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Hyperuricaemia: risk of goutl

& For patlents with chronic sympto-
matic hyperuricaemia whe fail 1o
respond-to a low purine diet, allopuri-
nof is the standard drug used to pre-
vent complications. This xanthine oxi-
dase inhibitor can, in rare instances,
cause severe skin reactions.
Probenecid, a uricosuric agent, with
which there is aiso long experience, is
a second-line option.

& Febuxostat, another xanthine oxi-
dase inhibitor, is now authorised for
the treatment of hyperuricaemia.

% Two randomised double-biind tri-
als in 762 and 1072 patients tested var-
ious doses of febuxostat compared
with a standard dose of allopurinof
{300 mg/day). Febuxostat normalised
uric acid leveis more frequently thao
allopurinel. However, averall, more
patients suffered goul attacks with
febuxosiat than with aflopurinol during
the first two months of ireatment,
despite preventive measures (30-35%
versus 22%}). Between 3 and 6 months
of treatment neither drug reducad the

c acid is the metabolic end prod-
ot of exogenous and endoge-
nous putings. Hyperuticagmia is
generally defined as plasma wric acid
concentrations exceeding .42 mmol/
(79 mg/) in menr: and posimenopausal
women, or 035 mmoll in pre-
menopausal women (1), These o
centrations are associated with a risk of
sodiurn urate crystal deposition in syn-
avial fluid and in other fissues {1},

o aot confuse
hyperuricaemia and gout

Drug therapy is not nscessary for
agymptomatic hyperuricasmia {2},

The prasence of sodium urate crystals
in synovial fluid can cause acute inflam-
matory reactions, thus provoking gout
attacks. Persistent hyperuricaemia is
sometimes associated with the devel-
opment of visible or paipable crystal

aitacks

incidence of gout attacks more effec-
tively than placebo. Afler one vear of
treatment about two-thirds of patients
suffered gout attacks, with no differ-
ence between the febuxostat and alio-
purinol groups.

% In these trials there were mote pre-
mature treatment withdrawals with
febuxostat than with aliopurinol,

% The adverse effects of febuxostat
are poorly documented, especiatly car-
diag, hepatic, haematological and thy-
roid disorders. in the short term,
severe cardiac disorders, based on a
composite endpoint, were 4 10 5 times
more frequent with febuxostat than
with allopurinol. Treatment withdrawals
due to hepatic disorders were more
frequent with febuxostal than with
aflopurinol (2.8% versus 0.4%). The
refative frequency of severe cutanecus
disorders with febuxostat and alio-
purinol is not known.

% Clinical evaluation does not include
any head-to-head trials of febuxostat
versus probenecid.

deposits (fophi) at various sites, espe-
clally in the joints. These pert- and infra-
articutar deposits can erode the carti-
lage, ieading to destructive gouly
arthropathy. More rarely, sodium urate
crystal deposition in the kidneys can
cause renal lithiasis or even interstitial
nephropathy (1),

Long-term hyperuricaemic therapy is
often needed for symptomatic patients,
The objective is to reduce the production
of wric acid and/or to promote its renal
elimination. After failure of a low purine
diet, the standard drug is allopurinol, a
puring analogue, that acts both on uric
acid production (by inhibiting xanthine
oxidase, an enzyme involvad in purine
metabolism}, and on renal uric acid elim-
ination. The main adverse effect is the
onset, in rare cases, of cutaneous hyper-
sensitivity reactions (Lyell or Stevens.
Johnson syndrome) (3,4). A yricosuric
drug such as probenecid represents an
alternative. B
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% In practice, patients with hyper-
uricaemia should continue to receive
alfopurinol as first-line treatment, and
probenecid as second-line treatment if
altopurinol is neffective.

nol mmams i ﬁrst»hm,wﬁgm
mesit i this seﬁmg, while the best:
sesondJine option s probenecid &
drug with which fébuxosiat has. not
been comparad.
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Tablets

+ 80 ma of febuxestat per fablet
* 128 g of febuxostal per tabiet

M Licenised Indications:

“Chronic hyperuricaemia in conditions
wherg urate depuosition has already
oceurred fincluding a history, or presence
of. tephus andior gouty arthritis)”.

