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LRIV GOUT-GL-CQ03
ca CQ3 BREMEARHBMEEEZITH T, RO A—LERBIRECLLTHETESN ?
74—z (BT
Bt 20178 3A4B(L)
# BRA R
#01 T PREAMNAE/TH 5922
#02 FEE/TH 5114
#03 B REEIMAE/TA or FREZBFIMAE/TA or FEE/TA or FREESESILEAE/TA 10,021
#04 BIMmE/TH 94,458
#05 BmME/TA 111,079
#06 ("Xanthine Oxidase”/TH) and (SH={5#i4 % - FREHHE) 268
#07 8 RAMHF]/TH 10,165
#08 FERANH|F]/TA or FEINFIF/TA or RS/ TA or FEEARZEE/TA or fEEINHIZE/TA or FREAME TIE/TA or FREEAE RINHIZE/TA or FRERIE T ZE/TA 354
#09 Allopurinol/TH 2,138
Allopurinol/TA or 7AJ1)/—)L/TA or Adenock/TA or Aideito/TA or Allohexal/TA or Allohexan/TA or Alloprin/TA or Allopurin/TA or Allorin/TA or Allozym/TA or
Allpargin/TA or Allural/TA or Aloc/TA or Alositol/TA or Anoprolin/TA or Anzief/TA or Aprinol/TA or Apulonga/TA or Apurin/TA or Arythmet/TA or Atisuril/TA or BW—
56-185/TA or Bleminol/TA or Caplenal/TA or Capurate/TA or Cellidrin/TA or Cytock—-D/TA or Embarin/TA or Foligan/TA or Hamarin/TA or Jenapurinol/TA or
Ketanrift/TA or Ketobun/TA or I:opurin/TA or. Lysuron/TA or Masaton/TA or Milurit/TA or Milurite/TA or Miniplanor/TA or Monarch/TA or NSC-1390/TA or
#10 Neufan/TA or Novopurol/TA or “Pan Quimica”/TA or Pro.dec/TA or Prggout/TA or Pureduct/TA or.PurinoI/TA or E‘emid/TA or RibaI.I/TA or Rim.apu.rinoI/TA or 3,505
Roucol/TA or Salobel/TA or Suspendol/TA or Takanarumin/TA or Tipuric/TA or Tobelytan/TA or Uribenz/TA or Uric&/TA or Uridocid/TA or Uripurinol/TA or '
Urosin/TA or Urtias/TA or Xanthomax/TA or Xanturic/TA or Zygout/TA or Zyloprim/TA or Zyloric/TA or ZATAL/TA or 7F/9%/TAor 77702 /TA or 7TV
J—IV/TA or 7Y RAYR/TA or FAUR—IL/TA or 7EF—L/TA or TEYY/TA or 7R /TA or 7o Z—T/TA or 7B TR/TA or TR TV /TA or H A kvl
D/TA or $OAR—)L/TA or FAOYWJ/TA or BNFILIV/TA or kRYBZ/TA or /4772 /TA or TOTYY/TA or Y b/TA or S=TF5/—)L/TA or EF—U/TA
or 12— /TA or YR—IL/TA
#11 Febuxostat/TH 573
#12 Febuxostat/TA or 717‘#‘/X9‘7|~‘/TA or Feburic/TA or “TEI 6720”/TA or TEI-6720/TA or TEI6720/TA or “TMX 67”/TA or TMX-67/TA or TMX67/TA or 374
Uloric/TA or 9B %/TA or 271)9/TA
#13 Topiroxostat/TH 105
#14 Topiroxostat/TA or “FYX 051”/TA or FYX-051/TA or FYX051/TA or Topiloric/TA or Uriadec/TA or 97 Tv49/TA or REAFYRAYE/TA or RERY YT /TA 69
#15 REAHEHR R/ TH 1,375
#16 FREEHEMARAER]/TA or FREEHEHRHER]/TA or FREGHEH{RHESE/TA or FREGHEMF/TA or FREGHEMIRHESE/TA or FREGHEMZE/TA 151
#17 Benzbromarone/TH 695
Benzbromarone/TA or X2 X T ATHY/TA or Acifugan/TA or Benzbromaron/TA or Benzbromaronratiopharm/TA or Benzmarone/TA or Besuric/TA or
#18 Bromanome/TA or Desuric/TA or Goutmalon/TA or Kiranga/TA or “L 2214”/TA or L-2214/TA or L2214/TA or “MJ 10061 “/TA or MJ—100_61/T:A or . 346
MJ10061/TA or Muirodine/TA or Narcaricin/TA or Trebianom/TA or Urinorm/TA or Uroleap/TA or 7 A!)—=7/TA or ™9+ O /TA or 524 /TA or RLET
J—Ls/TA or T—HUL 2 /TA or TAR/—L/TA or RV XA /TA or ARV /TA or A /—L/TA
#19 Probenecid/TH 284
