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1. Introduction

Despite the number of rapid reviews published within Health Technology Assésghi€A) over
recent years, there is no agreed and tested methodology and it is unclear Hoseviepis differ

from systematic review@arker and Kleijnen 2012). HE use of “rapid reviesV is increasing, driven
primarily by this need to engage with policy mekehealthcare professionals, and consumers in a
timely manner to provide evidenbased recommendations pertaining to healthcare activities and
decisions. However, while this concept of rapid review has been prominentheé discourse
surrounding HTA forsome time, the HTA community is yet to reach a consensus regarding their

validity and the most appropriate methodology to use in their prepaéfimm et al. 2008)

Methods that limit searching by dates, databases, language and sources beyondcelactton
limiting study selection, data extraction and quality assessment to-gidglelual, accelerate the
process, but may lead to relevant information being missed and biases beihgcidr (Ganann et al
2010). Restricting the scope for study irsdun, e.g., only recent studies or on studies conducted at
the national level, and restricting depth of the analysis (e.g., reporting onblldiratings), might

also be considered to reduce steps in the review process (Abrdr@iDéDa However, biasnay be
introduced including selection bias and publication bi&udies might be missed by limiting the
number of databases searched and reviewers involved in study selestiditionally, rapid data
extraction may miss somienportantinformation. Om other approach is through a summary of
existing review evidencéChambers and Wilson 2012;Khangura et al. 2012). However, this method
also relies on the quality and inclusivity of review methodolofygxisting reviews. Indeed, further
research on thisopic has been recommended in order to enhance understanding of rapid review
limitations (Ganann et al 2010;National Collaborating Centre for Methods and Tools 2010)

Here we report de novo method for rapid review, using a combination of randomisedalted trial
(RCT) data extracted from existing reviewwithout obtaining the original RCT publications)
combined witha fully comprehensiveystematic searcto identify both RCTs potentially missed by
previous reviews and RCT evidenmablished subsegut to existing reviews The method was used

as part of aHealth Technology Assessmef(iiTA) short report of treatments for premature
ejaculation(PE) (Cooper et al2015) Here we also present a case study comparing the rapid review
resultsfor one of the treatments of interesselective serotonin reuptake inhibitors (SSRIsgjith
results had a full systematic review been undertaken. This was done by obtainirigitiaé RCT

articles reported in reviews to assess the accuracy and comptetémeview reporting.

In this paper we address the followirggearch question:



How does the validity of a rapicview methodn which a systematic search ian but data from
RCTs identified by the search that are already reported in existing rexdaesvextracted from those
reviews (rather than obtain each RCT publication), and data from RCTspodterkin any existing
review are extracted directly from the RCT publication, compare witlsystiematic review methods
in which all RCTs identified by the search are obtained in full and data extPact

1.1. Aims

The ains of this studywere:

1. to evaluate a rapid reaw method in which RCT data wesextracted from existing
reviewsand additional RCTs not already captured by any review,

2. to assess whether thvgas a reliable method in terms of study identification, data
completeness, data arecy, and information on study qualapd

3. to assess whether the conclusions of our rapid review would have been any different i
undetaken using a traditional full systatic reviewdata extractiomethod.

2. Rapid review methods

As a case study we used a rapid systematic review undertaken as part of a HTépsinff€ooper

et alin 2015) The aim ofthe HTA short reponvas to systematically review the evidence base for
all behavioural and pharmacological interventiamghe management of PE. The review of the
evidence was undertaken in accordance withgémgeral principles recommended in tAeeferred
Reporting Items for Systematic Reviews and Maetalyses PRISMA) statement

(http://www.prismastatement.org/

We initially ran full systematic review searches fe HTA short report that identified 102 RCTs
across several interventiofisehavioural, topical and systemic traants In addition to a narrative
synthesis, we also wanted to update the evidence base by pooling data aesassng|RCTs in a
metaanalysis to produce contemporary effect estimates of treatment effestvarhere possible
within the timescale (12 weeks) Therefore, we developed a method which involsgdthesisig
evidence fromRCTs extracted directly fromexisting systematic reviewgogetherwith eviderce
extractedrom further published RCTsSinglearmrandomisedatrossover design studigsarticipants
randomised to differeritervention periodsjvereexcludedin the metaanalysis. Pooling data from
participants randomised to different intervention periadsif the trial were a parallel group trial
results in doubl&ounting of participants in the analysis which constitutes a unit ofsisadrror

(Higgins et al. 2011b)Theses and dissertations were not included. -Bluglish publications were


http://www.prisma-statement.org/

included where sufficient data could be extracted from an EAgligjuage abstract or tablegor

this case study we considered evidence from one treatment option in the HT Aepbdr SSRIs.

