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BLADDER CANCER-2 /

CLINICAL SECONDARY SURGICAL ADJUVANT INTRAVESICAL FOLLOW-UP
STAGING TREATMENT TREATMENT -
cTa, Observation or >
low intravesical chemotherapy
grade
« If incomplete BCG or
cTa, resection, Re TURBT .| Observation or
high |+ If nomuscle in 7| Option : .
grade specimen, strongly Intravesical chemotherapy * HT * C}Irstoscap}r and
consider re-TURBT urine cytology
every 3-6 mo for 2
v, then increasing,
cT1, Residual BCG or infervals as
— : | Cystectomy or appropriate,
low disease o - . .
rade Option : consider image of
g__,ra - ]'f Mo musc'[e in Intravesical chemmhem]}}r +HT uppe.r tract
specimen, strongly collecting system
consider re-TURBT or — every 1-2y for high
cTl, = Cystectomy for high- grade tumors
high y y 5 BCG or
grade grade. No || Observation or -
™ Residual Option : »
disease Intravesical chemotherapy £
HT
Any BC(_} or
Tis Option :
Intravesical chemotherapy +
HT
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Ap P raisal FAITH &4t SO B RS E
>R 1 4 EICIREERETAVRIEE A D] ?

{ 5% / ERE (Population/ Problem) : }

e after transurethral resection for the treatment of
non-muscle invasive bladder cancer.

N AIEHE (Intervention) : }

* continuous saline bladder irrigation

L8 (Comparison) - }

D

* intravesical chemotherapy

itk (Outcomes) :

D —
\

» efficacy and safety
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Appra [ saI FAITH - S8 2 - 2418 EREMNSREMEF)

[(F] & %%E?ﬁiﬂ (Find) FRERITHEARE TR ?

EZ\@%_HEIIKE’JE

*ﬂrjﬁ(gu ; Medline b Our study searched MEDLINE (1970 to A.ug 2018).
+ e 2k EMBASE (1993 to Aug 2018) and the Cochrane Con-

COChrane %‘*’I'EEE A trolled Trials Register to screen studies investigating CSBI
E?—Eﬂ_—LE EM BASE and intravesical chemotherapy after TURBT. The analysis
used the search formula: “[continuous AND (“saline solu-

) I?nutjrﬁkgl tion” OR (“saline™ AND “[snlulicun"} OR “!-;.afim: solution™
"’W%( %S\(Fk EFI *H OR “saline™) AND (“urinary bladder™ OR ("urnnary™ AND

EEATZS - Web of =+ “bladder”) OR “urinary bladder” OR “bladder”) AND
SCience, SCOpUSEZ {_“lhfrapcu'{_ic irrigaxil_:m'_' E_:IE {_“ll‘{f:rapc:l_lic_" AEHEL “irriga-
Google Scholan) - B [t cheat o e v OR Fver” AND
,%M_la_f?:ﬁ‘lll- “therapy™) OR “drug therapy”™ OR “chemotherapy™ OR
YE*?&#EK/\BEE/\‘\ ‘ “drug therapy™ OR (“drug” AND “therapy™) OR “chemo-

e Sz — n+ = therapy™)]”. The study was limited to published research
9&3\( ’ XDZEE?‘HHTI'T% on humans, with no restrictions on langsuage. Furthermore.
JEH MESH?%&_%& we have also browsed references of related articles. The

=1 i e ; i
*EE%EEE(’[GX’[ WOrdS) o E.l.l.l!'lﬂl.’h WEere 1_:1:-11'[.1Lh:::| to offer further information from
their research 1f necessary.
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Ap p FalSa | FAITH - 588 2 : Zgrid 32 I RERY S & 4 (F)

[F] thExE& =2 (Find) FrBRITHRARE TR ?
EXENTT A
(Methods)ZE&fi - Of Inclusion criteria
J/\/{ EHZ@U f %m@%%'%mﬁ s If study met the following criteria, it would be included:

E"J Eﬁ HA - /l:']fl% 1%)% E/‘] (1) CSBI and intravesical chemotherapy after TURBT was
2 =g - ,%%%(RGSUHS) investigated in the article, (2) the article was a randomized
% "E'ﬁ |:|:| E_[J/\ /{ ;|:—\Z @J zlg ’};Fé; controlled study, (3) full-text content and related data can be

