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BALRIL 2MREROG

cQ BRRENEHTIBEICEWNT. ALEFoAN—=REBERTHIIEIIEHBFERTHIIEICLLLTHETESD

T—ER—X [EfE

Bt 2017/3/3
No. mERX BREHHK
#01 = FREEIFE /TH and (SH=3A ) 444
#02 J&EE/TH and (SH=AE) 409
#03 (B REEINYE/TA or FRELEF|MAE/TA or fERE/TA or FREEFERILEAE/TA) and CAEFE/TA or FEE/TA or FHi/TA) 3,352
#04 Colchicine/TH 1,728
#05 colchicine/TA or IJLEF>//TA or demecolcine/TA or T *3)L,2/TA or Lumicolchicine/TA or JLSIJLEFL/TA 1,486
#06 (#1 or #2 or #3) and (#4 or #5) 182
#07 #6 and (A2 7 F 1) R/TH or Y RATITA4YILE 2—/TH) 0
#08 #6 and (RD=*4F7F1JT X) 0
#09 #6 and (AT T R/TA or VRATITAVILE 1—/TA) 0
#10 #6 and ZEHAES(>/TH 41
#11 #6 and (RD=22EHAKS1>) 2
#12 #6 and ZEHARESA/TA 4
#13 #10 or #11 or #12 42
#14 #6 and 54 L b EEEERER/TH 6
#15 #6 and (RD=5>% Lb LE 8GR ER) 0
#16 #6 and (S5 LAELLEGERER/TA or E{E AL ELEEKER/TA) 2
#17 (#14 or #16) not #13 6
#18 #6 and (EFRFEHME/TH or EFMMRT A2 /TH) 10
#19 #6 and (RD=#5_4 L b LLE R ER LEERRZR) 0
#20 (#18 or #19) not (#13 or #17) 4
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F—ARAR—X Pubmed
=ED) 2017/3/3
No. [EEN BREGH
#01 "Hyperuricemia/therapy” [MH] 811
#02 (hyperuricemia*[TIAB] OR hyperuricaemia*x[TIAB] OR hyperuricemic*[TIAB] OR hyperuricaemic*[TIAB]) 2,780
AND (therap*[TIAB] OR treatment*[TIAB] OR chemotherap*[TIAB] OR pharmacotherap*[TIAB] OR
prophylaxis[ TIAB] OR precautionary[TIAB] OR preventi*[TIAB] OR prophylacticx[TIAB])
#03 “Gout/therapy”[MH] 3,840
#04 (gout[TIAB] OR gouty[TIAB]) AND (therap*[TIAB] OR treatment*[TIAB] OR chemotherap*[TIAB] OR 4,241
pharmacotherap*[TIAB] OR prophylaxis[TIAB] OR precautionary[TIAB] OR preventi*x[TIAB] OR
prophylactic*[TIAB])
#05 "“Colchicine/administration and dosage”[MH] 824
#06 “Colchicine/adverse effects” [MH] 1,148
#07 “Colchicine”[MH] 14,315
#08 (colchicinex[TIAB] OR demecolcine[TIAB] OR lumicolchicine*[TIAB]) AND (“Gout Suppressants”’[MH] OR 9,125
“Gout Suppressants”[PA])
#09 “Drug Administration Schedule”[MH] 92,883
#10 (colchicinex[TIAB] OR demecolcine[TIAB] OR lumicolchicinex[TIAB]) AND (administration*[TIAB] OR 1,090
adverse effect*[TIAB] OR adverse event*[TIAB])
#11 (#1 OR #2 OR #3 OR #4) AND (#5 OR #6 OR ((#7 OR #8) AND #9) OR #10) 360
#12 #11 AND (JAPANESE[LA] OR ENGLISH[LA]) 308
#13 #12 AND (“"Meta—Analysis " [PT] OR “meta—analysis [TIAB]) 5
#14 #12 AND (“Cochrane Database Syst Rev’[TA] OR “systematic review” [TIAB]) 14
#15 #12 AND (“Practice Guideline”[PT] OR “Practice Guidelines as Topic”[MH] OR (guidelinex[TIAB] NOT 13
medline[SB)))
#16 #13 OR #14 OR #15 27 |Sheet1
#17 #12 AND (“Randomized Controlled Trial”[PT] OR “Randomized Controlled Trials as Topic”[MH] OR 30
(random*[TIAB] NOT medline[SB]))
#18 #12 AND (“Clinical Study“[PT] OR “Clinical Studies as Topic”[MH] OR ((clinical trial*[TIAB] OR observational 46
stud*[TIAB]) NOT medline[SB]))
#19 (#17 OR #18) NOT #16 41 Sheet? Wortmann RL, 2010 /
Borstad GC, 2004
#20 #12 AND (“Epidemiologic Studies”[Mesh] OR “Epidemiologic Research Design”[MH] OR “Comparative 46
Study”[PT] OR “Multicenter Study”[PT] OR ((cohort stud*[TIAB] OR comparative stud*[TIAB] OR follow—up
stud*[TIAB] OR case control*[TIAB]) NOT medline[SB]))
#21 #20 NOT (#16 OR #19) 23 |Sheet3
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[4-2 XEBFZE 7o —F % —F] PRISMAFEBHZHZE