[EU marketing authorization, centralised
procedure]

bypourtcsemin agent;
zanthine oxidase inhibitor
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=~ Fabuxostat (Adenuric”, Beaufour
Ipsen) is a xanthine oxidase inhibitor
unrelated to purine and pyrimidine
hases. It is now also authorised in the
European Union for the treatment of
hyperuricaemia. s its risk-benefit bal-
ance any more favourable than that of
afiopurine! in the prevention of gout
attacks?

Gout attacks early In

Clinical evaluation of febuxostat in this
setting is mainly based on two {rigis
versus aliopuringl. Alopurinol was given
at a dose of 300 mg/day, while the max-
imum recommended daily dose is
800 mg to 800 my in some countries. in
additicn, the aflopurinol dose was not
adjusied according to the blood con-
centration of uric acid (3,5,6). There are
no trials comparing febuxostat with
probenecid.

The onte-year Fact trial: many treat-
ment withdrawals. This double-biind
conirolled trial included 762 patients
with gout and hyperuricaemia
(> 80mgyT) (6). After randomisation they
received febuxostat B0 mg/day, feblixo-
stat 120 mg/day, or allopurino! 300 mg/
day for one year. All patients received
naproxen or colchicine for the first eight
weeks in order to prevent goud attacks at
the beginning of treatment.

During the first B weeks of treatrent
the incidence of gout attacks was high-
er with febuxostat 120 mg/day (36%
versus 21%, p<0.001). During the rest of
the trial about two-thirds of patients had
gout attacks, with no statistically signif-
inant difference between the groups.
Nor was there a difference in the per-
centage reduction in the number Of sur-
tace area of fopht in the 156 patients who
had tophi at baselina.

The primary endpeint was the per
centage of patients with uric acid lsvels
below 60 mg/ at the 3-month visit. The
wo doses of febiixostat were mora effec-
tive than alfopurinol {53% of patients
with 80 mg, 623 with 120 mg and 21%
with allopuringl.

Atthe end of the trial, there was a sig-
nificantly greater improvement iy quali-
ty of fife with aflopurinotthan with febux-
ostat {6).

There were a large number of pre-
mature treatment withdrawals, usually
due 1o gout attacks or adverse effects.
These discontinuations were statistical-
ty more frequent with febuxostat
120 mg/day {39.2%} and febuxostal
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80 mg/day {34.5%;) than with aflopusinot
{26.5%).

The 28-week Apex trial. This ran-
domised double-blind trial included
1072 patients (6), who received 80 mg,
120 mg of 240 mg of febuxosiat, 200 mg
of aflopurinol or placebo daily for
28 weeks.

During the first 8 weeks of treatment
the incidence of gout attacks was 28%
with febixostal 80 mg, 36% with 120 mg
and 46% with 240 mg, 23% with allo-
purinotand 20% with piacebo. This inci-
dence was siatistically higher with the
120 mg and 240 mg doses of fatuxostal
than with the other treatments. During
the rest of the trial the incidence of gout
attacks did not differ significantly
between the groups {52% in the place-
bo group), with the exception of the
febuxostat 240 my/day group (57%).

There was no dfference between the
five groups in the reduction in the num-
ber and size of topht.

The percentage of patients whase
uric acid leveis were below 80 mg/l at
3 months was significantly higher with
fabuxostat BO my/day {72%), 120 mg/
day (79%), and 240 mg/day (92%) than
with affopurinol {39%} or placebe {1%).