21 Searches

Comprehensive, full systematic review searching was undertaken for the HTAreghantt The
following electronic databases were searched from inception to 6 August 2013 for published and
unpublished research evidence: MEDLINE; Embase; Cumulative Inddurting and Allied Health
Literature (CINAHL); The Cochrane Library including the Cochrane SysterReviews Database
(CDSR), Cochrane Controlled Trials Register (CCRT), Database of AlssafiReviews of Effects
(DARE) and the Health Technology Assessment (HTA) database; ISI Web ofc&SdéfS),
including Science Citation Index, and the Conferenoecd®dings Citation Inde&cience. Full
search terms are reported elsewh@eoper et al 2013). The U.S. Food and Drug Administration
(FDA) website and the European Medicines Agency (EMA) website were also seafdheithtions
were imported into Refence Manager Software and any duplicates deleBshrch filters were

applied for RCTs, systematic reviews, and general reviews and guidelines.

2.2.  Methodological quality assessment of existing reviewsand RCTs

As part of the rapid review for the HTA shogport,the methodological quality of existimystematic
reviews was assessed using the AMSTAR ched@isea et al. 2007)The tool consists of 11 items
assessinga priori design; duplicate study selection and data extraction; comprehensietulie
searclng; the use of publicatiotype as an inclusion criteria; reporting of included/excluded studies;
reporting of characteristics of included studies; quality assessohéncluded studies; use sfudy
qguality in forming conclusions; methods used to combine findings of studies;srassgsof
publication bias; and reporting of conflict of inter¢Shea et al. 2007) A quality assessment of
RCTs alreadyncludedin reviews was not undertakenviethodological quality of RCTs not already
captured by reviews was assessed using the Cochrane Collaboration risk of bias assgtetiaent
(Higgins et al. 2014). This tool addresses specific domains, namely: sequence geneatdioation
concealment, blinding of participants and personnel, blinding of out@s®essment, incomplete

outcome data and selective outcome reporting

2.3.  Dataextraction for rapid review

Within the rapid review for the HTA short reportjtoome data from RCTs reported in reviews were
extracted directly fronexistingreviews. For SSRIs, eleven existing reviewsre identified and it

was possible to check the data across these reviews for concof@anceet al. 2012;Huang et al.
2009;Luo et al. 2012;McCarty and Dinsmore 2012;McMahon 2012;McMahon and Porst
2011;Moreland and Makela 2005;Richardson et al. 2005;Waldinger et al. 2004a;Wahg et a
2007;Wang et al. 2010)Outcomedata from RCTs not reported in reviews was extracted from the



RCT publication. One reviewer performed data extraction of each included sMidyumerical data

were then checked against the original article by a second reviewer.

24.  Evaluating accuracy and completeness of rapid review method

Following completion of the rapid review for the HTA short repartfull systematic review was
undertaken for one intervention (SSRIs) for this case study. Alhtiallg relevant RCTs relating to
SSRIs for PE, as identified by thdTA short reportseaches, were obtained in full. In order to
evaluate the accuracy and completeness of the rapid review method, the origicatipoblfor all
RCTs reported in existing reviews were checked against the data reported reiiews.
Methodological qualityof all RCTs was assesseing the Cochrane Collaboration risk of bias
assessment criteriéHiggins et al 2014). Any other quality assessmenhformation for RCTs
reported in existing reviewsas extracted for comparative purposBelevant RCTs ideni#d by the
searches were also checked against the reviews to identify any RCTs that woul@édraveidsed
had existing reviews been used as the only source of identifying RCTs up to thésregjswted

search date.

A summary of the comparison betwede tle novo rapid review method reported here ahd full

systematic review method is presented in Table 1

Table 1: Comparison of de novo rapid review method with full systematic review method

Review elements Rapid review method used here Full systematic review method

Literature searching Full literature search of MEDLINH Full literature search of MEDLINH
and other key databas{ and other key databas
supplemented with searching | supplemented withsearching of
reference lists of systemat| reference lists of systemat
reviews and included RCTs reviews and included RCTs

Study selection Two reviewers sifted searches f| Two reviewers sifted searches f
all relevant RCTs, identifying thoseall relevant RCTs

already included in existin
reviews

Dataextraction Data extracted by one reviewer a| Data extracted by one reviewer a
numerical data checked by secondumerical data checked bycead
reviewer of RCT data reported |nreviewer of all RCTs directly from
existing reviews and data directlyoriginal RCT publication
from RCT publications not in
existing reviews




Review elements Rapid review method used here Full systematic review method

Quality assessment Quality of existing reviews of RC7 Quality of all RCTs assessed usi
data assessed using AMSTAR Cochrane risk of bias criteria

Quality of RCTs within existing
reviews not assessed (R(
publications reported in existin
reviews were noinitially obtained
as beyond the scope of the HT
short report)

Quality of RCTs not captured hy
existing reviews assessed usi
Cochrane risk of bias criteria