NGC
NA

NICE
NA

PubMed Cochrane Ef§E EMBASE WHO PsycINFO®

90 NA 52 NA

NA

NA

CINAHL  Others( )
NA NA

Total records identified through

database searching (n= 142 )

Additional records identified through

other sources (n =

T )

Records screened (1st Screening)

(n= 143 )

Full-text articles assessed for eligibility

(2nd Screening) (n= 3 )

Studies included in qualitative synthesis

(n= 1 )

Studies included in quantitative synthesis

(meta—analysis) (h= 0 )

Records excluded

(n= 140 )

Full-text articles excluded,
with reasons

(n= 2 )
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NGC
NA

NICE
NA

PubMed Cochrane Ef§E EMBASE WHO PsycINFO®

90 NA 52 NA

NA

NA

CINAHL  Others( )
NA NA

Total records identified through

database searching (n= 142 )

Additional records identified through

other sources (n =

T )

Records screened (1st Screening)

(n= 143 )

Full-text articles assessed for eligibility

(2nd Screening) (n= 5 )

Studies included in qualitative synthesis

(nh= 3 )

Studies included in quantitative synthesis

(meta—analysis) (h= 0 )

Records excluded

(n= 138 )

Full-text articles excluded,
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(n= 2 )
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1. Borstad, GC et al. 2004 1. Colchicine for prophylaxis of acute flares when initiating allopurinol
for chronic gouty arthritis. J Rheumatol. 31(12): 2429-2432.
AR
1. Karimzadeh, H et al. 2006. 1. Different duration of Colchitine for preventing recurrence of Gouty
arthritis. J. Res. Med.Sci. 11(2): 104-107.
TR AR 2. Wortmann, RL et al. 2010. 2. Effect fo prophylaxis on gout flares after the initiation of urate—
lowering therapy: Analysis of data from three phase Il traials. Clin
Therap. 32(14): 2386-2397.
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1. Borstad, GC et al. 2004 1. Colchicine for prophylaxis of acute flares when initiating allopurinol
for chronic gouty arthritis. J Rheumatol. 31(12): 2429-2432.

2. Karimzadeh, H et al. 2006. 2. Different duration of Colchitine for preventing recurrence of Gouty

; arthritis. J. Res. Med.Sci. 11(2): 104-107.
R AR

3. Wortmann, RL et al. 2010. 3. Effect fo prophylaxis on gout flares after the initiation of urate—
lowering therapy: Analysis of data from three phase IlI traials. Clin
Therap. 32(14): 2386-2397.

1. Paulus HE, et al. 1974 Prophylactic colchicine therapy of intercritical gout. A placebo—
controlled study of probenecid-treated patients. Arthritis Rheumatism
17(5) 609-614.

TER AR

2. Sclesinger N, et al. 2011 Canakinumab reduces the risk of acute gouty artthritis flares during
initiation of akkourinol treatment: result of a double—blind, randomized
study. Ann Rheum Dis 70:1264-1271.
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2. Karimzadeh, H et al. 2006.

1. Colchicine for prophylaxis of acute flares when initiating allopurinol
for chronic gouty arthritis. J Rheumatol. 31(12): 2429-2432.

2. Different duration of Colchitine for preventing recurrence of Gouty
arthritis. J. Res. Med.Sci. 11(2): 104-107.

R AR 3. Wortmann, RL et al. 2010. 3. Effect fo prophylaxis on gout flares after the initiation of urate—
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1. Seth, R et al. 2014. Preventing attacks of acute gout when introducing urate—lowering
therapy: A systematic literature review. J. Rheumatol 41(suppl 92):
2. Shekelle, PG et al. 2017. 42-47.
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Test for averall effect: Z — 5.26 (P < 0.00001) oo ravo?jrlc Long tprmL}—avourq thlr[r)rprm 10)_
aAAVE OLEFUORAFHESTAEERELTOREBERED Y XVABEICE L HSHH. Nortmann 520100 ERHERIZL S