Tre rate of prematute treatment with-
drawals was 35% with febuxostat
RO mg/day, 26% with 120 mg, 36% with
240 mg and 2% with affopuring! (8},

fisk of cardiac and hepatic

In the two trials versus allopuring
ahout one-quarter of patients had an
adverse effact atfributable to treatment,
with no significari difference between the

qroups (8).
]
“FF 1 the aoverse effect most fre-
; ..} quently responsibie for reat-
ment cessation was an abnormal Hvar
function test result: there were 5 with-
drawals with febuxostat 86 mg (1.9%),
7 with febuxostat 120 mg (2.8%), and
1 with aflopurinol (0.4%) (p=0.04 versus
ailopurinol (5).
This apparent hepatotoxicity of febuxo-
stat warants rigorous pharmacovig
fance.

Hepatic disorders require
monitoring. In the Fact triat

Cardiac disorders. in the
two comparative trials the
incidence of cardiovascular
events was estimated on the
basis of an endpoint combining cardic-
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vascular death, non-fatat myocardial
infarction, non-fatal stroke, and non-fatal
cardiac amest. The incidence was 4 10
5 times higher with febuxostat than with
allopurinof (1.3 versus 0.3 per 100 pa-
tient-years) (6). During long-lerm un-
biinded follow-up studies of patients
included in these tials, the incidence was
similar with febuxostat and affopuring!
{about 1.20 per 100 patient-years).

In the Fact trial there were 4 deaths in
the febuxostat groupg and none i the
allopurinol group (B, two of these deaths
were due to cardiovascular causes
(heart failure and cardiac arrest). The
European Medicines Agency (EMEA)
report does not mention any deaths in
e other comparative trial (8). The
EMEA has asked the company to con-
duct a long-term study designed to com-
pare the cardiovascular risks of febuxo-
stat and affopurinol as part of ts risk
management programme (6).

{ Hypothyroidism? About
1 _Z | 8% of patients treated tong-
i _J term with febuxostat had an
L2 ncrease in their thyrold stim-
utating hormone level, compared 10
about 3% of patients treated with affop-
urinol (6). Thyroid disorders are alse
included in the risk management pio-

|

gramme.

increased platelet count:
long-term consequences?

1 An increase in the platelet
2 couni was stalisticaily more

frequent with febuxostat than with aflop-
urinof during long-term follow-up of com-
parative trials (B% versus «1%:3 (6). The
possible clinical consequences are not
KNown.

Headache. In the double-
piind comparative trials, 2%

7| of patients had headaches
b7 79 that the investigators attrib-
uted to febuxostat (6).

Oedema. Qedema oocured
in 4% of patients treated
with febuixostatin compara-
tive trials, versus tess than

135 with placebo (8).
} % ¢ | the comparative trials about
; 7% of patients treated with

# | febuxastat or alfopurino!
developed skin rashes, an incidence
similar to that observed with placebo (6).
No cases of Lyelt or Stevens-Johnson
syndrome occurred during these trials.
Hawevar, thesa syndromas are ran and

Cutaneous disorders? In




it is not known whether they occur mors
or less frequently with febuxastat than
with affopuringl.

tnteractions likely. Febux-
ostalis a weak inhibitor of
cytochrome P450 iscen-
zyme CYP 2D8 (8.7}, The
clirical consequences are not known,
Xanthine oxidase inhibiion leads to an
increase in the plasma concentrations of
mercaptopuring and azathioprine, two
immunosuppressants (8).

Although a pharmacokinetic study
showed no interaction between febuxo-
statand warfarin, a few cases of haem-
orrhage oocurrad in patients treated with
hoth drugs in clinical {rials (8,7},

Febuxosiat:
ey mpny uanlinowns

In patients with hyperuricaernia, distary
measures should be the first-line treat-
ment. Drugs shouid be reserved for
patients in whom dietary measures fai.
CGitnical evatuation of febuxostat high-
lights the importance of not confusing
surrogate markers and clinical outcome
measures that are relevant o patients.

in the twoe main comparative trials,
febuxostat was more effective than alio-
purinel in reducing hyperuricaemia, but
this increased mobilisation of uric acid
crysials led 1o a higher frequency of
gout attacks at the beginning of treat-
ment, despite preventive measures. In
the fonger term, the reduction in hyper-
uricaemia did not lead to a raduction in
the incidence of gout attacks during at
ieast the first 6 months of reatment.
Fehuxostat was na more effective than
alfopurinol at one yeat.