3. Resaults

3.1 Sear ch results

The searche®r all treatments for PE for the HTA short repimiéntified 2,283 citations. Of these,
2,181 citations were excluded, 2,174 from title and/or abstract informaftid seven that we were
unable to obtain. A total of 41 RCTsthat evaluated a SSRI against a comparator (placebo, no
therapy, another SSRI, or another ageveje identifiedand were included in both tlmapid review

for the HTA short report and the full systematic reviewwentyfive of these RCTs (Atmaca et al.
2002;Atmaca et al. 2003;Biri et al. 1998;Buvat et al. 2009;Kara et al. 1996;Kaufmah et
2009;:Manasia et al. 2003;Mattos et al. 2008;McMahon 1998;McMahon et al. 2010;Mendkls e
1995;Murat Basar et al. 1999;Panshou and Xie 2004;Pryor et al. 2006;Safarinejad aridi Hosse
2006;Safarinejad 2008;Safarinejad 2006;Waldinger et al. 1994;Waldinded 80@&;Waldinger et al.
1998;Waldinger et al. 2001a;Waldinger et al. 2001b;Waldinger et al. 2003;Yilnaz ¥399;Zhou
2007) had been previouslincluded byeleven systematiceviews (Cong et al 2012;Huang et al
2009;Luo et al 2012;McCarty & Dinsmore 2012;McMahon 2012;McMahon & Porst 2011;Moreland
& Makela 2005;Richardson et al 2005;Waldinger et al 2004a;Wang et al 2007;Wahg0di0n

Data from these 25 RCTs were extrachexnin the systematic reviews they were reported in for the
rapid review and directly from the RCT publication obtained in full for the full systamaview.

3.2. Methodological quality of existing reviews

The search methodology and inclusiaitesia for studies were varied across existing systematic
reviews. The overall AMSTARShea et al 2007yuality score was 1 out of 11 in four reviews
(Huang et al 2009;Luo et al 2012;Richardson et al 2005;Waldinger et al 2004a)f2ldun three
(McCarty & Dinsmore 2012;McMahon & Porst 2011;Wang et al 2007), 3 out of bhédrreview
(Cong et al 2012), and 5 out of 11 in one (McMahon 2012). Two reviews scored 0 out of 11
(Moreland & Makela 2005;Wang et al 2007)The search methodology and indadums criteria for

studies varied across these reviews, as did the included RCTs. None of #ves regported



independent double data extraction and daly reported an assessment of study quality (Cong et al
2012;Huang et al 2009;Luo et al 2012;Wang et al 20T8g body text of three of the reviews was in
Chinese language which limited full AMSTAR assessment (assessedEfgish languagabstract
andany otherEnglish language texfHuang et al 2009;Luo et al 2012;Wang et al 20X0yerall, the
metodological quality of existing reviews was considered as being Bowummary of the reviews
including the number dRCTsincluded and the AMSTAR quality assessment is presentéthivie

2).



Table 2. Summary of methodological quality (AMSTAR) of existing systematic reviews

Additional RCTs

Author, review Treatments Databases ';i?g;:al AMSTAR review quality identified by our searches
type, treatments covered searched and undertaken by Included RCTsof SSRIs ent within and subsequent to
included dates review assessh sear ch dates of existing
reviews
Cong 2012Cong | Fluoxetine MEDLINE, GoogleScholar, Five(Kara et al 1996;Mattos et | AMSTAR score, 3/11: Potentially missed: two
et al 2012) (SSRI)vs. EMBASE, Medical Matix al 2008;Pansho& Xie - comprehensive literature (Ahn et al 1996;Culba et g
(China) placebo PubMed, Ovid, | and other search | 2004;Waldinger et al search 2008)
CENTRAL, engines on the 1998;Yilmaz et al 1999) - study quality assessed
Systematic review CBM and CNKI | Internet. Hand - publication bias assessgd
and meteanalysis database July searching
1996 to May references lists (not
2012 specified which).
Contact with
experts in the field
and corresponding
authors (assume o
included trials).
Huang Any SSRI MEDLINE, Jan | None reported Thirteer{Atmaca etl AMSTAR score, 1/11: Potentially missed: four
2009Huang et 1950 to Mar 2002;Atmaca et al 2003;Biri et | - study quality assessed | (Ahn et al 1996;Arafa &
al 2009) 2008; EMBASE, al 1998;Kara et al 1996;Mattos Shamloul
(China) Jan 1950 to Mar et al 2008;McMahon and Touma 2006;Giammusso et al
2008; The 1999;Mendels et al 1997;Safarinejad 2007)
Cochrane 1995;Panshou & Xie

Systematic review
and metaanalysis

Library, Issue |
2008; and China
National
Knowledge
Infrastructure
(CNKI), Jan
1979 to Mar
2008

2004;Safarinejad & Hosseini
2006;Safarinejad
2006;Waldinger et al
1998;Yilmaz et al 1999;Zhou
2007)

Published subsequent to
reported search date: nine
(Farnia et al 2009;Khelaia
etal 2012;Lee et al
2012;Nada et al 2009;Nad
etal 2012;Rezakhaniha &
Sirosbakht 2010;Shang et
al 2012;Tuncel et al

2008;Weixing et al 2012)

a



Additional RCTs

Author, review Databases Add|tr|]0nal . I identified by our searches
type, treatments Treatments sear ched and Searcnes Included RCTsof SSRIs AMSTAR review quality within and subsequent to
. covered undertaken by assessment L
included dates review sear ch dates of existing
reviews

