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1. MAXN 2euEe| A7dEs Z7|Es= PICOS
19471 HetE|U=IR _
ol :.M)R t SRR A PICO review protocol has been
D'°|-_rl"'5f(|3) H o created by the authors, and the
0 ;IH(‘IZ;L MEH(HID)ALSE O 0f4L  study was registered at PROSPERO
S Fysnibs
O 822(0) O FHE A (CRD42018084360)
O SMZHO)
2. AN 2 UHEZ0| AN EHIES ARSI
Hoj| sEEel BuMelE DEESZRE SOst
O0[EH0] A= Z<L oloj ChSH HIsKEISt 01])7t
HAE AL
av o %ﬁ; IOLS;M(:)' =g A PICO | has b
: ., =7 OZ2EZE0| S22 review protocol has been
1= c= sk T = o=
)jﬁ" ofzH ETE EE O T, Of2f AFEl0| EA| . gl!t:, created by the authors, and the
ot M ZEEE EE= 0O g2 o .
J0lEE IR YO || QUL 0 0t study was registered at PROSPERO
xastn oo O digsls 39 oER (CRD42018084360)
O Ssny mo M/ Ag, J2|n
O ;i_maer =t O 012 U0l Het =
0 E;;I£ A A=
O H|§a|§|g4 i} O Z=EE O[Z0f et
aTla S MEEHEILS 019)
oo =HOo T,
3. E8uE XXz SSIUE | ZeHE HdA MEo Randomized controlled clinical trials
CHol MHSIALL? were included if they compared at
least one therapy against placebo or
O: ol & ot &= another drug in the treatment of
0O $29 HiE HZAMARRCT)ZE ZdsH=E 20 m o LUTS/BPE. Any crossover trials,
Chalf AH case-series studies, single-arm
O &2, =X HIRRATLOHNRS)DE Eatok= Zi0f 0 o= studies, open-label studies, and
CHaH Ad studies without sufficient data
O &2 HIMQUAAISDE =X HIREQ (mean, standard deviation [SD], and

sample size) were excluded to
construct the NMA.
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iE met oz
4, F0E NXi= ZEEHOl 5 M MS The search was conducted using
MEs8IR=71? studies in Medline, Scopus, and
Web of Science databases published
until December 31, 2018, without
restriction on year of publication and
) Sieunp = using the following search terms for
A= o (R5F ILEtolof o - Ei':_ Z ol o‘:.'F 5 each database: (“Serenoa Repens”
Zp- O Zgke Ao g “ ,
2l): 5 22 M OR “Saw Palmetto”) OR
O =z48 274 0|49 DLJJ@W;L KA (“alpha-blockers™ OR “pla—cebo”)
(G720 Hgsh Ea) A ~ Ho AND (“LUTS” OR “prostate” OR
O|O|E{H|0|AZ ZiMiG] D_SHEf D‘='_|OF g H=) 0O 22 0 “benign prostatic hyperplasia” OR
Ct. = OE;::EMLF ﬁgg O Ol “lower urinary tract symptoms” OR
O 7|¥EY BMNEs o o == “benign prostatic enlargement”) OR
MAlSHACt. - ESEHIEfﬂi Spa— ( medical therapy” OR “treat-ment
O U= A0 210) .:.64075*'”_ o ?R drug” OR “management”) AND
off thsh XISt 01RE B o “clinical trial” OR “randomized
HAlotRACt. DOT%?;%M?%%ZMHA clinical trial”) for each database.
an e Additional relevant studies were also
searched from reference lists of
retrieved articles and reviews
selected.
5. BeiNE Nz ¢t MBig E5C0=
FHSIR=?
of: otz & ot = o
O zagh & FO WRAPL 588z M4 o4& [ o st o2 olo
MESHIL, 15 BHOIE BB, mopje HF HSU R OIS €S
O &2 5 o WIRPH U8 HE20)| ool HAHL
£ MFoIAN, £2 YRS HO(0| : 80% Of4),
LIMXl= 8t W7 28 M-S SiRict
6. BSIUE M= XEFES 8522 FHGIR=IR
of: otz = siLt == Data were extracted in duplicate by
O ZASH = Ho| HIIXPF Zate 2519 o™ X2 W O two researchers (G.I.R. and A.C.),
E ZESX|0 Cheh &l E=EEtYct [ Ol?  and a third reviewer (G.C.) resolved
O E= £ 4o WP Y5 MA A HE0A Xt any disagreements.
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o), UiXj= o BIKPL Atz FE5S oIt
7. 20F MXt= HHM| S0l CHet 3 et
AR E HISSIA=71?
UL 0 : o off A= EBF | O
0O MENK| ZESIFX [0 ZMNezZ Mo O €2 o 2 MESEZ0| H{HALR S XA
o, ZIIEOIA A Qe g7t 26 IFE O ofHR

= G0l et ===
HIAl

OflA A=
B HA




¢iti(Ref ID) 1
1MXHEHALT) Russo(2021)
2= e HEEA
8. EelUEHNA= Z3E AFEQ MEAIES HEHS|
A= 14
of @ Off M 2% F
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L Oof (Ot} 25) CHet 71 7 o
|:| ﬂ;ﬂaoﬂ EH@' 7|$ l:l %IH k”_t?_kl'@-o'” EH@ olg B O210| =xHA1n CHSE 7 A HO
O SHol ot ol JBEES 42, 88 W ool T oo oAl HE IS ES
O Hlu=0f Tt 7| 23
O SMZ00i| et 71z O Hiua MSARIO
O SEA0l gt 71 ot 7IEs(HETER, 8
g 2e)
O &7 MEo| tfet 7=
O FHUE AFH
9. ERlEHN:= 2 VEM Z3E Y Ao
HIZZQZ(ROB)S TII5l7| sl REA2R ERE
slH=7}?

BN, The quality of the evidence from
ECJS . - of: ofzfo st rpop m M O direct evidence and NMA was
25 O O 250 o ! O 298 of assessed by using risk, which is the