L. BEERERO YRV (FEHERE (8EM) EREEE 64 R) TEEERFEDHLOATULEL,

Funnel plot
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cQ HEINDHMH?
c |EEEaLETF A — o |BREELRTHENS
RCT 2
METHIY XERE a—F
EF)L ST LME ¥k Inverse—variance method (RevMan5.3)
1
R |VAVH HaE 145( 140 - 150 ) P=  0.00001
long short Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Karimzadeh H 45 B2 29 B3 1.2% 1.58 [1.16, 2.15] 2005 -
Woartmann RL 2178 2268 1212 1823 OB8% 1.44 [1.40, 1.49] 2010 .
Total (95% CI) 2330 1886 100.0% 1.45 [1.40, 1.50] |
Total events 2223 1241
Heterogeneity: Tau® = 0.00; Chiz = 0.31, df = 1 (P = 0.58); I* = 0% k f 1 t {

Forest plot Test for overall effect: Z = 21.61 (P < 0.00001) oo s g ovoumhart
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R . WO SREAFKEIRERETEORSHAREGE . MBREED
SBEEFFICHALONOT, CEITATIIRBETED IFEE-YDOERT=N
EAEEERLGYZ V=0 (TTTXFYRAYMMO~60mg: 10mg) . JAERBIIRFIZERE
EDRFRINDFREUENT L, ZLOAEEICE > TREEE TERBEIZIE
NSAIDs PO)LEFU D FHIRE (QILEFUhN\—) D EIHONTE=H, FHEABREE
KDFHD-HOILEFUDHEHMIZ OV TIXAREGEE LK, REBFIHE
BLE TR EOBMEIZ DD THE - B LD AL,

Karimzadeh bW EIZHEWLNTIAILEF o 1mg/B3~6N A5 E A S5EEELTT
~IMAKREEZREIREGEHELTLE T 5L, EHR 5 E TIE63/ 03441 (54%) [Z5&
BAFEEMNI T, REIIR 5 & TIE6261d 1741 (27.4%) LRBAFEEDHEE (X
FEL., IS0~ 12 AR EICEWTHRERRIEREEILT~IN B ERIETH T
CEMNDARMAR I MEEEBLTIALEFUODFHIREIZT~INANEELLE
LTLA(1),

FRBIOT—A2TIEHAH . Wortmann 5(E3DD PhaseIID+SAT7IL
(FACT. APEX, CONFIRMS) TaJ/LEF> & NSAIDs DTS5 D BEMMEE LK -2
FTLTULVA(2), FACT & APEX [FT)LEF206mg Z1H2EBHANEFTOX
250mg Z1H2[@ T8:ER#% 5 . CONFIRMS TlXRIFEZ6M A S LTSI, X0
—JHEYEFELSRF—LAERO L. fIEFEHR S, REFZRYGTESEHLLT
FACT & APEX TIX P& 5 hIEE# D8~ 128, CONFIRMS TlXFHiE5HIEE
#BM24~28BIZHE T HRAFKIEDHEELELLER T H5ZEELTz, Wortmann 5 IEME R
FA{E6.0mg/dl R EME LR ZERE NI RAREREELERFILTLSD . ThEh
DESATIVIZE T HEREEZRXIZEEEH SN TLVSD FACT45.3%(3). APEX42.7%(4).
CONFIRMS45.4%(5) EL TlRRF/EABMZEZHEH L=, FACT & APEX DR 58T
(%182351 5161145 (33.5%) IZf@EFEA/EAE > TLNBD (XL T CONFIRMS DK HA
258 TX2268% i@ R F/EIL06] (4%) I2BET . AILEFUDFIHIREIL8ET
[FEITEMNANEFELNEEZAOND, COBATITFHEENTIILEFUEITT
BF7aX U RS REENTONSIENSEFIZFTILEF o HN—EEWNTINA
WECADIRETIEH D, T, TNENDISATILIZHITE T TXFIREVNES
=M FACT TIl&80mg. 120mg, APEX TlX80mg, 120mg. 240mg & CONFIRMS M
40mg. 80mg [CHEE L TR EEMNZ N EEN\ATRELZAREEL H D,