Luo 201ZLuo et | Dapoxetine PubMed, None reported Four(Buvat et al 2009;Kaufman| AMSTAR score, 1/11: Published subsequent to
al 2012) (SSRI) BIOSIS et al 2009;McMahon et al - study quaty assessed | reported search date:
(China) Previews, The 2010;Pryor et al 2006) ongLee et al 2012)

Cochrane
Systematic and Library, China
metaanalysis National

Knowledge

Infrastructure

(CNKI),

Wangfang

Database

searched to 2011
McCarty Dapoxetine PubMed, the The references Four(Buvat et al 2009;Kaufman| AMSTAR score, 2/11: Published subsequent to
2012McCarty (SSRI) Cochrane listed in identified | et al 2009;McMahon et al - characteristics of reported search date:
& Dinsmore Database of articles were used | 2010;Safanejad 2008) included studies reported | ongLee et al 2012)
2012) Systematic as a further source - conflict of interest
(Ireland) Reviews, NHS | of relevant studies. statement reported

Evidence, and
Systematic review the _Nat|0nal

Institute for

Health and

Clinical

Excellence

org.uk). To

August 2011.

Start date not

reported




Additional RCTs

Author, review Databases Additri]onal . I identified by our searches
type, treatments Treatments sear ched and Searcnes Included RCTsof SSRIs AMSTAR review quality within and subsequent to
. covered undertaken by assessment L
included dates review search dates of existing
reviews
McMahon Any systemic | Waldinger The references Five(Atmacaet al 2002;Kara et | AMSTAR score, 2/11: Potentially missed:
201(McMahon | treatment 2004Waldinger| listed in identified | al 1996;Mattos et al - characteristics of eleverfAhn et al
& Porst 2011) et al 2004apnd articles were used | 2008;Waldinger et al included studies reported | 1996;Akgul et al
(Australia) PubMedfrom as a further source| 1998;Waldinger et al 2001a) - conflict of interest 2008;Arafa & Shamloul
2004(no end of relevant studies. statement reported 2006;Culba et al
Systematic revie date) 2008;Farnia et al
2009;Giammusso et al
1997;Nada et al
2009;Rezakhaniha &
Sirosbakht
2010;Safarinejad
2007;Tuncel et al 2008)
Published subsequent to
publication date:
five(Khelaia et al 2012¢ee
et al 2012;Nada et al
2012;Shang et al
2012;Weixing et al 2012)
McMahon Dapoxetine MEDLINE, Web | The proceedings o Four(Buvat et al 2009;Kaufman, AMSTAR score4/11: Published subsequent to
2012McMahon | (SSRI) of Science, major international| et al 2009YMcMahon et al - comprehensive literature reported search date:
2012) PICA, EMBASE | and regional 2010;Pryor et al 2006) search ongLee et al 2012)
(Australia) 1993 to April scientific meetings. - studies included
2012 regardless of publication

Systematic review

type

- characteristics of
included studies reported
- conflict of interest

statement reported




Additional RCTs

Author, review Treatments Databases ,;i}jictri]:al AMSTAR review qualit identified by our searches
type, treatments sear ched and Included RCTsof SSRIs q Y| within and subsequent to
. covered undertaken by assessment L
included dates . sear ch dates of existing

review .

reviews

Moreland Any SSRI Not reported None reported Nine(Atmaca et al 2002;Biri et | AMSTAR score, 0/11 Potentially missed:
2009Moreland al 1998Manasia et al two(Ahn et al

& Makela 2005)
(USA)

Described as a
'mini review'

2003;McMahon & Touma
1999;Mendels et al
1995;Waldinger et al
1997;Waldinger et al
1998;Waldinger et al
2001a;Waldinger et al 2001b)

1996;Giammusso et al
1997)

Published subsequent to
reported search date:
ten(Akgul et al 2008;Arafa
& Shamloul 2006;Culba et
al 2008;Farnia et al
2009;Khelaia et al
2012;Lee et al 2012;Nadal
et al 2009;Nada et al
2012;Rezakhaniha &
Sirosbakht
2010;Safarinejad
2007;Shang et al
2012;Tuncel et al
2008;Weixinget al 2012)




Additional RCTs

Author, review Treatments Databases ,;(;}jgrllgal AMSTAR review qualit identified by our searches
type, treatments sear ched and Included RCTsof SSRIs q Y| within and subsequent to
. covered undertaken by assessment L
included dates review sear ch dates of existing
reviews

Richardson Any systemic | MEDLINE, Manuscripts were | SeverfMcMahon AMSTAR score, 1/11: Potentially missed:
2005Richardson treatment 1966 to January | handsearched (not| 1998;McMahon & Touma - charateristics of two(Ahn et al
et al 2005) 2003 and clear if this was 1999;Waldinger et al included studies reported | 1996;Giammusso et al
(UK) PsycINFO, 1872| hand searching 1997;Waldinger et al 1997)

to January 2003 | specific relevant 1998;Waldinger et al

Systematic review

journals) and a
search of publisheq
reviews and the
references of
included studies