5t ROB ot =
o O ANet 2xt9| & & O 02 recommended approach for
U Eﬂgiuﬂ' EJElI'_ _ A, 0 NRSIZF assessing risk of bias in studies
U Dslej-qEﬂf ch;7|'A|o-?;Rl_|' wE=linl st included in GRADE Working Group
S ot S g O OE EEAL 2 reviews
p_}D?Ergl_ 7IH_:'.TxﬁoIO§ SOIM B A7E
MZao= £H9) -
Of: OfzHofl cHet ROB H
7t
NRSI =1 =qum a0 L O
e o ool op Ut SRR HE Dow g
ROB &7t am o 0 Ofe  RCTR Zg
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[ AMEH Hj=2 O bt SEAU 24 o4
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10. 20E MXk= nEe ZE A9 X3
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11. HEZAMS $SIUCHH, ES0E XK= o]0 The statistical analysis approach has
st §tst 0|QE HAIGIED, ARt been published previously [11]. The
SHH 2 &S flo HHSt WHS pooled data were analyzed using
Al2351S. 7}? Stata software, version 14. Summary
effect sizes were calculated as
weighted mean difference (WMD)
for IPSS, PF, and postvoid residual
RCTs H 0 with 95% prediction intervals [1_2].
o - g OrDI1_||E9f‘=' Theklsurface urzgarc‘g]:) cumulelntlve
o == = SIS SIS NIOR &2  ranking curve was also
= ;L;EM'E Sof AlmS deiet gTe Olws A A Qg Fg]ICUlean'[ed folr diﬁerenft trea(‘;ro;]ents
= = . This tool ranges from 0% to
- Sz%%lgmx:;mariﬂrm Oggéﬁggaéﬂlg E 100%, where 100% reflects the best
B _ = e treatment with no uncertainty and
0 22/2 O[=Ao| QI0) Tt ZALS SIUCH ) y
0% reflects the worst treatment
with no uncertainty [6]. Publication
bias was examined through visual
inspec—tion of the funnel plot.
NRSI
o :
O XMAk= HEMEMES Sof Ai=E dest €98 Ol
£ HIAlSHALY.
O J2|0 MESH 7IsX#HeE 08st G1ZuE 2 0O of
SHHOMH 0|2IM0| QICHH 0|2 HHGISCH ] o4 RCTSH mat
O 22|10 NRSI9 WS 2Hst NFHAIE 2 W HER =
oA, EF ﬂLf FEXE e s 02 i M gls
oF 9 XIRS ZEBIALCL.
O 2/ RCTH NRSI RE7t &0 EeteQS of
SRR HIE HWYMAREDN SX HIRARATLY
OOI: ?':I-Ix|E tﬂEE EJ_Ol'%El'
12. HERRMS SHSIUCHH, 28TE XXz HE .
o1710| H|Z2IQIE0| HEKEA Izt ChE A Plot of the IPSS outc_omes using
SO O)R! RN UES WIISI=TP m o colored e_dges according to adequacy
E 0 o of allocation conqealr_nent est|ma’;ed
(] HISZIO30] LIS RCTOIS TBISHIC O HER as the Ie_vel of b|as.|n the majority
0 o I:fOOFo,_f H|=EEI$_|9:1§ J1x RCTLE NRSIZ & A glS of the trials and we|ghlted_accord|ng
S5t HO Zmo| QOF ZHA| H%2 94310] Of to the number of studies in each
o Hate DIX|=X| ZASIE comparion
13. BNENXE I3 ZAUE siM/=0lF mf JHE Plot of the IPSS outcomes using
o] HIEERIEE 16IAE=IR colored edges according to adequacy
o : m o of allocation concealment estimated
[] HI=29/30| LS RCTOHS maksiCt 0 ote as the Ie_vel of b|as.|n the majonf[y
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Q0| Chs DESIR=TR OO0 _pyeo gy
o : O oegg =27=F TS
O STH|SZ0| oSt J2iE = SAN 432 &8 M 8iS
ofy EMHIEZS RFLt Fe FT0| tholl 11&o}
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matter or materials discussed in the
of : m o manuscript (e
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1. AN SE0Ee| ATEZ TEI|IEMH= PICOS
1947} BRE|U=IN? _
O“:.'Ué’ i 2=t We followed a predefined protocol
D-°|—_rU"Ef(P) H O covering the full detail of our
0 ;XH(‘IZ;L MEH(HI)ALSE 0O 0f?  methods [25] and registered it in
= ESShit IV
O HZZ(C) O FHEE A PROSPERO (CRD42021226655).
O SMZIKO)
2. HAH ZeinE WHEO| AN SIS AIMSIY|
o SEERCH BiMols ZEEZSERE Fist
00| A= &< olof ChSH HIYsHEEE 01R)7t
HA = AL
oE g - UL 00 Hotq:
: . =7 OZeEZ()| =25 i
A= Off me= mst o+ = iEE;I &5 m o We followed a predefined protocol
. S o O O AREO| A ol covering the full detail of our
of= MW OREZ Se= o O Y2 o hods and regi diti
== N |RUC. 0 oo methods and registered it in
P ” O gk= 49 HER:R PROSPERO (CRD42021226655).
RI&54T ULt ; K
I_|:| S5 1A .x||:| A_‘||/3.:’|')é‘)| ng!, j~E'|J_—,
0 %QES =t 0 ol2g 2elof ofgt =
0 =205 =7t 0O Z2E= 0= st
/=< YHIHEEE 0IR)
3. BSIE M= Se0E ZEE HdH MEi
CHoll MHSIALL? We included parallel, randomized
of: otz & ot = controlled trials regardless of their
O 22X il HIWAMAIS(RCT)2E Zstok= Z0) m o publication status or the language of
o ao e . ;
Cholf AH 0 oo publication as they provide a higher
O &2, &M HIRAHEALTHNRS)EH Zkoh= 240 certainty of the effectiveness of
CHal MY interventions. We did not include
O 22, 229 HiE HWUMAEY =X HIP2ELY cross—over or cluster trials.
Ayt BEE Hotoh= A0 Cfoll 43
4. B0E M= ZEHQ 23 ZAM S
MESIA=71?
. O : 25 Z&lohor &
25 o (2% Zfcof 0 Eéz.;%l ofm0| xTD _ _
%r)_; ] o o= Appen_d|><101I _%.“%H _Eéf SIISEEl _
O zast 274 Olde 0 LO'IFIE/O*-? KA We tried to identify other potentially
(SR HEeh E'Z'Elojﬂ'ﬁ' = — Ho eligible trials or ancillary publications
CIO|EHH[O|AS  AMisH D_EH%* -E-_'OF e x27} [ &2 ol by searching the reference lists of
ALt = maiL KBS O Ot retrieved included trials, reviews,
O 7|¥=et AMEs oo == meta-analyses, and health
HIAISIRALE. oot - technology assessment reports.
v i e AS B
O 2B Ao ooy I AIHS B9
= S o= —C T
HAloRACH OlLio] ZiAf 3
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5. E8iE NXl= ¢ MEig Z=02 Four review authors working in pairs
2HBIH=T1? (GAA, LFT, NS, and CF)
independently scanned the abstract,
title, or both, of remaining records
retrieved to determine which studies
should be assessed further through
Covidence. Four review authors
(GAA, LFT, NS, and CF) investigated
all potentially relevant records as full
of: of2f = 5iLt == text, mapped records to studies,
[0 EASH = Ho| HIIXP} SZMOZ XA HJEE MW 0 and classified studies as included
MEHGIT, 2E ZSOEE 9|51 1 OlHL  studies, excluded studies, studies
0O &8 & Ho| WP & BE0 e MHAATF awaiting classification, or ongoing
£ MHoIY, £E2 LUXEE 00 : 80% 04, studies, following the criteria for
LIHX|= &t IR 28 MHES 6FLCt each provided in the Cochrane
Handbook. We resolved all
discrepancies through consensus or
recourse to a fifth review author
(JVAF or JHJ). We presented a
PRISMA flow diagram showing the
process of
study selection.
[ . s2xo = ASHEIOI For studies that fulfilled the
6. =Y MXI= XIRFES SROR +LoA=IR inclusion criteria, four review authors
Ol OfeH & oLt S&: fr?dié)’erlw_ggr,ltll\lséxi?adctgg)im‘ormation
O &A%t & 9o WP} ZaE 230| o X2 M 0 Y
£ ZEIRO| oSt ol S5t 0 Ofje  On study design, study dates,
= T== setting, and country, participant’s
O E= & FO TP g8 M4 A B=20|M X} ot -
= e 20 Ol-|—= . characteristics, details of the
25 X201, 22 SXI=2 H0i0 - 80% Ol intervention, comparison, and
), U= 8t IRt X2 FES oiRich outcomes. ' '
7. B80E MXtz HHH| A0l CHEt =S3p giEdt
HIHMRE MISstA=71?
UL 0 : Ol Off A= & | o : os o
O MEMK HESIK [ &NMoE el O L% of ﬁﬁf{i?d'm" =S =S A
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9. ESINENAE EinE0 ZeHE " Ao
HIZZLIE(ROB)S HII5H| flsl DtEARR EHE
AE3IA=71?
RCTs . _ We assessed the risk of bias in
UL O Of2f Z&Of Cf Ol SHHO“ tiet ROB 3 Egﬂu of each study using a recently
5t ROB mJ} t ) = developed revision of the Cochrane
= S O ANst 259 g 4+ O 0L g . . X
O xSl J20 Ces TN A = o Rgiet Risk of bias’" tool (RoB 2: a revised
O SMZ1 TIA| SHXt A, - ma ~  tool to assess the risk of bias in
ol Zn} IRl & JOELJ— e L o = randomized trials) [33].
JIRE 2ol As 0O Cfefet SZAIL &4
ﬂ}ljﬂgl_ MRl = SUM Fag UrE
EC TdTmCE S I’—|‘ AEH o;Itzl
A= 2EUR) -
Ol Or2Holl Chet ROB H
7t
NRSI = = 0o
o o e O w=m suze ge OO
Q= 0f:  ofzo CHE o A3t e 1 O Y= o
ROB &7t am T OO RCTRH 2§
O ule [ CIst =XX|L 241 WMRCTH
[ MEef HE2 oh 537 =4 o
- - S0M Eag A7E =
ap e
10. E8I0E XMXk= TE ZE ATLESe| X
EX0f CHsH HosIR=71
o :
O 2S00 ZefE A7e NZEH0| thef ZacH M O We also collected data on funding
OfF ofCt O OtL|?  sources and conflict of interest.
0 WP AHEUX|DE UXIAT MAE 216K
22 Z% SiHE
11. HEZAMS $lSIICHH, ES0E XK= o]0 We identified heterogeneity
et sidst 01RS HMAlotu, Ao (inconsistency) through visual
SHH 2 &S flo HHSt WHS inspection of the forest plots to
MESIR=1? assess the overlap of Cls, and the
|2 statistic, which quantifies
inconsistency across studies to
H o . .
RCT 0 o assess the impact of heterogeneity
of : in the meta—analysis. We interpreted
; oy —s ErE . .
O HEerZMS Ealf A2E 2t &t 0|RE AA| DMDLL the 12 statistic following the
St 75 guidance of the Cochrane Handbook.
O J2j0 MHEst 7tEX#e 0180l ¢dlsE 4 When we found heterogeneity, we
SOl 0|AM0| UTHH 0|2 HHSIRALY. attempted to determine possible
O 22|31 O|&Mol Q0| CHSE ZALS SHULCE reasons for it by examining
individual study and subgroup
characteristics.
NRSI
o :
O MAk= HERRME Sof Ai=E dest €98 Ol
£ HIASHALY.
O J2(1 MES JkSAHE 0100 giygdltg 2 O o
Mol 01Fd0| UCHH 01F EHoIALY. O ot RCTO mal
O J2/31 NRSI9| wetHE HEo SFFEXE 2 W HER =
ShofdAL, BEY S FHXE Y s g2 W AN g2