/% 23{6 ,K_—Ejz Jgk IEI EE qu 1E obtained, (4) the data provided by the article are valid and
ZIN A < H

worthy of study, mainly including the total number of sub-

E/\j Tﬁ%&éj{j{%j{ %Z Jects and the valuable results of each indicator. If the same
H - XX /%W/\,ﬂiﬁlf B3 experimental results were published in different journals or
HNEE NEHR - at different times, the latest finding would be included in the
:,é‘f Pﬂﬂﬁ% b /{ =17 meta-analysis. However, if a group of subjects participated

e e = in multiple studies, each study may be included in the analy-
PRISMA El,g /) “—*EE 5i5. The flowchart (Fig. 1) details the process of selection

EE ° and elimination.
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App ral saI FAITH - 588 2 : Z 4014 SO ERE BEAY 3 & 4 {a (F)
[F] R 2&#E (Find) FTBRYTHEERE1E ?

EXNENR A

(Methods)Z56fi - [/l Results

HRFE A = RIS RIER

AR - EEERKZE Characteristics of individual studies

4R (Results)E &g o] | | |
DB AN B 2 45 M ST e Two-hundred and eighteen articles were found by retrieval
O] AT 4 EFF,; ;E\J- QEE B @;C in each database. After screening the titles and abstracts, 186
37 ;k éﬁ g - 3\(,:;; 4 A B articles were excluded on the basis of the inclusion criteria.

— * Of the remaining 32 articles, 28 articles were excluded due
BIRMBERERE . 0 atices were excluded.
| =T A o 18] [ . 0 lack of available data. Four articles containing 4RCTs [7,
B0 ge g LB

e 13-15] which compared CSBI and intravesical chemother-
PRISMA RyAtiZ B = 3R - apy after TURBT were eventually absorbed into our analysis

(Fig. 1). The characteristics of the studies are summanzed
in Table 1.
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PRISMA iR E

Fig. 1 The flowchart details
the selection and elimination

= =X i
: SR . . . . process. RCT randormized
218 amcles.vuere xd.enuﬁed including: controlled trials. CSBI contint-
MEDLINE: 152 a.mcls ous saline bladder irrigation,
EMBASE: 57 articles NMIBC non-muscle invasive
Cochrane Controlled Trials Register: 9 articles bladder cancer
>,
On the basis of titles and abstracts, 186
o articles were excluded
32 relevant articles were included ]
~ By
No outcomes of interest: 7 articles
. Not valid comparison: 11 articles
Inadequate duration: 2 articles
" Not head-to-head trial: 5 articles N
[ 7 relevant articles were included
> 3 articles were not RCT

— —
4 articles with 4 RCTM& in the

study which compared CSBI and intravesical

chemotherapy after transurethral resection of
bladder tumors
o /
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Appralsal FAITH - 3588 2 : S BEIRERY R E A0 1 (A)
[A] XEEEEBR1ETE (Appraisal) ?

Quality assessment

1 === The study used the Jadad scale to evaluate the quality of
M_%_\*EJ%%K |E'| E,IIII] % RCTs retrieved [ 10]. Additionally, relevant research meth-
ﬁ:ﬁ % E/\J Y = *E 7, ods. including allocation mathu:nd of participants, hiding allo-

AL cation process, double-blinded and termination of results
k?g E]- E/J A nE in data loss, were used to analyze the guality of individual
E -‘-/\ EIH _-: - sindies. Afterwards., individual sindies were assessed in line
—_—== with the guidelines provided with the Cochrane handbook
’}%_ j'bE’J I:IIJE Sfor systematic reviews ..r;f interventions v5.30 [ 1 1'|._E,ver1-.-'
N article was evaluated and allotted 1n accordance with three

(QD f‘l’ %j'/ {tﬂ E/\] quality classification standards: (A) when the study fulfilled
Eﬁ] % Fllzﬁ ’ ﬁﬁﬁ ?1] qulaht}r tijltaf'la._, the study would be ::::unmdn:re:dl to h,a_avela
== ow risk of bias; (B) when one or more of the quality criteria

B *A& £ was just partially met or was fuzzy, the study was consid-

ered to have a secondary risk of bias; or (C) when one or
&'_\_'ﬁﬁz Et/M E"J EJ: more of the criteria were barely met or not included, the
50 3K study was considered to have a high risk of bias. All authors
"\E ) ° participated in the guality assessment of RCTs retrieved.
Differences regarding this quality assessment were resolved

by discussion among the researchers.

BLh U BE N HiEsmaR . O OBOAEBE .
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Ap praisa | earmvsm 2 snsmEmnaEnm o

[1] 2EFRMA (Included) EEFMENE ?