2001a;Waldinger et al
| 2001b;Yilmaz et al 1999)

Published subsequent to
reported search date:
thirteer{Akgul et al
2008;Arafa & Shamloul
2006;Culba et al
2008;Farnia et al
2009;Khelaia et al
2012;Lee etl 2012;Nada
et al 2009;Nada et al
2012;Rezakhaniha &
Sirosbakht
2010;Safarinejad
2007;Shang et al
2012;Tuncel et al
2008;Weixing et al 2012)




Additional RCTs

Author, review Treatments Databases ,;(;}jictrilgal AMSTAR review qualit identified by our searches
type, treatments sear ched and Included RCTsof SSRIs q Y| within and subsequent to
. covered undertaken by assessment L
included dates . sear ch dates of existing
review .
reviews
Waldinger Any systemic | MEDLINE The references Thirteer{Atmaca et al 2002;Biri| AMSTAR score, 1/11: Potentially missed:
2004 Waldinger | or topical (1966-2002), listed in identified | et al 1998;Haensel et al. - characteristics of two(Ahn et al
et al 2004a) treatment Web of Science, | articles were used | 1998;Kara et al 1996;McMahon included studies reported | 1996;Giammusso et al
(Netherlands) PICA, and as a further source| & Touma 1999;Mvaretti et al. 1997)
EMBASE of relevant studies.| 2002;Waldinger et al
Systematic review (19806-2002) 1994;Waldinger et al Published subseguent to

1997;Waldinger et al
1998;Waldinger et al
2001a;Waldinger et al
2001b;Waldinger et al
2003;Yilmaz et al 1999)

reported search date:
thirteer{Akgul et al
2008;Arafa & Shamloul
2006;Culba et al
2008;Farnia et al
2009;Khelaia et al
2012;Lee et al 2012;Nadal
et al 2009;Nada et al
2012;Rezakhaniha &
Siroshakht
2010;Safarinejad
2007;Shang et al
2012;Tuncel et al
2008;Weixing et al 2012)




Additional RCTs

Author, review Treatments Databases ,;i}jg]:al AMSTAR review qualit identified by our searches
type, treatments sear ched and Included RCTsof SSRIs q Y| within and subsequent to
. covered undertaken by assessment L
included dates . sear ch dates of existing

review .

reviews

Wang Any SSRI MEDLINE None reported Eight(Atmacaet al AMSTAR score, 0/11 Potentially missed:
200qWang et al January 1 1996 2003;McMahon 1998;Murat two(Ahn et al
2007) to August 1 2006 Basar et al 1999;Safarinejad & 1996;Giammusso et al
(China) Hosseini 2006;Waldinger et al 1997)

Systematic review

2001a;Waldinger et al
2001b;Waldinger et al
2003;Yilmaz et al 1999)

Published subsequent to
reported search date:
thirteer{Akgul et al
2008;Arafa & Shamloul
2006;Culba et al
2008;Farnia et al
2009;Khelaia et al
2012;Lee et al 2012;Nadal
et al 2009;Nada et al
2012;Rezakhaniha &
Sirosbakht
2010;Safarinejad
2007;Shang et al
2012;Tuncel et al
2008;Weixing et al 2012)

Wang
201qWang et al
2010)

(China)

Systematic and
metaanalysis

Dapoxetine
(SSRI)

The Cochrane
Library,
MEDLINE,
EMBASE, China
National
Knowledge
Infrastructure
(CNKI), Chinese
Biomedical
Literature
database (CBM),
Chinese Science
and Technology

Periodical

None reported

Five(Buvat et al 2009;Kaufman
et d 2009)

(Pryor et al 2006;Safarinejad
2008;Safarinejad 2006)

AMSTAR score, 2/11:

- characteristics of
included studies reported
- study quality assessed

Published subsequent to
reported search date;
ongLee et al 2012)




Additional Additional RCTs
Author, review Databases

. . identified by our searches
type, treatments I(;\(/a:rten&ents sear ched and sear ches Included RCTsof SSRIs AMSTAR review quality within and subsequent to
included

dates undertaken by assessment sear ch dates of existing
review X
reviews

Database (VIP)
From 1979 to
2009

AMSTAR review quality criteria:a priori' design, duplicate study selection and data extraction; comprehensiatutie search of databases and other supplementary
sources; studies included regardless of publication type; list ofestyidicluded and excluded); characteristics of mhetlstudies reportedtudy quality assessed; study
quality used to informed conclusions; appropriate methods used to poopulaliaation bias assessed; conflict of inteistement included, Jadad scale (Jadad et al
1996) 1, modifiedCochrane Cdhboration risk of bias assessment critgtiggins et al 2011)