#20 Probenecid/TA or jﬂ’{‘*"/\\F/TA or Bengcid/'I:A or Benemid/TA or ?enuwI/TA or Pro*‘Cid/TA or Proberiid/TA or “Probenecid Weimer”/TA or 285
Probenemid/TA or FARUE/TA or FTARZUR/TA or TARRIYR/TA or TARRKIR/TA or RRIUE/TA
#21 (#1 or #2 or #3) and (#4 or #5) and (#6 or #7 or #8 or #9 or #10 or #11 or #12 or #13 or #14 or #15 or #16 or #17 or #18 or #19 or #20) 278
#22 #21 and (A27FJTR/TH or YRATFITAYYILE1—/TH) 5
#23 #21 and (RD=2A47F 1) R) 0
#24 #21 and (AZT7FYLVR/TA or VAT ITFAVILE 1—/TA) 2
#25 #21 and BEAAES12/TH 2
#26 #21 and (RD=SZHAARS1M2) 1
#27 #21 and BRAAESA2/TA 0
#28 #21 and T2 LELLEGEAER/TH 8
#29 #21 and (RD=5 57 LML HLIRHER) !
#30 #21 and (G4 LAELLEERER/TA or SBAE AL LLEGRER/TA) 1
#31 #21 and (EFFARIFE/TH or EEMBET Y12 /TH) 33
#32 #21 and (RD=35 4 L L LLEGHER LLEFATR) 14
#33 #22 or #24 or #25 or #26 or #28 or #29 or #30 or #31 or #32 62
#34 (#4 or #5) and (#6 or #7 or #8 or #9 or #10 or #11 or #12 or #13 or #14 or #15 or #16 or #17 or #18 or #19 or #20) 461
#35 #34 and (A27F I R/TH or VRATFITAYYILE1—/TH) 5
#36 #34 and (RD=2A47F 1) R) 0
#37 #34 and (AZT7FYYR/TA or VAT ITAVILE 1—/TA) 2
#38 #34 and BEAAIRSA42/TH 23
#39 #34 and (RD=BEHIFF1) 1
#40 #34 and BRAARSAV/TA 0
#41 #34 and U4 LAELLLEEHER/TH 1
#42 #34 and (RD=52 % Lfb LB EER) 2
#43 #34 and (G4 LELLEERER/TA or SBAE AL LLEGRER/TA) 1
#44 #34 and (EFHARIFE/TH or EEMBET A2 /TH) 44
#45 #34 and (RD=#5 4 L (L LLEGHER LLELFATR) 23
#46 (#35 or #37 or #38 or #39 or #40 or #41 or #42 or #43 or #44) not #33 27
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4RI GOUT-GL-CQ03
ca CQ3 BRBIESHBLEBECHSNT, REAVIA—VETRRRCHLTHETES, ?
F—&~<—x |Pubmed
=0o 201743R4RA(1)
# B’RRX XERE
#01 “Hyperuricemia”[MH] 2,469
#02 hyperuricemia*[TIAB] OR hyperuricaemia*[TIAB] OR hyperuricemic*[TIAB] OR hyperuricaemic*[TIAB] 6,706
#03 “Gout”[MH] 10,731
#04 gout[TIAB] OR gouty[TIAB] 11,480
#05 “Hypertension”[MH] 230,737
#06 Hypertensi*[TIAB] OR High Blood Pressurex[TIAB] 379,494
#07 ”Xanthine Oxidase/antagonists and inhibitors”[MH] 1576
#08 “Gout Suppressants”[PA] 56,555
#09 “Allopurinol“[MH] 6,989
Allohexal*[TIAB] OR Allohexan*[TIAB] OR Alloprin*[TIAB] OR Allopurinx[TIAB] OR Allorin*[TIAB] OR Allpargin*[TIAB] OR Allural*[TIAB]
OR Apulonga*[TIAB] OR Apurin*[TIAB] OR Atisuril*[TIAB] OR Bleminol*[TIAB] OR Caplenal*[TIAB] OR Capurate*[TIAB] OR
Cellidrin*[TIAB] OR Embarin*[TIAB] OR Foligan*[TIAB] OR Hamarin*[TIAB] OR Jenapurinol*[TIAB] OR Lopurin*[TIAB] OR Lysuron*[TIAB]
#10 OR Milurit*[TIAB] OR Novopurol*[TIAB] OR Pan Quimica*[TIAB] OR Progout*[TIAB] OR Pureduct*[TIAB] OR Purinol*[TIAB] OR 8,188
Remid*[TIAB] OR Rimapurinol*[TIAB] OR Roucol*[TIAB] OR Suspendol*[TIAB] OR Tipuric*[TIAB] OR Uribenz*[TIAB] OR Uridocid*[TIAB]
OR Uripurinol*[TIAB] OR Urosin*[TIAB] OR Urtias*[TIAB] OR Xanthomax*[TIAB] OR Xanturic*[TIAB] OR Zygout*[TIAB] OR
Zyloprim*[TIAB] OR Zyloric*[TIAB]
#11 “Febuxostat”[MH] 280
#12 Febuxostat*[TIAB] OR TEI 6720x[TIAB] OR TEI6720*[TIAB] OR Uloric*[TIAB] 462
#13 “FYX-051" [Supplementary Concept] 19
#14 FYX-051*[TIAB] OR Topiroxostat*[TIAB] 32