EETXRFER
AES - RMMEX
RERERMAAZD
Kﬁ IE\H j‘unn%
%*@/J\'ﬁinbiﬁqnﬂu%ﬁ/\ °
TEXNENFAZE
o] DI RIS EF S
AT - DURER

Quality of individual studies

All four articles complied with the criteria of randomized
controlled study and each study indicated the randomization
processes. A potent calculation in three RCTs [7, 14, 15]
was applied to determine the sample size and the standard
~of character of these article was A. One RCT [13] without
AR Al vudis wre ichaded i the analysi egardles of
. . . ysis regardless of the

i REBHRE RN grade of quality. The funnel plot showed a qualitative esti-

= ?d‘é'w‘% 2 mation of publication bias of the study. the plot was highly
H2E -

symmetrical and four squares were contained in the large
triangle, and no evidence of bias was found (Fig. 2).
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Quality of individual studies

Table2 Quality assessment of individual siudv ™\
= g SE00GIORD . .
Study  Allocatic A Levelof \ ITT analysis
concealn quality
024 %
foi®!
13 A i 0k L| B o
i A
4] A U oA e
08t ; : \
5] A e HoA N
7] A [\ A No
PO N 2, OR
b1 01 1 10 100

Fig.2 Funnel plot of the studies presented in our study. SE standard
Athesndyhasalo epror, OR odds ratio " infention-to-treat
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Ap p FalSd | FAITHSES 2 : Z 404 SOt E RERY SR B 1T (T)

[T] (FRASSLIRIBMEZR "#4 . (Total up) BEE4&R ?

EzAZ) 1 ERERBERMAARNGRERER -

Table 1 Study and patient characteristics

/

Median
follow-up time
(year)

Inclusion population

~

[ Instillation protocol

Study Therapy in Therapy in control group ~ Sample size Admin-
experimental : ] l istration
group Experimental Control 0 4

[13] CSBI Intravesical chemotherapy 24 21 Irrigation

[14] CSBI Intravesical chemotherapy 162 166 Irrigation

[15] CSBI Intravesical chemotherapy 123 115 Irrigation

71 CSBI Intravesical chemotherapy 124 126 lrrigation

3

5

ok . @ OBOKRBEE

Patients with superficial bladder tumor
were assigned o two groups before
transurethral resection of bladder
(umor

Patients with clinical evidence of
primary or recurrent NMIBC (Ta/T1,
G1-3)

Patients with intermediate risk NMIBC
were treated by TUR followed by
either CSBI or intravesical instillation]
of mitomycin C

Patients with primary low-1o intermedi-
ate-risk tumors were enrolled

Epirubicin solution of 40 ug/ml for 20 h
immediately after surgery; continu-
ous irrigation with saline in the same
manner

Gemeitabine (2000 mg/100 ml of saline)
or placebo (100 ml of saline) fol-
lowed by continuous bladder irrigation
for>20h

Mitomycin C (4 weekly instillations
starting 1 week after TUR followed by
11 monthly instillations to month 12);
CSBI (2000 ml/h for first 1 h, then
1000 mU/h for 3 h, and then 250 ml/h for
14-18 h)

Single immediate instillation of 30 mg
mitomyein C in 30 ml of saline; CSBI
(2000 m/h for first 1 h, then 1000 ml/h
for 2 h, and then 500 ml/h for 15 h)

CSBI continuous saline bladder irrigation, NMIBC non-muscle invasive bladder cancer, TUR transurethral resection

16




Appralsal FAITH S8 2 : 240 EERENRE M (T-H)

[T] (FRASELIRIBMER "4#4 . (Total up) SER4&ER ?

PLTHME L (forest plot) ZIRMARER - RIFBENLEE DT

[H] SiBEREE M - £EE 1 (Heterogeneity ) ?

EERBER N - SEEENGRERIBERE 4 - FEAE
Bt FEELEESEHE (FAME) 1R 2 R A B
FRPARR PICO RHFRTTE - RV EREEMERIREA -

Eitﬁﬁﬁ%ﬁﬁ’



Appralsal FAITHS 88 2 : 451 CRREIRH R E T (T-H)

[T] FEESELIRIBMETR "#4 .1 (Total up) ABE4&ER ?
[H] slEEr4EREEHE - REMH (Heterogeneity ) ?