3.3.  Studiesnot included in existing reviews

Our searches identified 16 RCirat werenot included in any existing review (Ahn et al. 1996;Akgul

et al. 2008;Arafa and Shamlo@006;Culba et al. 2008;Farnia et al. 2009;Giammusso et al.
1997;Khelaia et al. 2012;Lee et al. 2012;Nada et al. 2009;Nada et al. 2012;Rezakhaniha and
Sirosbakht 2010;Safarinejad & Hosseini 2006;Safarinejad 2007;Shang et al. 2@&R;€Eural.
2008;Weixinget al. 2012) Seven of these were published subsequent to existing reviews (Khelaia et
al. 2012; Nada et al. 2009;Nada et al. 2012;Rezakhaniha and Sirosbakht f20i@&8d & Hosseini
2006; Shang et al. 2012)Veixing et al. 2012) However, me RCTs (Ahn et al 1996;Akgul et al
2008;Arafa & Shamloul 2006;Culba et al 2008;Farnia et al 2009;Giammussol@9 &l ee et al
2012;Safarinejad 2007;Tuncel et al 20@®peared to have beamissedor excluded from existing
reviews search strategiess the pubtiation date of the RCT was within the search dates reported by

the existingreviews.

The largest number of RCTs potentially missed lrg\view s search strategy was elev@hn et al
1996;Akgul et al 2008;Arafa & Shamloul 2006;Culba et al 2008;Farnia et al 2009;Giameiual
1997;Nada et al 2009;Rezakhaniha & Sirosbakht 2010;Safarinejad 2007;Tuncel0O88}al Zhe
review concerne@McMahon & Porst 2011)which evaluated any pharmacological treatment for PE
including SSRIs, reported extractiRCT datafrom an existing review published 2004 (Waldinger

et al 2004a) combined with electronic searchfs further relevant studies published from 2004

onwards.

34. Summary of the number of studiesin both the rapid and full systematic review

In summary: he same search was used for both the rapid review and full systematic, rivdesame
41 RCTS were included in both the rapid review and the full systemeafiew in the rapidreview
data for 25 of the 41 RCTs were extracted from existing wesyiavith data from 16 RCTs not
reported in any review being extracted from the RCT-thxt publication; m the full systematic
review, data were extracted from the figkt publication for all 41 RCTsThere were no additional

RCTs included in the fuBystematiaeview that were not included in thepid review.

3.5.  Accuracy of outcome data from existing reviews

The primary outcome of interest for thEfA short reportwas intravaginal ejaculatory latency time
(IELT). When checked across reviews, IELT outcome data was consistent and nadisesewere
evident. The most recent and comprehensview in terms ofhe number oincluded RCTs across

all SSRIs reportedhange from baseline valufss IELT.(Huang et al 2009)Although theeauthors

did not report how they estimatedriance estimatesssociatedavith the change from baseline values
used in their analysigshe mean IELT valuesoncurred with thoseeportedin the original RCT
publications In addition, all secondary outcome data including adverse event data reported by



reviews concurred with those reported in the original RCT publication. Imawnthe error rate for

RCT data extraction of IELT and secondary outcomes reported in existing sevasdow.

3.6. Completeness of outcome data from existing reviews

When checked against the RCT publication, all IELT data reported as a meanwialwariance
estimate were reporteaccuratelywhen cross checked witkxisting reviews. The only additional
IELT data from the original RCT publications not reported by any reviewe agifollows: one RCT
reporting IELTresults classified as unsuccessful, improvement and @dueat Basar et al 199%vo
RCTs reporting meian and range values for this outco(Weéaldinger et al 1994;Waldinger et al
1997) and two RCTs(Waldinger et al 2001a;Waldinger et al 200¥bporting pvalues for the
betweergroup difference in geometric mean without any variance estimate (Suppemizible).
These data were unsuitable for pooling with IELT data (mean and standardot@viatine meta
analysis undertaken as part of the HTA short reffodoper et al 2013). In terms of secondary
efficacy outcomes, these were in general also cemsigt terms of completeness of data extraction
and reporting by existing reviews (Supplementary table). The limitingrfat terms of secondary
outcomes for pooling data across RCTs for the HTA short report was tbé &ad limited way these
outcomeswere assessed and reported in the original RCT publication and not the reporting in the
reviews. In summary, all RCT IELT outcome data required for our andtysise HTA short report

were available from existing reviews.

Adverse event data reported éyisting reviews was confirmed as accurate when compared against
the original RCT publicatia® Additional adverse event data not included in reviews was available
from eleven RCTs.(Atmaca et al 2002;Biri et al 1998;Manasia et al 2003;McM&R8&Mendels et

al 1995;Murat Basar et al 1999;Safarinejad & Hosseini 2006j8efad 2006;Waldinger et al
1994;Waldinger et al 1997;Waldinger et al 2003;Yilmaz et al 199®)ever, these data tended to be
greater detail regarding types of adverse evantsnumbers of pacipants (Supplementary tab)e

and did not conflict with any conclusions regarding betwgrenip differences in adverse events (e.g.,
reported p-values) presented in existing reviews. Furthermore, due to digéthie types of adurse
events these data did not facilitate any data pooling across RCTs for adversenetventsTiA short
report(Cooper et al 2013).