#15 “Uricosuric Agents”[MH] 1,143
#16 “Uricosuric Agents”[PA] 6,458
#17 “Benzbromarone”[MH] 317
#18 Acifugan*[TIAB] OR Benzbromaron*[TIAB] OR Besuricx[TIAB] OR Desuric*[TIAB] OR Narcaricin¥[TIAB] OR Urinorm*[TIAB] 429
#19 “Probenecid”[MH] 3,401
#20 Probenecid*[TIAB] OR Pro-Cid*[TIAB] OR Probecid*[TIAB] OR Benuryl*[TIAB] OR Benecid*[TIAB] OR Benemid*[TIAB] 3,680
#21 (#1 OR #2 OR #3 OR #4) AND (#5 OR #6) AND (#7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18 337
OR #19 OR #20)
#22 #21 AND (JAPANESE[LA] OR ENGLISH[LA]) 298
#23 #22 AND (“Meta—Analysis”[PT] OR “meta—analysis”[TIAB]) 5
#24 #22 AND (“Cochrane Database Syst Rev”[TA] OR “systematic review”[TIAB]) 5
#25 #22 AND (“Practice Guideline”[PT] OR “Practice Guidelines as Topic”[MH] OR (guideline*[TIAB] NOT medline[SB])) 5
#26 #22 AND (“Randomized Controlled Trial”[PT] OR “Randomized Controlled Trials as Topic”[MH] OR (random*[TIAB] NOT medline[SB])) 38
#27 #22 AND (“Clinical Study”[PT] OR “Clinical Studies as Topic”[MH] OR ((clinical trial*[TIAB] OR observational stud*[TIAB]) NOT medline[SBI)) 61
#28 #22 AND (“Epidemiologic Studies”[Mesh] OR “Epidemiologic Research Design”[MH] OR “Comparative Study”[PT] OR “Multicenter Study”[PT] OR 82
((cohort stud*[TIAB] OR comparative stud*[TIAB] OR follow—up stud*[TIAB] OR case control*[TIAB]) NOT medline[SBI))
#29 #23 OR #24 OR #25 OR #26 OR #27 OR #28 123
#30 “Hypertension/drug therapy” [MH] 60,579
431 (Hypertensi*[TIAB] OR High Blood Pressure*[TIAB]) AND (therap*[TIAB] OR treatment*[TIAB] OR chemothrap*[TIAB] OR 148071
pharmacotherap*[TIAB] OR antihypertensi*[TIAB]) '
#32 (#30 OR #31) AND (#7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20) 890
#33 #32 AND (JAPANESE[LA] OR ENGLISH[LA]) 804
#34 #33 AND (“Meta—Analysis”[PT] OR “meta-analysis”[TIAB]) 7
#35 #33 AND (“Cochrane Database Syst Rev’[TA] OR “systematic review”[TIAB]) 8
#36 #33 AND (“Practice Guideline”[PT] OR “Practice Guidelines as Topic”[MH] OR (guideline*[TIAB] NOT medline[SB])) 5
#37 #33 AND (“Randomized Controlled Trial”[PT] OR “Randomized Controlled Trials as Topic”[MH] OR (random*[TIAB] NOT medline[SBI)) 119
#38 (#34 OR #35 OR #36 OR #37) NOT #29 86
#39 #33 AND (“Clinical Study”[PT] OR “Clinical Studies as Topic”[MH] OR ((clinical trial*[TIAB] OR observational stud*[TIAB]) NOT medline[SBI)) 172
#40 #33 AND (“Epidemiologic Studies”[Mesh] OR “Epidemiologic Research Design”[MH] OR “Comparative Study”[PT] OR “Multicenter Study”[PT] OR 291
((cohort stud*[TIAB] OR comparative stud*[TIAB] OR follow—up stud*[TIAB] OR case control*[TIAB]) NOT medline[SBI))
#41 (#39 OR #40) NOT (#29 OR #38) 100
#20 #12 AND (“Epidemiologic Studies”[Mesh] OR “Epidemiologic Research Design”[MH] OR “Comparative Study”[PT] OR “Multicenter Study”[PT] OR 46
((cohort stud*[TIAB] OR comparative stud*[TIAB] OR follow-up stud*[TIAB] OR case control*[TIAB]) NOT medline[SBI))
#21 #20 NOT (#16 OR #19) 23
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NGC