oF 2 A=2E ZEGIRi
[0 12|17 RCT NRSI ZE7F D& ZEls o,
B  HIw ARt
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12. HEREMS HGIALHH, 20T XMXk= JHE
A+12| HISEA0| HEREM HFLZALL OE A
0l 01 Y IS WIBIEIR m o . -
o 0 ofe our main analy3|§ is basec_i on the_
(] HISZO30] WS RCTOIS TBISIGICY O OERS sensitivity analysys, excluding studies
O T= Clorst HEReS 18 RCTLE NRSIS & o] gig o1 Nion risk of bias
et 49 |9l Q9F FIX|0| HISE {0l o
E Fors ORI=X| ZAOIAL
13, SHDUNKE= DI WS /=0T 1 HE
ool HIEYUMS TAFIRETR
I m o our r_n_ai_n analysi; is basec_i on the_
[ HI=21QI810| WS RCTOIS REHGIICE 0 ofe sensitivity analysys, excluding studies
(] = RCTO| ==& O[AIO] HIE212I30| QAL 2 at high risk of bias
°._4J_'_§01| NRSIE Zslot ZR0| HISEPI0| A+
A0 o Hets O|F=X(0i| Cioll 1ESIAC
14, SNEN= AAZY0M LAE 0|20 Chal
UEARZ dYa DES SIASIR
o : m o All of ‘Fhe heterogeneity is expl_ained
[ S ZAToIAN So/0[3t 0|ZA0| QiQiCt. 0 o by a single study of 304 participants
L= 0|RIM0| Q= ZHe 0|RIAMO| OI0| s = that compared S. repens to placebo
Arotad, OI"""'OI °._*_"—§ ALZu| Dixl= Bt
O CHol =2[otRACH.
15. 4% E = SIUCHH, 2SI NEHNA=
STHIE '(*1'+E°‘|-'rl HIZZ)o0l CHEt =St
ZNE —1‘—%‘0}1 ZeAuE Zuo| 0jE = U= W O
et et £7h 0 e BUMHISY AU 43
O %’HHIE‘E'WI Ofst I8 &= AN 2432 28 4 Qs
ofl STHIEHY RF Fet YO CHol 1Eot
XLt
16. 21H MXi= 20 WS 2T XASXHES
SI510] XHRHZ O|SHARS s Hstci=7)?
. _E.=.0f01 A OlshdSoll ol Easii=7t - CONFLICTS OF INTEREST
: o e 0 ole The authors have nothing to

O MAt= Oloha=0| Sitty! H1oiA
O MAPH XZEe 7|ssiuen, &
25 HHS Ewmq

disclose.
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A= met mEEA
1. HAY 20E ﬁ-_r"é'-'?-ﬂ} Zs71=0l= PICOS] The study should meet the following
FHQAT BSEIUE=TR? characteristics: (a) Serenoa repens
of - and tamsulosin for the treatment of
lD- OLEIH(P) ) H O BPH/LUTS; (b) available full text;
0 =) *1EH(._EII_')A_@ O oty  and (c_) p_rowded accurate data for
0 HZ2(0) O =xakat A- ana|y3|§, including the total number
O %XH;HKO) pf ;ubjects and the values of each
= indicator.
2. AAM ESi0E WHE0| MM ESUEHS ARG
ol h'*'E|°‘°|3':I HIiMol= T2ESZ2LH St
00| A= &< olof ChSH HIYsHEEE 01R)7t
HA = AL
XA ORf 52 mE a i o OrEH Afélfora)\: O o i
ol= AMH iE+ = E|01°'|1'f e e O Y2 off 2 Lo it og gla
7I0EE 7JHX12 UCkz Cigje 7O = oL
|23 oI olgdt= 4% MEE
fE0h M. e - fas e 2o
O Shme 0] OFZHy 2ol chet =
o Eee B
O HIZE9E Bt xm@(sercra}eop) -
3. BSIE M= Se0E ZEE HdH MEi
CHoll MHSIALL? To assess the efficacy and safety of
of: Ol = Bt == tamsulosin (0.4 mg) compared with
O 2EQ HIE HZUMAERCT)ZE ZasH= 7240 m o Serenoa repens (320 mg) for the
s A 0 o treatment of LUTS/BPH, this study
22, X H|2XARINRS)ZE LS5 Z40] performed a systematic review and
EHoH “E” metaanalysisof randomized controlled
g2, ’iﬁ’—l HiE HlwAetAEdd S HIFA trials (RCTs).
q-_rl E £ Zalol= /doil Choll 8H
TRX0| 25| ZHAM XS
4. T%E,}_QE?I;}_ 2Hel =9 a4 Tas The study searched MEDLINE,
- o . 2= Zamior of Embase, a_nd Cochrane Controlled
C)El_t?_;r QII [r=a =i (0] [ mat=l of-o] 2n9 Trlal_s Register databases for RC_?TS
?:.)_. ] 5 =2 pﬁbl:csflwled .before l\/lﬁy 2*[019 LIJB)SFI)I'I]—'g
O EAst 27H 09 TN the following search criteria: ,
(IR0 _1%.:’3_}) DE%'F;E/g:FL BRI~ O ol RCT, tamsulosin, and Serenoa
ClO|E{H|0|AZ ZAHE} D_SHEf D‘='_|OF He xet B 22 0| repens. The analysis confined our
ACt. = OE;::EMLF ﬁgg [ OfL|2  search to published studies in
O 7|19E ZM™Mis oo == English only, and obtained certain
HAISHACE. DESEHIEfEli Ho s essential information directly from
0O 1= HMeho: 21o) o3 oM the authors. Some relevant
?EHAIEQ?H JEE%*?‘_* 0IRsE D%%Eé oz 2474 {Eifsrzpuc;; were also screened in
' O[LHOI| 24 ol
5. ESE M= g MBS SE0=
THSIR=N?
T Or|EH %f 5“-L|§|2—'7‘31 FEREZE 1% 44 ol
O zast & Fo H/RPL S8XCE X4 A7E O o st o2 olo
NS, 25 BEOIRE HOBINC mope HF HSU O SIS i
O &2 5 49 T/RPE 48 B0 ol MAHH
£ MYoi¥, £2 AUXTE 20 : 80% 04,
LIHX|= 5t WKL 2 M-S it