3.7. Completeness and consistency of dataon RCT quality taken from existing reviews

Only four of the eleven existing revieW&6%) reported undertaking a quality assessr{ieéong et al
2012;Huang et al 2009;Luo et al 2012;Wang et al 200@p reviews(Cong et al 2012;Wang et al
2010)reported applying the Jadgdality scale(Jadad et al 199Gyith one review reporting a qualit
assessment cufff of five points or above on the Jadgdality scale to include RCTE&ong et al
2012) Two reviewsgHuang et al 2009;Wang et al 2018))plied the Cochrane Collaboration risk of



bias assessment critefidiggins et al 2011), however;was unclear from the two reviews concerned
how the Cochrane Collaboration risk of bias assessment crifetiggins et al 2011had been
converted to an overall grade. Due to the diversity of quality assessment approacliestehd
number of reviews morting a quality assessment, we considered it unfeasible make any comparisons
betweenthe quality assessments reported by existing resvigwd our quality assessment of the
original RCT publications for this studysingthe Cochrane Collaboration risk dfias assessment
criteria. We did, however, undertake a Cochrane Collaboration risk of bias asseesmdi41 RCT
publicationsobtained as fultext for the full systematic reviedior completenesgSupplementary

table.

3.8.  Comparability of rapid review findings ver susfull systematic review findings

The findingsfor the effectiveness of SSRIs in the treatment of PE, based on our HTA glutt re
which included a metanalysis of IELT outcomeswere that with the exception of fluvoxamine,
SSRIs are significantly more effective than placebo at increasing IELT,thétlyreatest increase
evident for paroxetine, and thall SSRIs are associated with side effectéowever, theevidence
comprisedRCT dataextractedrom existing reviews which were édw to moderatenethodological
quality coupled with data extracted from RCT publications not already included in ewrdhie

majority of which were of unclear risk of biéGSooper et al 2013)

In terms of comparison of the two methods, the findings amtlusions arrived at from the rapid
review method for safety and effectiveness of SSRIs in the treatmentaofdpked in our HTA short
report i.e., extracting RCT data from existing reviewg] not differ from those arrived at through
undertaking a fii systematic review extracting data directly from RCT publaai IELT data
reported in existing reviewwere sufficiently complete and accurate and there was therefore no
difference between tHendings ofthe rapid and th&ull review for the primaryoutcome. Of note for

the rapid review our electronic searches were run from database inceptian idatksve run our
searches from the last search date reported by our included reviews, some releesnwstudi have
been omitted (Table 2). hermsof quality assessmerthe information on study quality reported in
existing reviewsf SSRIs for premature ejaculatiamslimited across reviewandwhereundertaken
was done saising a variety of assessment methadd we were only able to present study quality
data for the 16 RCTs not included in reviews for the HTA short reporthwhlong with the
methodological quality of the existing reviewsas a limitation. As such we undertook a
comprehensiveisk of biasassessment of all RCTs identified for inclusaspart of the full review

by obtaining the full RCT publicationThe risk of bias assessment undertaken as part of the full
review indicatesthat the majority of RCTsevaluating SSRIs for the treatment pfemature
ejaculation(38/41, 92.7% supplementary tablggre of unclear risk of detection bias, mainly due to



limited reporting regarding blinding of the outcome assessn&artsitivity analyses for study quality

were not planned as part of either the rapid or the full review.

4. Discussion

Within our de novo rapid review method reported here, we extracted RCT data reportedstimgexi
reviews of SSRIs for PEand combined these data with additional data extracted from RCTs not
included in any existing rewe Our searches identified additional RCTs that had b#karmissed

by existing reviews’ search strategies or inclusion criteria, or weraspall subsequently to the
reported search dates of existing reviews. The primary and secondary effitaryedata extracted
directly from reviews were accurate and complete when compared with theabrlg@T
publications, with the exception of a small amount of additional data notlsuibalmur data pooling,

and some additional information regarding type and numbers of adverse evieatindings of our
rapid review for the effects of SSRIs in treating PE concurred with thosevthdtl have been
reached had we undertaken a full systematic review in this area, extracting dataforigittal RCT
publicaions. However, we were only able to undertake an assessment of methodological quality of
all RCTs as part of the full systematic review. Reporting of study quality wésdimnd disparate

across existing reviews.

The rapid review approactve used allowed us to synthesise an evidence base comprising one
hundred two (102) RCTs across all behavioural, systemic and topical treatimeE, fortyone

(41) of which evaluated SSRIs. In addition, we were able to synthesise afiinptimary outcome

data across RCTs where appropriate in a raatdysis to produce effect estimates across all relevant
RCTs. This would not have been possible had we chosen to report and semhearesults from
existing reviews separately to those from fully extractiteonalRCTSs, as with other approaches to
rapid reviews(Khangura et al 2012) We were also able to correct datnthesiserrors (double

counting of participants in metmalyses) where evident in existing reviews.

