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Mas riesgo en pacientes de alto riesgo

Table 3 Summary of most recent prospective cohort studies wsing multivanate analysis to evaluate the association of serum unc acid and cardiovascular outcomes in patients at
high cardiovascular risk

Highest
division of
Mean Events/deaths wuric aod or
No. studied age Years per 1000 cutoff point Risk estimate after
Study Population (men'women ) (years] follow-up Owtcomes measured person-years  (mmol/L) adjustmant Independent?
Lehto et al®™®  NIDDM in Finland 1017 (551/446) 4564 7 Stroke events 16 ~(.205 1.91 (1.24-2.94) Yas
1998 Baseline
Bickel et al**  Angiograph-proven 1017 (747/270) 62 2.2 A. Al cause mortality AL 41.3 IV=0.422 A 1.23 (1.11-1.36)  Yes
2002 CAD B. Cardiac mortality Baseline B. 1.17 (1.04-1.31)
Anker et al**  CHF 112 50 z All cause mortality 24 Cutoff =0.565 3.0 (2.4-6.4) Yas
2003 X1 as
outpatient
Weir et al* Stroke 3731 (1786/1945) 72 2.7 A. Subsaquent events A, 184 IV=0.38 X1 AL 1.27 (1.18-1.36)  Yes
2003 B. 90-day placemant on admission B. 0.78 (0.67-0.91)

CAD = coronary artery disease; CHF = chiromic heart failure; HIDDM = non-insulin-dependent dizbetes mellites.

Baker JF, et al. Am J Med 2005
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e Gota
— Riesgo de IAM

— MRFIT (Multiple Risk Factor Intervention Trial)
— 12.866 varones, seguimiento 6,6 anos
— Hiperuricemia & Gota como variables

Krishnan E, Arthritis Rheum 2006
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Risk-adjusted ORs for primary and secondary end points, by multivariable logistic regression*

Palacio de Congresos. Valencia

5y 6 de Mayo 2011

Presence versus absence of

Presence versus absence of

hyperuricemia gout
Outcome OR (95% ClI) P OR (95% ClI) P
s Wl el on 1.20 (1.08-1.32) <0.001 1.32 (1.2-1.5) <0.001
hospitalization records
Acute MI based on annual EKGs 1.16 (1.04-1.28) 0.006 1.17 (0.64-2.2) 0.68
g&g’:@ry SRR DRI )L 1.17 (1.16-1.19) <0.001 1.38 (0.91-2.11) 0.13
All nonfatal acute Mls 1.15(1.12-1.19) <0.001 1.31 (1.24-1.38) <0.001
Fatal acute Mls 0.91 (0.65-1.27) 0.57 0.96 (0.66-1.44) 0.83
All acute Mls 1.11 (1.08-1.15) <0.001 1.26 (1.14-1.40) <0.001

*QOdds ratios (ORs) were adjusted for the effect of “clustering” within the randomization arms of the study,
Hyperuricemia was defined as a serum uric acid level 27.0 mg/dI.

Krishnan E, Arthritis Rheum 2006
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e (Gota

— Riesgo de CHD

— Health Professionals Follow-up Study
— 51.297 varones, seguimiento 12 anos
— Gota como variable

Choi HK, Circulation 2007
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® Gota

RRs of Death From All Causes, CVD, and CHD According to Status of Gout and CHD at Baseline and
During Folow-Up In the Health Professionals Follow-Up Study (1986-1998)

Choi HK, Circulation 2007
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e Gota

— Mortalidad CV en varones de edad media
— MRFIT

— 9.105 varones 41-65 anos

— Seguimiento: 17 anos

— Sin evidencia clinica ni ECG de CHD

— Hiperuricemia & Gota como variables

Krishnan E, Arch Intern Med 2008
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® Gota

Krishnan E, Arch Intern Med 2008
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e Limitaciones

* Ningun meta-analisis sobre HU incluye gota
— Es una variable asociada a inflamacion crénica

» La definicion de HU es heterogénea

— Para puntos de corte
— Para rangos

e Cuando se incluye “gota “ como variable
— HU pierde potencia estadistica

* Ningun estudio incluye la severidad de la gota
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¢ Hiperuricemia y Gota?