_’IO_
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6. B8IE XXz NEFES F5CE +HEIN=IR
T r|EH faL';%Ié:*Hf bl | O™ K= o
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9. BSNEXNK= SR ZEHE JHE Ao
HIZZS(ROB)S HWItst7| 2lsh PHEAZ 2 EFE Jadad and Rennie’s (1998) scale
ABSIR=71? was used to determine the quality
RCTs o ofol Cfst ROB = M Of of the retrieved RCTs (Jadad &
UL 0f: Of2f =250 of ' = ° Oas 0o Renr_wle, 1998). The methodological
5t ROB m7} 7f = =0 quality of each study was assessed
O zge a9 iy ¢ D02 :
O ¥y, J2|0 Jr O] NRSIGt based on how pa‘qents were
O SMZTF TIIA| S} ’ st allocated to the aims of the study,
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O Ss0a e A7 XNZEXo tish 2asf O o o 5t 0122 o1o
OF 3ict m OIS 4 LHE0)| CHet oig 8iS
T VA PN A =11 NI BT PN o SV S N A = I N
e 42 SigsE
1. HEIZMS $SIACHH, 2SDE XXH= oo RevMan v.5.1.0 was used to
st sehst OIRE HMAGIY, HyZTe| perform this meta—analysis. The
SAsH 4 g2 Qo S UHS difference of study between the
AIBsI=71 entry and endpoint was evaluated
according to changes in the IPSS,
m o QoL, Omax, PVR, PV, PSA,
RCTs ejaculation disorders, libido
_ ot ISorders, .
off : o O oERS decrease, rhlmtls,_fatlgue, dizziness,
O HErRMs Sl ARE ZEst st 01RE HMA| i ojo  Postural hypotension,
ofACt 75 dry mouth, and headache. The mean
0O 12|10 MESH JIEXHS 0|85 |d1dnE & difference (MD) was used to
SO M 0|AM0| QUCHH 0|5 EHsIRULCY evaluate continuous data, and the
[0 12|10 O|&AO 0I0]| CHEH RAIS SHILCH odds ratio (OR) with 95% confidence
interval (Cl) was used to
evaluate dichotomous data.
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O E= 0|Z-0| U= J, 012l Helo| ol =
Afotl, O[RM0| Zolla ALE00 DXl I
Oi| CHolf =2[5IRALt.
15. ¥H QS olATtH, EAUENKE=
%’HHI“%[(%-EEQ? HI_%EI)OH CHot XZot
ZAS S¥skl, Ee0E 20 01F = QU= H o The funnel plot shows the results of
kol CHalf nESIA=71? O OlJ?  the qualitative estimation of
o : (0 MOEME publication bias in various studies,
[0 SWHIS20| Cfst 2 = EAN A28 48 M Qs showing no bias evidence (Figure 2).
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ol Halod:
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Hife off RE2 @3 Lon Ty W O PROTOCOL AND REVIEW
ot NH IZEE LE Elofga ST e O Y8 o For this update (2012) we added
7I0IEE 7K1 oD e o [JO0{e adverse events (harms) to Secondary
Ax O oig== &% MER
Ll=otd ULt = = outcomes.
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2= mo mez
== == . Two review authors (JT, RM)
D5 TE HAK= =S =HO ASHGIH=T}? . ’
6. TR MAE XRFES SSOR +LOIA=IN: independently assessed study
_ - characteristics and extracted data.
Of: Of2f = ottt == o o . )
0 ZAst & %‘93' DO B 250 ofn X2 M O Missing or additional information was
= ==sIX|0| Cis) 5o e 0 ote sought from authors/sponsors.
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ABSIR=71?
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5t ROB 7} I|-|I-I;|- oxtol i & [ Of:lQ bias - we assessed scales and
O Hyem, T2/ O A'—OE FHR HE = 0 NRSIGH criteria developed by Schulz and The
O SXZHD I SR d, - 3l = Cochrane Collaboration (Cochrane
o =1l TRl = o AL ok = Handbook 2011; Schulz 1995).
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iE met HEHZAH
10. S8I0E XMXk= 1E0| ZE A7se Xi=
SX0j| s} HEsiiETr
o :
O 2oz ZakE A9 XZEHM e 218 O Of o 5t o= oo
oF it} =T 4 L0l Cfet A 8l
T 0 IR HHEUXDE UXIAT MRIH HAISHK
e ER: oigE
11. HEI2ME $3lsICHH, 23 0E XXk= 0[]0 To minimize the uncertainty of the
ist st O|RE MAlsH¥, Sitzale| pooled-effect estimate, we used an
SHEN Z &S ¢lol XHS WHS inverse variance method, which
AIBsI=71 allowed larger trials with smaller
RCTs m o SEM (sta_ndard error of the _mean)_
o - g OE1-||E9P=' |more \ggll\gﬂht over smaller trials with
H O =| =2 7455t sichs o= s arger .
- ;L;EM'E Sot A=S St gY 0IRS HA 4 QYUS  We assessed for heterogeneity by
O J20 ®Es JKSAMS 025(0] GnznE 2 using the I] statistic. If a )
SO OJRA40] QICHH 0|2 HABISICT metaanalysis had a an 1] of ) 50%,
g O|7<'Mg 010 Cit x*f; Steicy we conducted a descriptive
0 =il oF2del &l = TS oI sensitivity analysis.
NRSI
o :
O MAt= HEt2ME 8ol AsE ZEtt &fEtt 0ls
£ HAlSHILCE
O J2|17 M&Hs 7IsxHe 085t ¢ZuE 4 0O o
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O 12|31 NRSI9| wetHeE 2ol NFEXIE 2 W HER -
oL, B sut FHXIE 2 = Y2 O M g2
o A A=E ZEoIRC
[0 22|21 RCT2t NRSI 2E7F &0 TS Of,
FA2 HE HuALSARY SA HFARAY
Q0 FHXE HEZ H 5t
12. HERZAMS $lGIICHH, ES0E MXk= WY
O510| HISEE0| HIEFEM HrZai}t CIE 2A Of the seven risk criteria (see
o 0jE X Haks WIksti=R H o Assessment of risk of bias in
o : 0O 0l included studies), all were reported
(] HIEZEYE0| F2 RCTEE Z&GIRACT. O OEEE 'low risk of bias' save one (Blinding
O L= Ot HIEEAEE 71 RCTL NRSIE & M ol2  of outcome assessment), which was
it 4 S0 Q9F =XX|0f HISE {&0] o reported as 'unknown'.
H Fs O|X[=A] ZALGHACE
13. 2SVENA= TE ZAUE sfM/=2lF uf i . o
oi710| HIEQES THFIR=TP Of the seven rls_k crlterla (S(_ee
Assessment of risk of bias in
o o included studies), all were reported
O HIEE?E0| ¥2 RCTHS ZorRi O Ot 'low risk of bias' save one (Blinding
O E= RCTH SSE Olef HIEZHA0| JUAL = of outcome assessment), which was
A0 NRSIZ H&lsh A0 HISES0| HF reported as 'unknown'.
Z0| ofH Hets O[F=X[0 CHoll JTEGIACE
14. SSINENX= AN LAE O[ZHoll CHaH
EAZ2 dHA IEHS SIA=ER We assessed for heterogeneity by
o : m o using the I statistic. If a
O SZDoA So|njst 0RIA0| UL 0 ol metaanalysis had a an I} of ) 50%,
[ = O|EA0| Y= ZS 0|EIAM| A0I0|| i3 we conducted a descriptive
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2 mrEt o