Saline irngation  Chemotherapy Odds Ratio Odds Ratio
Study or Subgroup _ Events  Total Events Total Weight I.H, Fixed, 95%Cl Year M-H, Fixed, 95% Cl
Maekawa S 2000 12 24 18 A 12% 017[0.04,072) 2000 s
Bohle A 2009 122 162 129 166 367% 0867(0.52 1.46] 2009 -
Onishi T 2011 94 1233 83 115 264% 077(041,1.43 2011 -
Onishi T 2017 97 124 102 126 257% 085(0.46,157) 2017 . | N
Total (95% CI) 43 428 100.0% 0,76 [0.55,1.05) ®
174
l HeterogeneilyChi’:4.55,df=3(P=0.21);|’=34%l = % = %
002 01 1 10 50
Test for overall effect Z=1.68 (P = 0.09) Saling imgation. Chemotherapy

(A)
Fig.3 Fotes plots showing a 1-year recurtence-free survivl: b 2-vear recurrence-fee survival, ¢ the median period to st recureence, M-H
Mantel-Haenszel, C1 confidence interval, df degrees of freedom

e v W i e u Y - bt U
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Ap Pra ISal ramnsm 2 smussEmwzEaE -H)

[T] 1’E%‘zE|'z§DX%7f*$ﬂEiE r.%ﬂ.%m (Total up) EHEE4ER ?
[H] sEEEREEHE - 5 (Heterogeneity ) ?

Saline irrigation  Chemotherapy Odds Ratio Odds Ratio
~tudvor Subroup __Events _ Total Events _ Tolal Weiaht M-H,Fixed, 95% Cl_Year M-, Fixed, 95% CI
Maekawa 5 2000 { # N N B4% 037[0.11,1.28 2000 it
Bohle A 2009 98 162 106 166 416% 087(0.551.35 2009 &
Onishi T 2011 86 123 7% 115 235% 124072214 2011 o
Onishi T 2017 87 124 89 126 265% 098[0.57 1.68 2017 e
Total (95% CI) 433 428 100.0% 0.94[0.71,1.25] &
Total events 278 281
Heterogeneily. Chi*= 3,30, df= 3 (P = 0.35); F= 9% ; * T

002 01 1 10 50

Testfor overall effect Z= 041 (P=0.66) Saline imgation Chemotherapy

(B)

Fig. 3 Forest plots showing a 1-year recurence-free surviva ; b 2-year recurrence-freg survival; : the median period fo first recurrence. M-H
Mantel-Haenszel, 1 confidence interval, df degrees of freedom
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Ap praisa | arrhsm 2 - s mEmnaEE T

[T] FEESELIRIBMETR "#4 .1 (Total up) ABE4&ER ?
[H] slEEr4EREEHE - REMH (Heterogeneity ) ?

Saline irrigation ~ Chemotherapy Mean Difference Mean Difference
Study or Subgroup _ Mean  SD Total Mean SO Total Weight IV, Fixed, 95% CI Year IV, Fixed, 5% CI
Waekawa S 2000 79 98 20 B4 145 N 71% 0501784 684 2000
Bohle A 2009 132 153 162 144 165 166 320% -1.20[4.64,2.24] 2009 —4
Onishi T 2011 139 173 123 16 191 M5 176% -210F6.74,254) 2011 o
Onighi T 2017 8 116 124 85 123 126 433% -050[3.46,248) 2017 &
Total (95% Cl) 433 428 100.0% -1.01[-2.96,0.94] L 2

Heterogeneity. Chi*= 0,36, df= 3 (P = 0.95), F= 0% 200 A0 0 i 0

Testfor overall effect Z=101 (P=031) Saline imgation  Chemotherapy

(€)

Fig. 3 Forest plots showing a 1-year recurmence-free survival; b 2-year recurrence-freg survivall ¢ the median period fo first recurrence, M-H
Mantel-Haenszel, 1 confidence interval, df degrees of freedom
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Appralsal FAITHS B 2 : 24X EEREMREMNE (T-H)

[T] FBEESEURIBMER "4#4 1 (Total up) mBE4&ER ?
[H] sEEr4AEREEHE - EEM (Heterogeneity ) ?