CD2ONEETEIERITEMRRABEE I REL TMABREEE6Sme/d RiEEH
EBIZL=707)/—)LAEICELT. 3ILEF06mg Z1B2RI 5T 2 LTS+
RS TeN ABIOBERAREEEFLLELT- Borstad b DAENHS(6), Tt
REE2205| TlITmAFE/EL 6 AR TSR ~T=DITR L TaILEF U5 E 214
TIE12EIZBEET . ChEO~IN A E3~6MBIZRITTRETHETILEF TR SR
DFEBAREEITTOT) /—ILEHEHIHDO~INBICETREI-TEY., AR EIEE
EREDI~6M A TIIEETH 1=, IREEDAEBEEZERZINAFOILEFY
DFHRE IV ETAERBENSTIINABRENEZLLVELTWNS, ZOE
(FIWNEFUDFHBEEOENMEERETTOIBEACTIBLEARTIIH LN, [




—DXRTHEAESERAEBSZFLELTEY., Karimzadeh 545 Wortmann 5D &
SHTEIIXB—CHLEE TELZUN =0 A2BFNSIIERIN LAY, JILEF U hAN—DHA
MZEZEZA5 L TEELRNXEEZBIEL-,
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(1) Karimzadeh H, Nazari J, Mottaghi P, et al. Different duration of colchicines for
preventing recurrence of gouty arthritis. J Res Med Sci 2006; 11(2): 104-107.

(2) Wortmann RL, MacDonald PA, Hunt B, et al. Effect of prophylaxis on gout flares after
the initiation of urate-lowering therapy: analysis of data from three phase III trials. Clin
Ther 2010; 32(14): 2386-2397.

(3) Becker MA, Schumacher HR Jr, Wortmann RL, et al. Febuxostat compared with
allopurinol in patients with hyperuricemia and gout. N Engl J Med 2005; 353:2450-2461.
(4) Schumacher HR Jr, Becker MA, Wortmann RL, et al. Effects of febuxostat versus
allopurinol and placebo in reducing serum urate in subjects with hyperuricemia and
gout: s 28-week, Phaseslll, randomized, double-blind, parallel-group trial. Arthritis
Rheum. 2008;59:1540-1548.

(5) 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 CONFIRMS
trial.Arthritis Res Ther. 2010;12:R63.

(6) Borstad GC, Bryant LR, Abel MP, et al. Colchicine for prophylaxis of acute flares when
initiating allopurinol for chronic gouty arthritis. J Rheumatol 2004; 31(12): 2429-2432.
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RRRBEH X, VO LEREFEEITRERETEDORSMIRRGE . MERBRIED
SBEEEFRICHLNOT L, CEICKTIEREETEDIFHAZYDODEFED
EHAEEEBYZ NV =H(T2TFYRR2YM0~80mg: 10mg) | JAEBHIRRE AR F
ENFEHINSFAREELE L ZLDAREIZI o THREER T ZERIBEIZ(E NSAID
PONLEFUDFHES (QILEFUOAN)DEIOONTEA., JLEFUDOERE
BRI DWW TILBAREGEZE TG, REAFHIRELEHFTHIESOFEMMEIZDOLT
L8 - RREF L= T DA, Z&IZ, QOL [ITE R LUI-RTMER Z EE M R EE
BRIFEETH -, AIEFUAN—FTILTRAREDEEEEZ (EDaTIL-
7545 X5 —)L: VAS ) CTHLEL 1= Borstad H5DHZE(1)F QOL ODREELL LS E
EZ =D, REEME T RGARIR6M BRI T VAS [(FOLEFUREENI64TT SR
XTHREEDS.08LYEETHO-EDHERNBESNTLAIDATHY., HE5HEDZE
EEHIES S LIFTEAMof=, COMXIFTTATY/—ILE100mg MoHiET 50
MELREHRDAETRERTERENTHONTLSD, BRI ER O REERKL
209~248L LLEIZ MERRBRAEFEERRLLTLSNLM, 7AT) /—ILERK
INED100mg THRBEERIBLTH TS RETIXO~INAIZILEFURERHEL
B9 AESERFEENRI TS, ER2E U LDFERFEEER T LSTIEMERE
REETER/NEDREETETEEZAKBT AHIITLINEFUAN—EER
EEZLND,

& 3k
(1 Borstad GC, Bryant LR, Abel MP, et al. Colchicine for prophylaxis of acute flares

when initiating allopurinol for chronic gouty arthritis. J Rheumatol 2004; 31(12): 2429-
2432.
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i JRBEEI 2. W B IS VEIZIREER: FIR O 5-BHAAH 2 & MG R BAE O 2% 7 2 )
BRI BTV, TDOED., < OFREIZ X o TIREERE FTIHD & 5 B 121X
NSAID, zveF >, AT A ROPEHNRLED L TEZ,