4, F0E NXi= ZEEHOl 5 M MS Systematic literature searches were
MEs8IR=71? conducted in the following electronic

databases, all from their respective
inception until February 2008 and
without any language restrictions:
PUBMED via Medline, AMED,
EMBASE, CINAHL and the Cochrane
Library - the Cochrane Central
Register of Controlled Trials
(CENTRAL). The search terms were
as o (2= maOF of : Ej‘[:— ISIEH0F BE,_P the common names(s), scientific

E_'_a), T - O Z&tE oo 22 names(s) and synonyms for S.

O &Ast 27§ OAK) ﬂoi%;g&i repens’{SaV\{ palmet‘go OB S. ’
(CImEDY| XN O YUMAI-/AHT XA m o repens OR_Ser‘enoa OR ‘Serenoa
HlO|EHO|AS ZiAa} EZ| M 0 2 o AND‘ (‘Permixon [Sgbstance Name]
Sict —= BA O sl 20f L2 ®=27} 0 OEfEIQ OR ‘herbal preparation PC-CARE’
M- - 2 nsi5iL KRS [Substance Name] OR

0 79cy zupeg o E ‘ |
Ao} t,':f_a ) Pro§tamo|—Uno _[S_u‘bstance Name]

0 *ﬂrDMJH|%f(04|' o10) O 6_H%,E|E 4, M OR ‘“1-monomyristin’ [Substance
OHE‘E—H?H X‘|Er3|‘.0|lz)g 25 2 Name]) OR ‘Sabal serrulata’ OR
Xﬂklﬁfo“'llofo'_ ™= O 27 2= 24Y ‘Sagezahnpalme’ OR ‘Permixon’}. No

M O|L{Of| ZAH 23l limits were placed on the search
function. Further relevant data were
retrieved by hand searching the
reference lists of identified papers
and searching our files at the
Complementary Medicine
department, Peninsula Medical
School, Universities of Exeter and
Plymouth, Exeter, UK.

5. BelNE Nz ¢t MEig E5C0=
FHSIR=1?

0f: ol = s5iLt == The screening, selection of articles

O FASH £ 3O WIIXPI Z21¥oz2 MA H3E W O and data extraction were carried out
MERSID, %|Z TSIHEE $Ho|GIRILCY O Ol by the first author (TBA) and verified

O =2 5 3o HI/IKPDL U2 HE20| ohof HAXH by the second (MHP).
£ HYoIR, E2 UXTE Eo(0f : 80% Old),

LIMX|= o WIRpE &8 MEE SIRICH
6. 2EHIE MA= KDESS SHOD AMSIGI=IR Data from papers published in
German were extracted by the

of: Oy = st == second author (MHP) and verified by

O EASH & Ho| WXt ksl 230 o Xt= M O the third (BW). Other non-English
£ ZZHX|0f CHaH €relof =E5HLCt. O Of4L  papers were extracted by the third

O F= 5 o WX 98 XA o3 HE0M X} author (BW). Disagreements were
BE FEOIFN, E2 LUXEE EO(G| : 80% O] resolved through discussion between
AN, UHXjE & WIIXP| A2 ££S 5IQICt coauthors.

7. 20F MXt= HHM| S0l CHet 3 et
HHAMRE MSstA=71?

UL 0 : o: off A= EBF | O

O MK AEGIR O FHxe=z pigo] O 22 0 2o MYSSE0 K AR BA
o, ZIIEOIA A Q= At 28 nFE O oL

= oo st 2=2

ot 285 OlA HiXE et O
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£ HIAlSHALY.
O J2(1 XMES JkSAHE 0o Siydltg 2 O o
MO0 0|FY0| UACHH 0IF EFoIRLY. O ot HENSA gle
O 32|70 NRSIQ| WS 245t SUENRS 2 W OER e
oL, EF ﬂJ—f FEXE g s Q2 i M gls
|:I|_r "o.";l XfEE 7dél-5|-0=||:|-
O 12|11 RCT2E NRSI 257F &0 ZSt=AS o,
FAQ HIE HIUUGARD SH HRASHL
OQF FHXE Hez2 210U
12. HERZAMS +HSIUCHH, ZIH XMX= HE
o170 HISRULIHO| HEHA AFHMLY CIE 2A
ol DiE BH Fets WoIR=IR O o
o : . e O OIS ojerss gig
O HIE3LE0| $2 RCTUIE Z&kotALt B HERE
O E= Chekst HICEE' AHS JHE RCTU NRSIE X M gl
oot 4% |9l Q9 FEX|M| HIEE {0l o
o Hot2 OIX|=X]| EM IRt
13. ESITANXE= D2 S SHM/=05t I JHH We did not assess the internal
o170| HISZUHS NHIA=TP validity of the included studies. For
questions of safety, internal validity
seems less important than for
o : O of questions of effectiveness. For
O HISE/Y0| L2 RCTRHES HBISIALCL B OlL2  example, already a number of case
O %= RCTH S8k Oldef HISEHLI™O0| UAHY =2 reports with low internal validity are
A0 NRSIE Hgtet A0 HISEHA0| S+ sufficient to prompt regulators to
A0 o P2 OIF=X(0] CHaH TESIACE take products off the market as in
the case of kava products.
14, SIHMA= A7Zn0N LAE O[=Yo CHsH
EAZ2 dHA IEHS SIA=ER Statistical pooling is rarely an option,
o : 0 of dqe to the heteroge/rjeity of the
0] ST Q0|05+ OZA0| ALY, mojLe Primary data.2td 7|&=0 ;‘,?AQI_I-
O T OFUN0| U= 3, 0K 20l e = OI250] Ol= B=RIXl HASH a1,
Ao, 0ROl 25ME STl Ojks oE BIS S| H=
Ofl CHol =olotiLCt.
156. ¥X S SINCHHE, ESVEXX=
SHH|E E.(*1_1‘E°‘|-_rl HISE)0l St =xst
ZNE 5, Feinz 2o 0E + U= O o
oAsk0| CHEH TEFSIGI=
oo EEELEINY o o e LSOl o o2 g
O SHUIE0 st 2248 = SAN 432 8 M 89S
ofy EMHIEHY RFL I EOH Cholf &St
At
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2= mo mez
16. 2SIE XXi= SS0E L3S st AZ2X[HS Edzard Ernst was awarded a grant
T35SI0 2N OfsHAS0l CHal B DstR=T)? for a research fellowship
by Dr Willmar Schwabe GmbH,
Karlsruhe, Germany.
Taofikat Bisola Agbabiaka was
o - m o supported by this research
O MAt= OshA=0| Siftal HUsHit. E= RV i
oSl wm- o fellowship. None of the other
O }ﬂfjf XE':'—E 7;|§o}9";9ﬂ:|, A Oletys= authors have any conflicts of
wejeh gy Baleiin. interest that are directly relevant to
the content of this review
to declare.
¢iH(Ref 1D) 19
1M IHEHAT) Vela—Navarrete(2018)
A= met mEEA
1. MAXN 2euEe] A7dEs Z7|Es= PICOS
THRAIL BSIEUETR We included studies that assessed
of : m o the efficacy and/or safety of the
O S‘;EFLEH(P) ME(ETIARS 0 ol HESr (Perml_xon) at a da|_|y dosage
0O SX() O =XBE A of 320 mg in patients with
O HlW7(C) TeE LUTS/BPH.
O SXMZHO)
2. AN 2 UHEZ0| AN BHIEHS ARSI
Hoj| sEEel BuMilE DEESZRE Sst
O[EH0] U= B ofofl CHSH HISHEES 0IR)7t
HAE AL
24z 0 Si= hocso seg coring 102 pre-speciied prorocdl
[ = S L = o=
ﬁﬁt Oft E_'_z EEF O QUi Of2f AFSO| HA| = g,',:, guided by standards established for
St ME TEES FE oo W 2% 0 ihe Metaanalysis Of Observational
Jlojc2 Jm ot E|O1A: f ~ 0 o e Metaanalysis C servationa
x&50D olct O sig== 4< HEE Studies in Epidemiology (MOOSE)
O 2sima ze Mg Ag, a2|n D2EE HREUE MAGHK %S
Bt O 1=y 2Ql0] thst =
O guid=t 5
0 2= AL A= _
ca0/5 0 Z2ES O=Ho| st
|:| H|§E-5|'I’|%| Igjll XCtsSiEts o
HESHEET 01%)
3. E8uE MXi= SSIUE | ZeHE HdA MEo
CHol AHSIALL? Study designs considered eligible for
of: Ol & ot &= review included RCTs,
0O $X9 HIA HIWQUMAERCTZE Zsksh= Zi0f m o non-randomised controlled trials,
Choll 4 0 ofe case—-control studies, and
O &2, &M HIREAHAATHNRS)HEE Edtot= 20| prospective observational studies if
CHal M9 they included data on the selected
O =2, A9 e BluAMAEY M HISAY outcomes.
Kt REE HSloh= ZA0f Cfolff &H