DODG MATISM.
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Acido drico basal (por mg/dl)
Sexo femenino

Insuficiencia renal (CICr<60 ml/min)
IMC >25kg/m?2

Hipertension

Gota tofacea

Alcohol > 20 gr/d *

Gota poliarticular

Evento CV previo

Edad ®

Diureticos

Diabetes

Creatinina (mg/dl)

Ataques >4 /afio

F Perez-Ruiz, et al. Arthritis Rheum 2009 (abstract) Submited for publication
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2 Upper QT (> median) : 1.50-4.58

F Perez-Ruiz, et al. Arthritis Rheum 2009 (abstract) Submited for publication
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Intervencion
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Alopurinol y e hipertension

&

Systolic Blood

Diastolic Blood Pressure, mm Hg

130+

Pretreatment

804
85
B0
754
70
65

60+
Pretreatment

24-h Mean Systolic Blood Pressure

Placebo

E o o
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m Hg
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% »

s
4
3
4
3

e
S

Systolic Blood Pressure,
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-
=
(=]
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End of
Placebo Phase

24-h Mean Diastolic Blood Pressure

Placebo

70

Diastolic Blood Pressure, mm Hg
~
@

End of
Placebo Phase

[ ]

17

poss 98 90 & 9o

Allopurinal

o

Pretreatment

Pretreatment

End of
Allopurinol Phase

Allopurinol

End of
Allopurinol Phase

Feig DI, et al. JAMA 2008
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Alopurinol y mortalidad CV

TaeLE 2. HRs for all-cause death comparing allopurinol users with controls

Control group Allopurinol group

Number of deaths from all causes 745 276

HRs (95% CI)

Adjusting for baseline urate level referent) 0.78 (0.67, 0.91
+ Age, race, BMI, sex referent) 0.79 (0.68, 0.92

1.0 ( ) ( )
1.0 ( ) ( )
+ Comborbidities, health care utilization 1.0 (referent) 0.74 (0.63, 0.87)
1.0 ( ) ( )
1.0 ( ) ( )

+ Cardiovascular and other medications referent) 0.74 (0.63, 0.87
+ Baseline cholesterol, albumin, GFR referent) 0.77 (0.65, 0.91

The variables are added at every level of the iteration.

Baseline laboratory measurements

Urate, mean £ s.o., zmol/| 488 + 59 = Kot B o e
Cholesterol, mean £ s.0., mmoli 509+ 1.12 502 1.09
GFR, mean =+ s.0., mimin/1.73m? 7511+ 20.0 69.8+21.2
Albumin, mean +s.o., ¢/l 43+ 4 43+ 4

Luk AJ et al.Rheumatology 2009
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| Assessed for eligibility (n=135) |

(E::mtrol Al!(qpurinol
ATOU IO
Excluded: (n=22) (n= 5%} (n= 5};)
|e-GFR 2 60 ml/min/1.73m? I
v Age (years) 71495 72.1.x79
[Randurpized (n=113) ‘ €. cystatine (mg/L} 19+0,7 1.9 +05
. Serum creatinine (mg/dl) 1.8 = 0.6 1.7 + 04
_ = — eGFR (ml/min per 1.73 m*) 39.5 = 124 40.6 * 11.3
[Allopurinol group [n=57) | Uric acid (mg/dl) 73+ 16 79+ 21
P[;:crn:i':ttle:i:fetr:ft;;relv (n=6) Discontinued Prematurely [n=9) hsCRP (mg /L) 3.4 (4.7) 4.4 (4.5)
pednich Lo e Serum fibrinogen (mg/dl) 374278 38179
-Minor adverse events (n=2) -Deaths (n=2) ESR (mm/h) 15 f21) 17 (23)
J Hemoglobin (g/dl) 145 +46 136*+1.7
Serum albumin (g/dl) 44 +0.3 43+03
[Completed stady w51 ] [ Completed study (n=47) _| Albuminuria (mg/d) 35(47)  36(343)

Ensayo clinico aleatorizado, 113 pacientes CKD
Alopurinol 100 mg/d vs. PBO
Seguimiento 24 meses
Medidas de desenlace: A e-GFR y eventos vasculares

Goicoechea M, J Am Soc Nephrol 2010
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Ensayo clinico aleatorizado, 113 pacientes CKD
Alopurinol 100 mg/d vs. PBO
Seguimiento 24 meses
Medida de desenlace: e-GFR y eventos vasculares

p=0.018 p=0.000

0,8
0,4

4 0
purinol
ip -0,4
trol

@ -0,8

UA change (mg/dl)

-1,2

e-GFR change (ml/min/1.73 m?)

-1,6

=2

¢ Reduccion del 70% de los eventos vasculares?

Goicoechea M, J Am Soc Nephrol 2010
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¢Hay indicaciones de tratamiento de la
hiperuricemia asintomatica?

MINISTERIO agencia espafiola de
DE SANIDAD IIlmedicamentos y
Y POLITICA SOCIAL @ productos sanitarios

FICHA TECNICA

ALOPURINOL MUNDOGEN EFG

Alopurinol esta indicado para el tratamiento de las principales manifestaciones clinicas de deposito de
acido urico/uratos. Estas manifestaciones son artritis gotosa, tofos cutaneos y/o afeccion renal con
deposito de cristales o formacion de calculos.

www. AEMPS.es
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¢Hay indicaciones de tratamiento de la
hiperuricemia asintomatica?