Saline irrigation Chemotherapy Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-.H, Fixed. 95% CI Year M-H, Fixed. 95% CI

Bohle A 2009 38 162 40 166 52.7%  0.97[0.58,1.61] 2009 —-—

Onishi T 2011 9 123 16 115 26.7%  0.49[0.21,1.15 2011 ~——

Onishi T 2017 10 124 13 126 206% 0.76[0.32,1.81] 2017

Total (95% CI) 409 407 100.0% 0.80 [0.54,1.17] R4

59

Heterogeneity: Chi*=1.80, df= 2 (P=0.41),F= 0% : t + {
l e ke I 0.01 0.1 1 10 100

Test for overall effect Z=1.15 (P = 0.25) Saline imigation Chemotherapy
(A)

Saline irrigation  Chemotherapy Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl Year M-H, Fixed. 95% CI

Maekawa S 2000 4 24 £ 21 61% 050[0.12,2.09] 2000

Bohle A 2009 48 162 39 166 31.0%  1.37[0.84,2.24] 2009 1=

Onishi T 2011 48 123 48 115 346%  0.89([0.53,1.50] 2011 ——

Onishi T 2017 45 124 39 126 282%  1.27[0.75,62.15] 2017 o

Total {95% CI) 433 428 100.0% 1.12[0.84, 1.50] L3

Lotalovants 1ASE 122

Heterogeneity: Chi*= 282, df= 3 (P=0.42), P= 0% ' t t i

o b 0.01 0.1 1 10 100

Testforoveralleffect Z=080(P=043) Saline irigation Chemotherapy
(B)
Fig.4 Forest plots showing a the number of tumor pmgressiuiL b the number of recurrence during follow-up. M-H Mantel-Haenszel, C/ confi-
dence interval, df degrees of Ireedom i
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Appra I saI FAITHSE 2 - 2414 08 ERER R E 11T (T-H)

[T) 1’E%‘zE:'s§l>l%7f*$ﬂl% M4a4t | (Total up) StEa4ER ?
[H] SN EREEMHE - £E58 M (Heterogeneity ) ?

Saline irrigation  Chemotherapy Odds Ratio (Odds Ratio

Study or Subgroup __ Events  Total Events  Total Weight M.H, Fixed, 95%Cl Year M.H, Fixed, 95% Cl

Onishi T 2011 9 12 22 115 564% 033015076 2011 ——

Onishi T 2017 § 1N 17 126 436% 021007 065 2017 ——

Total (95% CI) U7 241 1000%  028[0.45,0.54 &

Tntal pvents 13 19

Heterogeneity. Chi*= 0.40, df=1 (P = 0.53), P= 0% = * * |
35 4 002 0] | 10 50

Test for overall effect Z=3.77 (P=0,0002) Salne iigaion Chemotherapy

(A)

Fig.5 Forest plots showing a macrohematuria; b frequency of urination; ¢ bladder irritation symptoms. M-H Mantel-Haenszel, C1 confidence
interval, df degrees of freedom
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Appra 1Sal ramnsm 2 - seuzmERnREOE T-H

[T] 1’E%E§l«l§?¢*$ﬂﬁ% r.%E\.%nJ (Total up) &HEE4ER ?
[H] sl REEHE - EEHM (Heterogeneity ) ?

Saline irrigation  Chemotherapy Odds Ratio 0Odds Ratio

_Studyor Subaroup __Events _ Total Eveats  Total Weiaht M-H, Fixed, 95% Cl _Year M-H, Fixed. 95% Cl

Maekawa S 2000 4 15 AN 167%  034[010,117) 2000 ]

Onishi T 2011 (3123 8 115 720% 0211041,043 2011

Onishi T 2017 0 124 5 126 105% 009(000,162 2017 * -

Total (95% CI) o 262 1000%  0.22(0.42,040] k-3

[MMc A Bl

Heterogenelty, Chi*= 0,84, dt:2(P:066);P:0%] = t % %
Vg 001 01 { 0 100

Testfor overall effect Z= 5,04 (P < 0.00001) Salne irigaion Chamoterany

(B)

Fig.5 Forest plots showing a macmhenmmde[h frequency of urinnlinn]t bladder irritation symptoms. M-H Mantel-Haenszel, C1 confidence
interval, df degrees of freedom
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Ap p FalSa | FAITHSEB 2 : Z 404 SOt ERERY R B 1T (T-H)

[T] FEESELRBMETR "4#4 1 (Total up) ABE4&ER ?
[H] sl REEHE - EEHM (Heterogeneity ) ?