_22_



HH(Ref ID)

19

1MIHETHSHE)

Vela—Navarrete(2018)

2 mrEt o
4, F0E NXi= ZEEHOl 5 M MS Data searches were carried out up
MEs8IR=71? to April 2017 in four electronic
databases (Medline, Web of
Knowledge [Institute for Scientific
Information], Scopus, and The
o o (25 ZEE0L o : E;‘[:— Zefator &t . Cochrane Library) to idelntify eligible
5h: D_E%*EI AH1o| FIR studies published from inception
Dmild\_g* 20 ool 5 22 _7,:1&1 through to I\/Ia_rch 2017.‘
(ﬁ—_rlétErOil 14356,_}) O YMAZ/AT XA 0 of Searchyteﬁrms |nc|uded’S(‘erenoa
HIO[EHO[AS ZHMia} E_El 7,:,:4,1 . m 2= o repens’, ‘saw pallme’tto‘, S_abal
oy O s -_,._-QF e ™27} 0 ofue serrula‘ga, Perm|an’, ‘bem‘gn
DM7I‘.°J‘:E} RIS £ HSIAL ARg prostatlc hyperplasia . BPH’,
X1|A|g}a|:f == t,':*% ] prostatic a(?er‘\oma’, prostatic
0 %E%MXﬂ%}(Oﬂ: o101) O 6_H%,E|E A2 M hypertrop‘hy, onver urinary tract
of lE_HéH TS} 0|':C_,rg =2 g4 symptom’, and ‘LUTS’, which were
Hl*lﬁf&’iﬁofo; = O 28 %E_ 24744 i:ombme‘d thh te_rr_ns‘ such as
' O|L{Of| ZAH 23l efficacy’, ‘tolerability’, and
‘outcome’. Reference lists of
identified articles and published
reviews were also hand searched.
5. E8iE NXl= ¢ MEiE F=02 Two independent reviewers
THSIRNE=IR examined the results of the
. [ literature search and classified
Ol O_rEH > St S%: = studies as being potentially suitable
O ZASt £ 9jo] WP} =Yxo= 7 o1z MO for inclusion based first on titles and
HEhl, 2E FANRE Fololart b o2 abstracts, then on full texts
0 &2 T 32 TPt a7 B20) i AT Disagreer’nents about the reievance
= A'jj‘(?_é@l =2 %i_E% Egl(?:" - 80% 01d), of individual studies were resolved
HOHAR= Bt 37ipt =9l 493 oM. in discussion with a third reviewer.
6. 2HUY MA= XRS5 F2O2 2HHAUIP mgp;erjfeﬁfaygrﬁggg .
standardised form extracted data
. = = = from the articles. The two sets of
O O_rEH > Sttt 5% e o= extracted data were then compared
O Fast = Bo| Wt e 280 O iz W O by one of the reviewers and
S FSER Dot ©12J0 =SOITALt, D ot diyscrepancies were resolved by
0 E= 7 30 it &7 B34 o B0 & either referring to the original source
=25 FEoIRll 22 SX=2 H0|0 - 80% Ol text and/or by discussion amongst
o). HOXIE 8 B7UP M= FE52 Sl the revievversy with the assistangce
of a third reviewer if necessary.
7. 280FE XMXi= HiH S0 St S0t gEst
HiHMRE MISstA=71?
ENE of: Ofef MBI EZ m o
O MENK| ZESFX| [0 HMHOZ maAo| O Y2 0 MESEZ0 AKR HAIE
o, ESTEOIA A e AL B8 1nF O oL
oo et =88 OllA HiAMIE =8t 0]
HAl F HAl
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Iz mgt Y
8. SHIANKIC HafE o7E0) ARAEE AH0
IR
o - Ofef A= 2% 5
=
O olnge Al
U of O BS) OO -
OIREE tfSt Jle [ BN ARAR GEt ol ; o
o] chet 712 BEES 42, 88 O ool o e TR

Hlw=0f thet 71&
SHZLO| et 7ls
O SHEA0 thet 7=

(]
(]
(]
(]

=8

O Bz MSARO o
B TIS(HUEIR, 8
¥ =3

0. SHDUNAE SEDO| THE P A7)
HIEYYIRROBIZ T7IeH| sk BZAzle E78

As both observational studies and

AESIR=71?

Lou i RCTs were included in the review, a
ﬁgs . = of: ofzfo it RoB m M Of quality indicator was sought which
E"';Oq" OEL =700 T 7t O 25 ol was suitable for both study types.