In summary, i treatments for hyper-
uricaermia are to have a tangible clinical
nenefit, they must be used preventively
and ragadarly for long periods. However,
febuxostatis less acceptable o patients,
due to its numercus adverse effects.

Allopurinol remaing the standard first-
ine drug in this setling. In second-iine
treatrment, febuxostat has not been com-
nared with probenecid, a drug that has
been in use for many years and whose
adverse effects (including sometimes
infense drug interactions) are weff docu-
manted. In contrast, the adverse effects of
shuxostat are poorly documented, due to
& ack of post-marketing follow-up studies.
it is therefors better fo continue to use
oprobenecid in second-fine treatment.

SReview prepared and transiated
by the Prescrire Editorial Staff
{no conilicts of interast]

AGSESSMENT
ELSEWHERE

The following extracts are from the
¢ gonclusions reached by the Canadian
. heslth technology agency concerning
| fabuxostat (Adenuric®).

issues in Emerging Heaith Techno- |
logies (Canada): (...} superior {5 alio- |
purinot for lowering Liric acid fevels () 1ts ¢
efficacy in preventing gout attacks was
similar to that of allopurinol. Despite &
simiar rate of adverse effects, individuals
an febuxostal were more likely o slop
traatment than those on alfopurinot” (13,
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Literature search

Our Iersture search was based on contin-
upus prospective scrutiny of contents listings
of the main International journals, Current

Chnical Mec and member bal-
ieting of the International Society of Drug Bul-
letins {ISDB} at the Prescrire library; routine
consuftation of a clinical pharmacology fext-
beok (Martindale The Complete Drug Refer-
ance); and Toutine consultation of the websites
of the European Medicines Agency (EMEA)
and the US Food and Drug Administration
{¥FDA), up to 25 June 2008,

We also searched the following databases:
Embase/Excerpta Medica Drugs and Phar-
macalogy {1991-2" guarter 2008}, Mediine
{1986-June week 1, 2008), Reactions (1883-May
2608}, and The Cochrane Library (CDSR, Dare,
Central, HTA, Rhaeed; 2008 issue 2), and the
fotfowing wehsites: Cadth, CVE, DERP, lnami,
iqwig, NICE, Scottish Consortium and SIGN, up
1o 24 June 2068,

Despite our request for information,
Beaufoor ipsen did not provide us with
any m!orma?ion
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Qur jutigement is based on the Ehssapeutm advance
of the new prodict,

1t considers not only the inherent vakse of each
proguct in terms of s risk-benifit balance, but also

‘jta’advantages snd disad?aﬁiaga relative tu

existing products available inFrancs. Niole that the
relative valis of new pmdwts S8R wmrfwm ofe
caizrfﬁ'y 1o am:ther
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“A HEAL ADVANGE: The p%od;m‘t' i an impar
+ i thémapautic eﬁmam s ?sa:x carlam ifn%
;izmms 2 .

- the presem mer*peu%:c gramm

POSSiBLY ﬁELi’F{}E. The gzmdix:i has minima
aticitional vaéua g should set changs pre-
smbmg h&bﬁs BADEDE T rard ciroumstances.

NOTHING EQW:- Fhe product may De anew
substencs bubis superfiiins because | doss not
adr 1o tie ciinical possibiities olfered by pravi-
ot prORICE av::matﬁe In rrm"tcasm i congerns
& st produst

JUDGEMENT RESEHVED: The aditors post-
pang thelr fating untit batler data and a more
thorgugh evaluation of the drug are avaitatie.

NOT ACCEPTABLE: Product without
evidant benefit but with. potential or
et disadvaniages,

Quality of information from
pharmaceutical companies

in response to our systematic requests

Company provided detailed information including
utipuitished dena and packaging tems,

Company provided information limited to
3 adrinistrative and pubkished data.

fgﬁf{v Comgany provided minimal inforiation, mainiy
. administrative data,

= Company provided ro information.
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