Saline irrigation  Chemotherapy Odds Ratio Odds Ratio
Studyor Subqroyp _ Events  Total Events  Total Weiqht M-H, Fixed. 95% Cl_Year M-H, Fixed, 95% CI
Maekawa S 2000 1" U 15 20 128%  0.34[0.10,1.17) 2000 e Y
Bohle A 2009 6§ 162 11 166 154% 054(0.20,1.50 2009 T
Onishi T 2011 5123 4 115 548% 025(013,040 2011 —i—
Onlshi T 2017 I 11U 12126 171% 0.24(0.06,0.86) 2017 G
Total (95% C) 433 428 1000%  0.30(0.19,049) &

1 7
ity: Chi*=1.74, df= 3 (P= 0.63), F= : : : \

|?Zl??ﬁ?ﬁi:!?..ﬁ#éc&f;i;éiuoﬁﬁé’; ‘ﬂ TR

il ' Saline imigation Chemotherapy

©)

Fig.5 Forest plots showing a macrohematuria; b frequency of urinnlim{c bladder irritation 5}rmpmms]M-H Mantel-Haenszel, C1 confidence
interval, df degrees of freedom
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Letter to the Eqitor

Letter to the Editor regarding the article "Meta-analysis of
efficacy and safety of continuous saline bladder irrigation
compared with intravesical chemotherapy after transurethral
resection of bladder tumors".

Haroon UM, Galvin DJ.

World J Urol. 2019 Apr 12. doi: 10.1007/s00345-019-02750-6. [Epub ahead of print]
No abstract available.
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Letter to the Editor regarding the article "Meta-analysis of
efficacy and safety of continuous saline bladder irrigation
compared with intravesical chemotherapy after transurethral
resection of bladder tumors".

Panahi MH.
World J Urol. 2019 Feb 1. doi: 10.1007/s00345-019-02645-6. [Epub ahead of print]

No abstract available.
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Dear Editors in chief, Professor Burchardt and Professor de la Taille,

We read the article by Zhou et al. [1] entitled “Meta-analysis of efficacy and safety of
continuous saline bladder irrigation compared with intravesical chemotherapy after
transurethral resection of bladder tumors™ with great interest. Looking at the methodology and

papers included for the meta-analysis, we have found a few flaws which must be highlighted.

The authors state in their study design: “Systematic review of Randomized Controlled Trials
(RCTs) was carried out using the preferred reporting items for systematic reviews and meta-
analyses (PRISMA) checklist” [1]. Their inclusion criteria states: “the article was a randomized

controlled study” [1].

The authors include in their analysis a study by Onishi et al. [2] which is a retrospective non-
randomised study of 238 patients with non-muscle-invasive bladder cancer. May I ask the

authors for clarification on why it was included in the analysis?

The other flaw we see with their analysis is the comparison of different intravesical
chemotherapeutic agents: Gemeitabine (Bohle et al.) to epirubicin (Maekawa et al.) to
mitomycein ¢ (Onishi et al.) [3, 4, 5]. To get meaningful results which can be applied to clinical
practice, the intervention (the chemotherapeutic agent) must be standardised. Hence,
conclusions from this study do not represent a high level of evidence and must be viewed with

some scepticism.

Best Wishes
IMESBER
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Dear Editor,

I recently reviewed the article by Zhou et al. [1] published in the January 2019 issue of the
World Journal of Urology, entitled “Meta-analysis of efficacy and safety of continuous saline
bladder irrigation compared with intravesical chemotherapy after transurethral resection of
bladder tumors™. I assessed its methodological quality using 16-item AMSTAR2 [2 ] appraisal
tool. According to AMSTAR2, the study scored 11 items out of 16 while lost points from items 2,
9, 12, 13 and 14 which were related to the issues of protocol registry, risk of bias (ROB) and
heterogeneity, respectively. ROB was well assessed by appropriate tools but its result was not
accounted into the analysis through meta-regression/subgroup analysis or sensitivity analysis
which may due to the paucity of the included studies. No commentary on the likely impact of
ROB in discussion as well. In addition, although no heterogeneity was observed, it was not

mentioned in the discussion part.

I suppose there was a typographical error to report “OR of — 1.01 and 95% CI of — 2.96 to 0.94
(p = 0.31)" for the median period to the first recurrence while it was mean difference not odds

ratio.

Finally, to evaluate clinical significance, prediction interval (PI) was proposed in contrast to
statistical significance presented by confidence interval (CI). I suggest that authors calculate
prediction interval for evaluating clinical significances [3 ] for macrohematuria, frequency of

urination and bladder irritation symptoms which were considered statistically significant.

As a conclusion, this was a well-written paper and most items were followed appropriately;

non-critical weaknesses were obzerved there, so based on AMSTAR2, this study iz classified as

“Moderate” quality.
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