NICE

PubMed Cochrane [EmiE EMBASE WHO PsycINFO®

309 89

CINAHL  Others( )

Total records identified through

database searching (n= 398 )

Additional records identified through

other sources (n =

0 )

Records screened (1st Screening)

(n= 398 )

Full-text articles assessed for eligibility

(2nd Screening) (n= 32 )

Studies included in qualitative synthesis

(n= 3 )

Studies included in quantitative synthesis

(meta—analysis) (n= 1 )

Records excluded

(n= 366 )

Full-text articles excluded,

with reasons

(n= 29 )
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Cochrane Database
Syst Rev, 2017

adverse effects

I C 0] 239} AR
Terawaki H, 2013 T HT + CKD Alloprinol No treatment CVD
Maclsaac RL, 2016 EET HT Alloprinol No treatment CVD

RCT(MMeta—-Analysis |HT/preHT UA lowering agents placebo Withdrawal due to 3 trial D AR BEHT

(Analysis 1.6)
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Terawaki H, 2013

Maclsaac RL, 2016

Terawaki H, Effect of allopurinol on cardiovascular incidence among

hypertensive nephropathy patients: the Gonryo study. Clin Exp Nephrol
2013;17:549-553

SRR Maclsaac RL, Allopurinol and Cardiovascular Outcomes in Adults With
" Hypertension. Ertension 2016; 67:535-540
Cochrane Database Syst Rev, 2017 |Gois PH, Pharmacotherapy for hyperuricemia in hypertensive patients.
Cochrane Database Syst Rev 2017;4:CD008652
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Randomized adult subjects  [three febuxostat|placebo  [effect of BRAk |l a5 ek SIS
Controlled Trial |with gout, serum |(Pantheon, febuxostat febuxostatDsh & &4
urate Bourgoin- and %allopurinol&placebok b
concentrations > |Jallieu, allopurinol B Uzphasel | 1545k
8.0 mg/dL France) groups on blood gg}égﬁggg %G?I/E%
0, and 120 a0 AT TR
mg’/d an creatinine 0)%"5’&%*2;,@ 2
J Korean Med Sci aIIopLJrinoI level E%O%Tﬁﬁg&)éﬂ‘
e I & B 0D v IR 18 T
(Samil PoITEThS,
Pharmaceutical
s, Seoul, Korea)
group receiving
300 mg/d
Open label, non- [Fifty-two receive either  |non- effect of Boh | 2% Cenalapriliz
placebo adolescents, aged |enalapril or placebo allopurinol sEfnCallopurinolZ#¢ 5-L
controlled trial ~ [12-19 years, enalapril plus |control on blood IBEOMEDKT
newly diagnosed |allopurinol in pressure Open label, non-placebo
as essential combination controlled trial TlxdH5H5
hypertension All
participants had
J Nephrol ba.selin.e serum
uric acid level
>/=5.5 mg/dI
Curr Opin Review 2378
Rheumatol
retrospective CKD patients allopurinol effect of 2378
cohort study with 100mg/day allopurinol
hyperuricemia on blood
Indian J Nephrol pressure
single-blind, 55 individuals  |Group-1 in non- the effects of [BRAF |ILBENTHHOIBEIAT
randmized, non- |undergoing phase-1 placebo allopurinol DOkET,  single-blind,
placebo hemodialysis  [received 100  |control therapy in randmized, non-placebo

J Res Med Sci

controlled, cross-
over trail

patients with
serum uric acid
level > 6.5 (men)
and > 5.5 mg/dL
(women) and
hypertension.

mg/day orally
of allopurinol
for three
months; while
Group-2 was
given whatever
medication they
received prior
to the study.
After two
months of
washing period,
the groups were
crossed-over.