"JX?QB & - O X&st 259 Hi” & O 02 The Quality Index (Ql) was
= Eﬂoizﬂ' ]ﬁah‘ - M, O NRSIZ  developed by Downs and Black, and
O Dslejf_f} nj;filo%ﬁ wE=linl st is appropriate for assessing

;EFLL ooph Tm_;r O Ctst EMXL 24 randomised and non-randomised

jt‘z’ﬁ?g: ;H::'_Tmohog 0N E1E Az studies. It consists of 26 items

J‘jq‘_E,'—l__":—,;l‘g < op MEH o2 covering reporting, external validity,

Mol EER) . — = bias, confounding, and sample size,

Ofl- Orehiofl thet ROB & and has been shown to have good
NRS] 7t R internal consistency, testretest and
o= o Of2Hoy CHE O ==t 3_IHEE =0l [ U= of inter-rater reliability. The score
=T = Qloh A i, 1 ) for the Ol is 0-27, with

ROB 7} A 0 Ot L&_mﬁe or the Qd'ls : bvg/tn

igher scores indicating better
0 Il O crrst sma gy DRCTE OO ?
[ MEd H|s2 o 3t quality.
h S0 2areh g4
ap ME
10. 20E XMxl= 0o ZetE SS9 X3 o

SX0| 3 sl Ofc the studies included, no]c
K ]|Cr_1 ormation on the _jo(t;rc_;e 2o3

om— s - ~ - - - inancing was provided in cases.

25 TE stE| o710| Xj2 [ n _ ;

U O‘F EEFW =EE Arel AaSKl el 2o E ?:LQ Two studies were funded by Pierre

Fabre Medicament, one by Pierre
Fabre Iberica S.A., and one by
Germania Pharmazeutika
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g met mez
11. HEIZMS $sIACHE, S0 XXk= 0] =
et SiE 0|9 MAISIZL, o7 A= SR g, 2
SN 7 B oo Hu ye AL B |
Ar23Ie=TR The Woolf statistic, from which we
RCTs O o calculated the 12 statistic, was used
of - W OfLI2  to analyse the degree of
’ N Zi=y =iors OMHEFZEA  heterogeneity amongst studies. If
EfAS E5f RS ZHB FUE 019 HA eter _
- ?}L”E_‘E SOl M=s 2 ° 7S XA = significant heterogeneity due to

0 J20 X3 J15AES
OO0 O[R0] QUC

outliers was found, secondary
analysis was performed by
sequentially removing studies

o = = =
L) =it OIS 0 et ZAS SHACt considered as outliers (standardised
glR,Sl residual absolute value )2) and

' o == = B SIS meta—analyses refitted until no
DS%M TEEIAE SO =g 2ge ged O studies were _considered outliers.

O 227 Must JISAES 0|85l oimzmE 2 O of V\t/th%ntazlsestsmtghthglzsslze of effect

RO 00| UKD 0] HHGIICL WO i between chsonational
O J2/7 NRSIS| WRiies Buet uRExs 2 OlERs ool r e b otorming &

BOOUIL, BN BI RAS ZuE 4GS 0 QI8 oy Qi NS oY periorming 8

oF 9 Al2E BB} random effects model meta-analysis
0 32/T RCTeF NRS| 257} D20 Zasoe o vv|th||n each grﬁup. Summa:jlsed_

oxro| HY HTOANET ZX HISESIcTO rZe_stu tts were then compared using a

0} XIS HEZ BI5INLL, est
12. HEIZMS +H#SIRCHH, ES0E A= Y

Ao HIEZQIRO| ﬂilEf-.-_-’ﬂ. HARHALt O 24

S0l OE Y Haks WosIA=R O o

o : moLe = om0l
[ HISZI30| WS RCTRIS TBGIIC, O o HF HE0 R 5 S
O E= st HI“%!?—%@ 71l RCTLE NRSIE 2 M Q2

oot 249 ilol o X0 HIEE f=0] o

o Hors OIX|=X| ZAGIUCE
13. 2HDANAE= DE HAE M/ =oEt off i One of the limitations of th_e

o10| HIEESBS NAEIA=TR present study was the quality of

some of the original studies
o included in the meta—analysis.

: H O This was addressed to some extent
O Hl%:%l?—l%*ol 7‘;:;*:8 RCT':.'_r E.Bf ;Ef _ O OlL2 by analysing RCTs and observational
O = RCTO SSE 01| HIEERIE0] 8}1 Ao 2 studies separately, with no clinically

SIDE| NRSIZ E&SH 40| HIEZAF0| AT relevant differences observed in the

Ao o g2 0 J(|01| Cholf &toHAICt most important outcomes between

the two types of study.

14, BTN ATABON WS O[T CHa we also observed some

DIEAYQ Mo A2 51T heterogeneity between studies. This

was taken into account by carrying
out sensitivity analysis which
showed that, in general, the

o : m o exclusior_w of outliers did not

[ S0l Qo053 0[&A0| QLT 0 o sgbstantlally affect the results of the

[ = 0|RIAM0| Q= Z2. O|EIAO OI0|| T3 different metaanalyses.

EN
=1

H
Ao, OI""‘*OI TCdﬂ’“ g2 0xlz 3
o

CHol =2[otRACH.

The use of a random effects model
approach to meta—analysis likewise
takes the variability between studies
into account and provides a more
conservative estimate of effect.
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a2 EHCH B

15, ¥H 2HES SIULHH, FR XK=
STHIEA(ARHT HIEZ)0| S HHst T
TAIS 23510, SHTE A O & Q= m o If p_u_bhcatlon b_le_zs_ was suspected,
k0| CHEH TEBIH=TR 0 ofe additional sensitivity _ana|y5|s was

o O OjES: performed by removing the studies

O SmHi=io] Ot T Eo SN A=S a3 A gle ~  potentially _assomated Wlt_h this bias
5H1 EHH|==0] 9oof o5t ME0| Ciof D2} and repeating the analysis.
ALt

16. E8I1E XXz SUE S S XSXIHS _ . .
TES10] XA OfSHALSOl CHSH En5i=7R Gilead Jose Manasanch is a medical
- m o advisor with Pierre Fabre Iberica

o 0 oS S.A., a company that commercializes

Permixon, a hexanic extract of

Serenoa repens.
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2= oA

1. MAN Szl ¢

ZEa Z7|IE0= PICOS]
THLAI EHEUSIR?

CE

O QTELHP)
0 S7(0)

0 BlZ2(C)
0 SMZO)

all RCTs reporting on efficacy and
safety from the use of Permixon in
LUTS/BPH were selected.

2. HAY B0E WEHEO| 4N 2HVHS Ao
Hofl SREAOH EuMl= ZRES2RE S
0|H0| QU= B olofl CHEH HHsHEEE 01R)7t

mOO
2 =

i

b

|

i

LHE0| Chet

—

r
re
oy
£Q
ol

HA AL
o g - UL oflof E5Ho:
= . S = | —
X.i_x'_l.i Ol.EH OE= 5t 2'<_7|-§ EE_‘E_OJ BEH
5#;*1[’4 EE; oo O AL, Of2f ARYIO| HA|
— — = L |
solsg spm gom o
LD Egh—,:ﬁ-q = A/EHd AEl, JEI_E
O ;fm; = O 012 &0l THet =
0 E;ﬂ; AL AE )
0 H|E;E|g|g4 7} 0O Z=EZ 0|20 st
=eTe e Hes et 01R)
3. S8l NXl= SSI0E| ZeE ARMA Mo
CHa AHSALE?
O: ol & ot &=
O 29 HiY HWASARRCT)SE o6k 20
s 49

0 22, &K HZAATINRS)Z ZEsH= 0]
Chah S
I BH HEE

Oom

all RCTs reporting on efficacy and
safety from the use of Permixon in
LUTS/BPH were selected.

O : 2% mBIEH0} B
maE oipo| HnE

8':#): Dé{ 22 HM -
O Za8 274 0149l DLOI:@@E}CA;L R
(@m0 HEsh 5 .
= = — [mm R |
;iglrﬁm|0|£§ ZAMGt DSH% ;%g e @Eﬁ
0 7igee gumerg B TEOMIH AIES

HIAIBHAC =0

0O ET= Mo 210d)
Of o g&et OIRE
HIAIGHRACY.

e =

om0
(@}

The systematic review of the
literature was performed in January
2016 using the Medline, Scopus,
and Web of Science databases. All
searches used free—text protocols
searching for the keyword Serenoa
repens in all record fields. No
limitations were used. Moreover, the
Cochrane Database of Systematic
Reviews was also searched using
the same keyword.