MINISTERIO agencia espafiola de
p  DE SANIDAD, POLITICA SOCIAL m medicamentos y
E IGUALDAD . productos sanitarios

FICHA TECNICA DE URINORM

BENZBROMARONA

4.1 Indicaciones terapéuticas
Urinorm es un medicamento hepatotoxico y por tanto esta indicado unicamente en pacientes que
no respondan o no toleren el tratamiento con alopurinol en alguna de las siguientes situaciones:

www. AEMPS.es
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TARLE IV Maintensnce Doses of Allopuringl for
Adinlts Basad oo ndividual c:maﬁaﬁna

Clearance Mapsuramanis
Craatitios
Lluarancs Saimisnance Do
{mi por mituke] of Adlogringl
& 180 mg avery three days

10 163 ) every T davs
24 190G mg daily
4% 150 mg daily
BG 204 g daily

g7 2 i
|10 400 i daite |
1 3 i
| 144 400 e dally |
This (abis is based on & stendard caintenance dose of 300 ma per
wwﬁ%ﬁmﬂxawﬁamwmammmmwiw
ey g swinitite, The suggested mgintenance 92ses of allopuringt for
MW?%M%&%%MW&&WM@M
W{mﬁmmmy
Rovnl nafficienoy dose/ Stardard 9056 = Serum oipuringt naif-life

%W ai crpitiniveg Clegranoo of 10U mi por minule/Serum
ripsainot haibiife oximrino in renal insulficiency

L) !
FEMI'

Hande KR, Am J Med 1984
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Limitaciones para la prescripcion de benzobromarona

MOTAINFORMATIWE

Ref. 2004002
10 de febrero de 2004

RESTRICCION DEL US0 DE BENZBROMARONA (URINORME®) ¥ SUSPEMSIGON DE COMERGIALIZACION DE

BENZIODARONA (DILAFURANE®) ¥ DE LAS ASOCIACIONES BENZEROMARONA-ALOPURINOL (ACIFUGANE®,
FACILIT®)

Urinorm es una especialidad de Diagnostico Hospitalario, por lo que los tratamientos con esta
especialidad unicamente deben ser iniciados por meédicos especialistas en reumatologia o
nefrologia.

www. AEMPS.es
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Nuevos farmacos: febuxostat

e Compuesto no purinico
e Inhibidor selectivo de la Xantino-Oxidasa (SIXO)

— Inhibe ambas isoformas (oxidada y reducida)
— Reduccion lineal, intensa, dosis-dependiente de la uricemia

90
CH, 30 -
Jo 70 -

(0]
2 A\ HL 60 -
K | o N 50
NC CH -
g ” \/?/ 3 40

30
20

COH 10
Alopurinol Febuxostat 0 , , ,

40 80 120 240
mg/day mg/day mg/day mg/day

Khosravan Clin Pharmacokinet 2006; 45 (8): 821-841
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Nuevos farmacos: febuxostat

e Biodisponibilidad
— >80% PO, Tmax: 1.0-1.5 hora, t, ,: 5-8 horas
— No varia con ingesta o antiacidos
e Metabolismo
— Hepatico
— Excrecion mayoritariamente como metabolitos inactivos
— Renaly biliar
* Sininteracciones
— Tiazidas
— Warfarina
— AINE (naproxeno, indometacina)
— Colchicina
e Sin cambios PK relevantes en pacientes con: CKD 3-4 o Child A
Perez-Ruiz F, Future Medicine 2008
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Nuevos farmacos: febuxostat

Nombre comercial: Adenuric®

Dosis registradas: 80y 120 mg PO qd
Dosis inicial: 80 mg/day

Dosis maxima: 120 mg/day

Eficacia:

e Evaluable a 2-4 semana de exposicion a 80 mg qd

e Aumento a 120 mg si no se alcanza uricemia adecuada
e Seguridad:

e Profilaxis de atagues agudos > 6 meses (gota)

* Enzimas hepaticos

e Evitar o moderar la ingesta de etanol

©@ ©@ ®©® © @
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Febuxostat no se recomienda en:
Pacientes con cardiopatia isquémica o ICC
Pacientes tratados con AZA o 6-MP
Pacientes con CKD 5
Pacientes con disfuncion hepatica moderada-severa

Debe tenerse precaucion si se administra a:
Pacientes tratados con teofilina
Pacientes con trastornos tiroideos
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Conclusiones (l)

1. Tanto hiperuricemia y gota se asocian

e Cuartiles mas altos de uricemia
 Laseveridad de la gota

2. Agrupacion de factores
e Mas riesgo
e Beneficio de intervencion
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Conclusiones (I1)

3. Estudios de intervencion necesarios

e Poblacion de riesgo
e NNT

4. Limitaciones de tratamientos reductores de la uricemia
* Nuevas alternativas: febuxostat
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Gracias por su atencion

FATH RACLS .