hyperuricemi
c
hemodialysis
(HD)
patients with
high BP

controlled, cross-over trail




Meta-Analysis |10 clinical reduction of BP effect of FRAL |10k —FABROD AY b
studies with 738 |(systolic / allopurinol Ifil FEIZ B L T Of#
3 Clin Hypertens participants diast(?lic) from on blood
(Greenwich) baseline to pressure
follow-up.
MinervaUrol  |Review bRt
Nefrol
Reumatismo Review 238
Open Sixty-six antihypertensiv |non- influence of |BR%% |RIMEZGTHREIA
Randomized Trial |patients aged 25- [e therapy on placebo allopurinol T%W@Eﬁ@ﬁﬁﬁl:ﬁ)
70 with mild and |either control on blood POLTRHOREIEIT
moderate arterial |perindopril (n = pressure and [ﬂl”f%:l‘/ol\n—llzf‘ﬁ s
hypertension 35) or aortic SILTa7V/ =N E B GL
hydrochlorothia compliance :’C%?ﬁ%f;[ﬂl]{? ke
; S DIz, EIREE I
zide (n = 31). |n'pat|ent§ S H1316.8% 7O
Blood Pressure After 8 weeks with arterl_al J—VILE~NDE R,
of hypertension allopurinol%7ziZplacebo%
antihypertensiv changes in BRI 3 2R L E - L3
e therapy, 150 clinic and REEEEHIZIE R HPET
mg of 24-hour BAtaE 75> TS
allopurinol ambulatory
daily was added BP
for the next 8
Blood Purif Review L
Randomized, 30 adolescents  |Allopurinol,  [placebo  |Primary B 11— 172 T tkn
double blind, (aged 11-17 200 mg twice outcome: 40%. BMIDFE¥)H33&
placebo- years) who had  |daily for 4 clinic BP EEE»Z . Shlo
controlled, cross- [newly diagnosed, |weeks, and monitoring, outcome listkix4h 5.
over trial never-treated placebo, twice secondary [ﬁl}f@%ﬁ{lﬁ@]}o Al
stage 1 essential |[daily for 4 outcome: 24- AN MRERIRL
hypertension and |weeks, with a hour
serum uric acid [2-week ambulatory
JAMA levels>or=6 |washout period BP
mg/dL. between monitoring
treatments.
open, non- Forty-eight Hyperuricemic |control the effect of |BRAF | @il ERHIZL
randomised, non- |hyperuricemic ~ |patients lowering ETBSY, 7u7)/)—
placebo and 21 received 300 uric acid MG TETIRTE], 2>
controlled, normouricemic  |mg/day level on ]‘U")l’ﬁ?‘i{ﬁ%%"@%
parallel trial patients were allopurinol for hypertension m’fﬁ%#@ihflf 2o
included in the |three months renal 15% R DL 4% b
Int Urol Nephrol ' N °1
study function, and v z’ﬂﬁﬁlﬁ@?n?‘)
e = EEear ha—)L o
proteinuria BSOS, B
HBREBAIET—hH
%énfh ‘%0
Clinical Trial; 7378
A.dv Exp Med Controlled
Biol Clinical Tria
Y
Ther Hung WA
EA
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Figure 9. Forest plot of comparison: | Uric acid (UA)-lowering drug vs placebo, outcome: 1.6 Withdrawals

due to adverse effects.
UA lowering drug  Flacebo Risk Ratio Risk Ratio

Study or subgroup Evenls Total Events Total Weight M-H Random, 95%C1 M-H, Random, 55% CI
feip 2008 0 0 0 1 ot estinanle
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15 DR i I JE Hyperuricemia

EIINES Hypertension

OILE R, AOHE (Mesh Term) Cardiovascular disease, complication
OLE S, ET-2R (Mesh Term) Cardiovascular disease, mortality
PREGAR TR E Uric acid-lowering therapy/Urate
lowering therapy

ERFRIAE, 15 (Mesh Term) Hyperuricemia, therapy

Ta7ry ) — Allopurinol

YT AR A —PRHER Xanthine oxidase inhibitor
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1) MaclIsac RL, Salatzki J, Higgins P, et al. Allopurinol and cardiovascular
outcomes in adults with hypertension. Hypertension 2016; 67: 535-540.

2) Terawaki H, Nakayama M, Miyazawa E, et al. Effect of allopurinol on
cardiovascular incidence among hypertensive nephropathy patients: the
Gonryo study. Clin Exp Nephrol 2013; 549-553.
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