471 GIOJE{H|O|A O]2| ZAH ~3HSEX|

ore
By

o
o
T EHONE slofoleiCt,
B2O| Cfof Xz

Oom

Three authors assessed the eligibility
of the papers relevant to the review
topic.
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iE met HEHZAH
EIE XXz NE2FES F5CE +HEINU=IR . .
6 HE NI HEFES SR0F WA One author extracted information on
O: ol & ot &= patients, interventions, and
O FASH & HO Wy 2éte 239 o Xtz W Of outcomes that was checked by
£ FEX|0f thal 2ol =EoHUC. [0 OtL|2  other two authors, and discrepancies
O = 5 Ho WP €2 M4 A7 HEOM Xt were resolved by open discussion
BE F&5I190, £2 O'XIEE E0=|(01| 80% O] with the senior author.
&), UXl= & IR XiE =52 SIRIC
7. 28 ’_é-’ XXtz i oi-2o0f CHEt =52t &S
HiHAMRE MSstA=71?
250 o off A= EBF 0 o
O HEMX HESIIX O XHHCZ Mol B EF O HHAIRYE 7AHE B HE g
'FJ =l TEOA  HiA| Q= At 28 nFE O oL
= A0 it =ES OllM HiAM=El et 0]
KA 7 Al
8. = *3'_ AN ZetE SS9 MRAS XA
| A=7R
of : off A 2% &
=
O QIFEE MEARO
UL of (Of2h 25) thet 7= 7 o
Ul ﬂ;ﬂaoﬂ EH@' 7|$ Ul EIH k”_t?_kl'% | Hél_ Qld o|Ax| HASH| CHBE 712 oo
O] X0l CHBt 7|2 Ja(HE 49, 23 anragoﬂ ITLET MISARO| CHSt 7|& SIS
O H|W=0 CHEt 7|= =3l
O SMZEU0| et 71 O iz M2ARKO0 o
O SdA0l ot 7= oF 7E(MEER, 8
g 23
O S+ MEo| thst 7=
O XA AIHE
9. BESIUENK= SEUE EE JHE Aol
HIEZIE(ROB)S HItol7| flsl RHEARR EHE
ABSIR=71?
RCTs =
: ool st y WO
5t ROB 7t _ The quality of the retrieved RCTs
i O zge a9 iy ¢ D02 -
O sjEen, 120 Jr O NRSioH Wes assessed using the Jadad score
O D%Xi?ﬂ} TIIA| 2R} ﬁﬂ|]_ st
2 Zut US| = e
O oeet ZFRL 24
JHE(ZE 22l AYE = T8t o1z
Iz WBEOl = SO0l EJ—E A4
e I} MEH 0
A= SEL -
Gil: OfzHoil CHet ROB B
7t
NRSI N W
ge o oy o U SN EE Doan g
ROB &7t am 0 T T Qode  RCTer mE
O we A WmRCTE
[] MEef H|E2 O bt SEAU 24 o4
S0M 2ogh A =
T} AMe
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g mct oA
10. 280 NXl= 0a Z2stE Ase| 13
EX0| s HusIRETR
ol :
O Ssmyo| maie 9o NBSA| o 2as) 0o L o
S oo EHR LSO e ofF g

F WA} BRIt
o2 Z2E Y

URAT ML EAIGHK|

11. HEFEAIS SABIAICH, 2SR K= ofof
et B=fet 0192 MAlsigin, Simzimel
SAs 7 stz s NT was

Meta—analysis was conducted using
Review Manager software v.5.0.
Statistical heterogeneity was tested

= —_
ArEsIRE71? using the x2 test. A value of p¢0.10
was used to indicate heterogeneity.
Random-effects models were used
for the meta—analyses. The results
m o were expressed as yveighted mean
RCTs difference (WMD) with a 95%
. O ofHe - -
of : - O ojEps com‘!dence interval (Cl) for
[ HERME Soff AIZE ZAsSt st 0|RE N 4 oo continuous outcomes and as an
SIICH "5 odds ratio (OR) with a 95% Cl for
O I8 XA™SH JI=X|HE 0|26t AT1du=E 4 dichotomous variables. The presence
S3ion 0|&AM0| QCHH 0|2 EHoILCH of publication bias was evaluated
[0 J12|1 O|&IAMo| 21010) 5t ZALE SIULCt through a funnel plot [13]. The
study complies with the Preferred
Reporting Items for Systematic
Reviews and Meta—-Analyses
statement [14].
NRSI
o :
O XMAk= HEMRAE 8o Ai=E Zdgst Yst 0l
£ XAIGHSILCE
O I=2/0 M&Est 7tEX#g 01835l ¢dnE 2 O of
on 01240 QICHH 0|F HHoiACt 0O ofle RCTO mat
[0 J2|10 NRSI9| wetHE B SuFHEXIE 24 W HERE ==
AoIRALL BN S0t FHRE 2 s+ Q2 I M giS
o B XA=E Zgofict.
0O 12|10 RCT NRSI 257t 00| ZST|AS o,
FA9 HiE HuYdAREY S HREHS
20F FHXE EE= H15IR0Y.
12. HERZAMS $HGIICHH, ES0E MXk= WY
ool HISERIR0| HEIEA HAZutLt CHE 2A
o 0jE X ks WIksti=R O of
o : moLe st o2 ole
0] HIEZIB0| WS RCTOIS oIS, O mepe H2 W80 93 §S
O E= Oet HIEEAYES 718 RCTL NRSIE &2 A eig
aiet 42 9| 29F X0 HIEE ™0l of
H Fats O|X[=A| ZAGIAL.
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A= o ez

13. BHDAXX= D& HAE YA/ =05t 0jf T We acknowledge that the overall
o170 HIS2IoSS T35IR=TR quality of the available studies was

limited, with the majority of RCTs
being of low methodological quality.
of : m o High—_qualityl RCTs comparing

0 H|cca| 9J3{0| WS RCTOIS mat5IALCt 0 ote Permixon W|t_h placebo, a-blockers,

O £ RCTO| S5= 0lel BIE2IIE0) QUi 2 and 5-ARIS in the long term and
ch—,_ 0| NRSIZ I3t ZQ0| HIZ29E0| ¢iT Iarg_e_ clinical trials testmg_ the
ZIl0| O skS 0| I|O1| CHaH T=riict anti-inflammatory properties of

Permixon are needed to corroborate
our findings.

14, S 0HMNAE= SH2AN0M LHE 02X CHal
URAHR LYY IHS SIR=I

ol : _

[ S Zmol Soj0jat 00| iRic, moo B WSO o o3 a8

O E£ 0140 YU B, 0ol ol o) =
ABEL, OOl 2H04 MO lFls oE
0fl Cidl =OlSI%iLt,

15, ¥H 2ES SIULHH, F XK= . .
%’HHI“%I(A_-E‘E%-T‘ HIS2)0 Ht mms Funnel plots of all studies used in
TAS Asstl STE N0 OF & U= m o ]tchls rlreta—lan?hé&s vvere_genera(;eld

= AN T RFEIOI or all evaluated comparisons. Only a

q] 20 Al QAT g Ofﬂ';"fﬁ single study lies outside the 95% Cl

D semmn e 2 S8 o gss sw W OE L ot S e
S1— =miles oo = e ,

g“'% STHIEES 77 3T B0l ieh 1ot publication bias.
M
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