IR RO T OdDaL e FrOREGHBIZOWTIIHALNIERZ SN TR
D, BEORBEFENEZ > Tho, 37 A1 64 A2, 1420 E (8, 472 & & v 5 #iln
KD, LnLansare F oM & BTG OF MM GEIERE N
V35, QOL NUET D) 2OV THEL - it LRI <, SHICAEFLZOLE
DWW THEEH BT SR R L 72 FEIC W i TIE E A E AR B LR,

Borstad GC, et al [ X D HiAI&E “EHEKRY 7 AR5 R[5l TIZ, 218 F 2 0.6mg
X1~2[BDOFHITABMENH D LRSI TWDEN, 0~3» A DB BB G5t L 3~674
HORMFVRGHOM TORERROEICOVTIF R L T2,

Karimzadeh & ORIz L5 &, EFHEO2ELL FOF#EZE (GOT, GPT)D EHIL, =2
tF o 3~64 HRERETE34 34 (4.8%). T~9+» HEERET624 %454 (8.1%). 10~12
r AP GRETE54 64 (9.2%)IZHA LT, WIns —idMET, are FUkEICTH
EEb L, SHMTHEZEIALN -T2 (p=0.2) [6], ZOHFEORESE LTIE, 77
TR NV—TWMEESIN TN 2N & N T ADOERMEREWNZ ERET o5,

HRIENT OF — 2 TlxdH 57, 350 Phase III » k5 A 7/ (FACT. APEX,
CONFIRM) Cai/bt F > & NSAID I X D HEHRLZZIHOWTOLE: - Rt AH LN 5[7],
FACT. APEX (2815 2L b F o O8I E G G T GIC L 5 HEHEFRIT9934 H
5474 (55.1%)IZ% B4, —J7. CONFIRM ThO =Lt Fr D6, AL (EHTIH#H5)IC
X oA EFEFGIL18074 9964 (55.1%) &, AHEFLAMICE(LITA LN hoTz, L
L. flx DEEFRLETRLE D> T-OF ERJERKRYE T, 2/t F U af&kE5RE (FACT,
APEX) 9934 #1904 (9.1%), =/t F R 58 (CONFIRM) C18074 #9344 (5.1%)
Thot, Aa—7HYHF L SRTF—LPNMAIATo T2l Ax ODFEFRIZONTOEICION
TOBE (FVPFLHLTIZareFr b raxdtr OFERLOREY . FNENE
IR ERE & BB ERETIT> TV D) T, RIORT X ) ICEHEGHE ChISRERE O 4E
WE < 7e o TWD2S, T, BIEIBERER, BUE. K - EH7e SO, T L AR
BB CHEBEICE NS T,

VL EOMFEREN S, are FroEE s THLRBZGE TLREEFRERICHERRET
B HIVIRWRTREME N B 5, T2 TS RERSR & DS E 12DV Tld Karimzadeh H, et al 5% T
WIANAT AV ATRRENLEDOD, BHHRE X TEY®RSETL1.694%. $£72 Wortmann
RL, et al DI BAE LT — & TIE3.08fF & DFERTHY . T H2oD RCTIZL D
AZFREHTTIE, e F o EHIERGIC LD ITERERES OEE IR G L ik L THEI
EETH 5 (RR=2.93(5#HIX[#] 1.96-468)7%, funnel plot #4179 121X RCT H A HE V2
Wil . FETFEREREEDANAOEEFERICHONT S, 5% 0 RCT OEEIC L AR 41757
IRT IR B0,

FE LR (B R GEE (647 A)
FACT, APEX CONFIRM P&
(n=993) (n=1807)
RIE A ik 547 (55.1%) 996 (55.1%) NS




b RGE R 90 (9.1%) 150 (5.1%) NS

T 83 (8.4%) 93 (5.1%) 0.000
i - BAS - FEARER 57 (5.7%) 94 (5.2%) NS

34 i BE L R 52 (5.2%) 66 (3.7%) <0.05

G 49 (4.9%) 51 (2.8%) <0.005

R e MR 25 (2.5%) 140 (7.7%) 0.000
BIIEIR - N 20 (2.0%) 21(1.2%) NS

M 5T+ L P 35 (3.5%) 40 (2.2%) <0.05

FACT: Febuxostat Versus Allopurinol Control Trial in Subjects With Gout
APEX: Allopurinol- and Placebo — Controlled, Efficacy Study of Febuxostat

CONFIRM: A Phase 3, Rondomized, Multicenter, Double-Blind, Allopurinol — Controlled
Study Assesing the Efficacy and Safety of Oral Febuxostat in Subjects With Gout
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=)L & F (colchicine), EIfEH (adverse effect), E7ED'E (QOL). REEK: T HIEH#E (urate
lowering therapy). JAEFEIETFS (prophylaxis for gout flare)
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