Febuxostat 80 MG

1.1 ¥9n15A" (Trade name) :
1.2 FpmalulazruInANLTe (Generic name and potency) :

> Febuxostat 80 MG/TABLET
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Febuxostat tJugnga Xanthine Oxidase inhibitor 1eangdgudsegainnizsetaulassl
Xanthine Oxidase @adusissufizenluniswieu hypoxanthine u xanthine unsng3n (Uric
acid) Jsdinadudsnisasiansaginlu Serum anas 81 Febuxostat Lifinalunisdudueulesdaun

AEURIAUNTZUIUNTAUATIZILAE Metabolism 984 Purine wag Pyrimidine

Nucleic acids
Purines
Hypoxanthine
ﬂ‘_é Xanthine oxidase
Xanthine Allopurinol, febuxostat
ﬂc— Xanthine oxidase
Uric acid
Urate oxidase @ Sulfinpyrazone
Rasburicase & _—~ Probenecid
Allantoin Renal

(water-soluble  excretion
metabolite)



1.3 puaudinundvaauaans (Pharmacokinetic properties)

Absorption: ®  Bioavailability, oral: 75% to 85%
B Effect of food: (oral, 80 mg), Cmax decrease by 49% and AUC decrease
by 19%; may be taken without regard to food
®  Tmax, oral: 0.5 to 1.5 hours
Distribution: ®  Protein binding, albumin, primarily: 98% to 99%
" Vd:41to50L
Metabolism: ®  Hepatic: Extensive
B Active metabolites: Hydroxy febuxostat metabolites
®  Weak inhibitor of CYP2D6
B Substrate of CYP1A1, CYP1A2, CYP2C8, CYP2C9, UGT1A1, UGT1A8, and
UGT1A9
Elimination: B Fecal: (oral, 80 mg), 45%, 12% unchanged

" Renal: (oral, 80 mg), 49%, 3% unchanged
®  Total body clearance: 5.6 L/hr

Elimination Half Life B 510 9.4 hours

1.4 YUk (Indication) :

» Tdsnwnnzninginludongeaiingess

1.5 9u1aLaz3slY (Dosage and Adminstration) :

> Gout, Inadequate response to, intolerant of, or not eligible for allopurinol -

Hyperuricemia

Initial, 40 mg orally once daily; may be increased to 80 mg once daily if serum

uric acid levels of less than 6 mg/dL are not achieved after 2 weeks (FDA
dosage)
Concomitant medication, administer an NSAID or colchicine when initiating

therapy; continued use may be useful for up to 6 months (FDA dosage)

Initial, no more than 40 mg orally daily; titrate over weeks to months to target

serum uric acid level of less than 6 mg/dL and continue indefinitely if well-

tolerated (guideline dosage)




B Concomitant medications, administer antiinflammatory prophylaxis (eg,
colchicine, NSAIDs, predniSONE/prednisoLONE) concomitantly when initiating
treatment; continue for at least 3 to 6 months with ongoing evaluation and
extend prophylaxis as needed for continued gout flares (guideline dosage)

> Uric acid level above reference range, In patients receiving chemotherapy and at
intermediate to high risk of tumor lysis syndrome; Prophylaxis
® 120 mg orally once daily for 7 to 9 days, starting 2 days prior to chemotherapy
with adequate or increased hydration up to 3 L/m(2)/day (off-label dosage)
® 60 mg orally once daily for 6 to 14 days, starting 24 hours prior to chemotherapy
(off-label dosage)
1.6 Yol (Contraindication) :
> vlldsuiu azathioprine or mercaptopurine %38 theophylline

1.7 @1n1sldfiaUsyasa (Adverse Drug Reaction) :

Common

> Dermatologic: Rash (0.5% to 1.6% )
> Gastrointestinal: Diarrhea (Greater than 1% ), Nausea (1.1% to 1.3% )

» Musculoskeletal: Arthralgia (0.7% to 1.1% )

Serious

» Cardiovascular: Myocardial infarction

> Dermatologic: Drug reaction with eosinophilia and systemic symptoms, Stevens-
Johnson syndrome, Toxic epidermal necrolysis

> Hepatic: Abnormal liver function (4.6% to 6.6% ), ALT/SGPT level raised (3% ),
Aspartate aminotransferase serum level above reference range (2% )

> Musculoskeletal: Gout, acute, Myositis, Rhabdomyolysis

> Neurologic: Cerebrovascular accident
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1. fUasutien allopurinol Juuse uazilveviulunisldenngy uricosuric

2. waslden uricosuric 33U allopurinol udd JUIeilseAuUNIALINNINNTY 6 me/dl



3. Wugmadenlunsdifild allopurinol udadeuledduguiu 3 wivesrnund viieliuduiiu

2 wih vasseiunaulvien uwasliveviuldenay uricosuric

1.9 9uUnIN3871581I1981 (Drug-Interaction)

Major Methotrexate (theoretical)
Rosuvastatin (probable)

Theophylline (probable)

Contraindicated Azathioprine (theoretical)

Mercaptopurine (theoretical)
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Febuxostat iflugnansedunsaginluden 14snwlsanfidoss luntsssmadsldsudots
Igdwiulasiunazsnwnnensngsnludengunnainnssnulsaueiss (cancer therapy-induced
hyperuricemia) 8100nga8uss xanthine oxidase aoulusiililunisnszuiunisadnsagin
(pengvdwAEniu allopurinol Sudhiensnulsanmaseseiildiumum) enislifivdsvasiues
febuxostat flenawy iy AAuld fudu vande Tsamdfitu msvinuresiuinund

FDA vesanigeudnlsmumuteyasuaudasafoves febuxostat 71191
Cardiovascular Safety of Febuxostat and Allopurinol in Patients with Gout and Cardiovascular
Morbidities (CARES) trial #atdunisinwinianddnuuy multicenter, randomized, double-blind
trial Tugfaelsame 6,190 ey 7il65U febuxostat (n=3,098) %38 allopurinol (n=3,092) Aanana
Wunauu 32 weu (Judnans deszeznandnaunsldouudigade 85 ew) nuindnsinis
meelsnilauazraoniden (cardiovascular death) Tungu febuxostat 1Aty 4.3% dung
allopurinol Ay 3.29% (HR=1.34, 95% Cl=1.03-1.73) LLazé’mwmimﬂmﬂmLmimaifmﬁgwm
(all-cause death) lungu febuxostat AR 7.8% dunay allopurinol \AnTu 6.4% (HR=1.22,
95% Cl=1.01-1.47)
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» misldf febuxostat iANuERRENIAEfelsaTlauazvasnidon LaznsmBNE LR
Tnesauonna (Fenandnadu)
» asld febuxostat Lawwma‘jﬁ@ﬂaﬂ% allopurinol Tyldkavelianunsanudonisiiuuuin
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> mﬁmmmmmmazmmnmmmﬁmﬁﬂaL.LawaaﬁLﬁamiuﬁﬂaaﬁ%’wﬁzmu febuxostat
> Iﬁﬁwa%msLLfﬁﬁﬂ’;&Jﬁ%’wiwm febuxostat fapaadssvesenfiinesyuuiilanasviaon
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Febuxostat n13@nw1lu phase 3 study LW3suLisun1slu febuxostat U allopurinol wazen
“aonwuIN febuxostat @ansnansyau SUA laaninevaenuay allopurinol Tuauin 300 mg #ie
$u HaanuvwIaie 80, 120 uay 240 me Aeu ingUaelsanim 1,072 Ay A1 SUA P99 6
mg/dl Al 48, 65 uag 69% ﬁuaﬂﬂzjmﬁlé’%’u febuxostat Tuawa 80, 120 wag 240 mg MUAIRU
SnviagfinelsalmFesantuau 35 au Anudilinmeuausie febuxostat ifenitgnallopurinol
natradesdulng fiintudlolsdsu febuxostat Turnagsie Vioadouazisdoufsue fddyliny
NMSYINUTIRULa I laRAUINA
N13AN©1 open-label extension study W1 40 Flanmifimnsfinwideiosnin phase 3
study[18] 1A5U febuxostat 80 %38 120 mg %3 allopurinol 300 mg Aaiu WUSEAU SUA anas
Houn11 6 mg/dl uagdnI1N1IAITUUBdlIA (gout flare rate) anasauiiouliionnisiay 8ns1n13
mevesfviuesiou tophi (Resolution of an index tophi) Winfu 46, 36 Way 29% Tuéﬂaaﬁlﬁ%’u
febuxostat ¥u1A 80 mg, febuxostat 120 mg ag allopurinol 300 mg AU ANUAIAY
Schumacher wagANy S1891UNITANYILUY open-label extension study 1‘14;3‘1]18%015%
febuxostat 10waan 28 Ju 3wiu 116 au luwuin 40, 80, %38 120 mg Meiu nui1 SUA fang
anasinidu 93% vesftlas 58 Aufidinsinwiogvdsan 5 Tluud giinsaiveamstiduiiaiu
fforsnn wazou tophus wegluiiatu 69% fhenusldd uasiiiiae 13 aungamssnwiiosan
NATILAEN

Uagdudslainsfinwid3suiisunistv allopurinol waiusurunauvwngsdn 800 mg deduy
fu febuxostat prawdululdmsusuruediufiReglutiagiude allopurinol 600 mg setu uan
Usedndwanansniu febuxostat Fskiifins@nwiauineisingan anudasanisves allopurinol Tu
yunefiganilensieuliisuiiu febuxostat falimsmudeya asuigtaelifinnzunsndouuas

Aesnsansziunsnginhudenlisnndinadentd allopurinol lumnadendusuusnesnssny
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eulgdludugeu vieade Uinfsue aduld Uinde waziiiu uwasvinuld febuxostat Taufue

azathioprine, mercaptopurine %38 theophylline



A1919U3BUBU DRUGS FOR TREATMENT OF GOUT AND HYPERURICAEMIA

Allopurinol ‘ Febuxostat Probenecid Benzbromarone Sulfinpyrazone
nalnnnseangms ann1sadegsn (X0 wiunsuginmala (Uricosuric)
AT 100 mg/Capsule 80 mg/Tablet 500 mg/Tablet 100 mg/Tablet 100 mg/Tablet
gunenlunisine 50-800 40-80 500-2000 50-200 200-800
wuma‘ﬂuﬁ"{ﬂ’)&flﬂ ®  CrCl 10 to 20 mL/min : 200 mg ®  Renal impairment (mild to Dosage requirements may be Contraindicated : if CrCl < 20 Not-effective if < 30
orally daily moderate, CrCl, 30 to 89 increased; may not be effective mUy/min mU/min
B CrCl less than 10 mL/min : Do mL/min): No dosage in chronic renal insufficiency,
not exceed 100 mg orally daily adjustment necessary particularly if GFR is 30
" CrCl less than 3 mL/min : Do ®  Renal impairment (severe, mL/minute or less (Not effective)
not exceed 100 mg orally daily CrCl, 15 to 29 mL/min): Limit
dose to 40 mg once daily
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severe cutaneous adverse reactions
(SCAR) 21nn13ld allopurinol #i1ldlae
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