Existing systematic reviews mightige studies due to limitations of their search strategres
inclusion criteriaas was evident in some of the reviews included here. The full systematic search we
used as part of our rapid review method identified some RCTs apparerggdrig existingeviews

which, in terms of the research question, was a strengibrahethod. However, subgroup analyses

for the effects of missing studies were outside of the scope of our HTA short. repareful
judgement should be made when employing rapid rewethodologythat uses existing revieves

to whether to search for additional RCT evidence subsequenit tacluding the search dates of
existing reviews. The decision regarding an appropriate-@ffitdate when searching for additional
studies may also depend on the completeness of the reported search strategiyng rexiews
(search terms and sources searched) and the inclusion/exclusiaa ¢otencluded studies (e.g.,



using a quality assessment-of)y and whether these factors have the pdemnd miss potentially
important studies. In addition, decisions on whether-asie original RCT publications reported in
reviews might be based on factors such as whether independent study selectiordataudiaction

and quality assessmentintluded studies are reported by the review or not.

The overall methodological quality (AMSTAR(Shea et al 2007)) of the egisdviews included by
this assessment was low and there was limited reporting of ddataleextraction or methodological
quality assessment of included studiddowever we identifiedseveral reviews evaluating SSRIs in
the treatment of PEhat in thisexample of rapid reviewingelpedfacilitate data checking of RCT
data across reviewdVhilst not all RCTs in reviews were repged by all of the reviews (owing to
differences in search strategies, inclusion criteria and search dates)wésesufficient overlap (i.e.,
each RCT from a review was presented in two or more reviewgydesreview datacheckingfor
accuracy Despte themethodologicalimitations evident in the existing reviews, the findifigsthe
primary efficacy outcome (IELTjrom our de novo rapid review method reported here would not
differ from those arrived at through undertaking a full systematic reviewatixty data directly from
RCT publications. However, the limited reportingasessment of methodolcgl quality of include
studies across reviews did not facilitate any meaningful interpogtatf study quality and would not
have facilitated a sensitivity analysis for study quality had this eempriori defined outcome
Information on study quality could be extracted freystematic reviews in other research avelasre
guality assessment lietter reported.

Developed from methods to conduct systematic reviavaiyerse range of rapid review methaale
currently reported in the literaturé review of current methods and getice in Health Technology
Assessmenthat comparedapid versus full systematic reviewsthe areas obn the topics of drug
eluting stents, lung volume reduction surgery, living donor liver transplantation and hip
resurfacingreportedthat overallconclusions did not vary greatly aases where both rapid and full
systematic reviews wemenducted Cameron 2007)However, there is limited agreement at present
regarding the contents, method and definition of a rapid review (Wdt2@08) Furthemore, there

is currently no agreed and tested methodology for rapid reviews and it éuholw rapid reviews

differ from systematic review@arker & Kleijnen 2012)

The advantages of the method reported here are that we were aldentdy iRCTs nissed by
existing review searches and any subsequently published ;R&€dsscheck RCT data for
consistencyas there was motdan one review for each RCT; undertake a double data extraction due
to time saved by extracting data from existing reviews; cbrdata synthesis errors in existing
reviews; and pool datacross all RCTs to produce effect estimates and to sumntlaeisevidence

base for behavioural, systemic and topical treatmiarttse treatment of PE® date Where only one



review of RCT data is available, reliability of those data cannot be checked acrosewathes. In

this scenario, revisiting original RCT publications might be more ateand this decision may
depend on the methodological quality and relevance of the existing rekrierms of the research
guestion, thenain limitation to thevalidity of the rapid reviewnethod reported here compared with a
full systematic reviewvas that we werenable to checkhe methodological quality of RCIreported

in existing reviews and, where reported, thelity assessmémeporting in existing reviews was
limited and disparateWhere methodological quality is disparate across one or more existing review,
this may also necessitate obtaining the original RCT publication forngrehensivequality
assessment, especially where further RCTs not included in existing reviews arfediddat

inclusion.

5. Conclusions and recommendations

We evaluate a rapid review method in which RCT dat&reextracted from existing reviewsd
additional RCTs not already captured by any review, comparing it with a full systematic review
method of the same topieSSRIs for treating premature ejaculation. As part of the comparison of
review methods, we evaluatethetherour rapid review appachwas a reliable method in terms of
study identification, data completeness, data accuracy, and information on stlityyiguhis area
compared witha full systematiaeview method. Searches run from database incept&oa usedor

both the rapidand the full review to identify relevant RCTs. We found in this areasafarehthat
primary outcome data available for metaalysis(IELT) were the same whether tde novo rapid
review method or a full review method were employed. Howewer,td limited reporting across
reviews, quality assessment of all RCTs could only be undertaken as pde dfilt systematic
review. Reviewers wanting to undertake a sensitivity analysis of study qualityt higrefore have

to access all RCpublicatiors in full to do so, should adequate data on study quality not be reported

by existing reviews

The existing systematic reviews in SSRIs for PE are of low to moderateduktbical quality, the
majority of which do not present an adequate quality assessment of includeq Wach was a
limitation observed by our rapid revidaw this area A strength of our rapid review was that thse

of full systematic review searches identifieoth existing systematic reviewandthe RCTsincluded

in those reviews as well &CTs that hadhot beencaptured bythe existing reviews.The imitations

in reporting of study qualitpssessmetih existing reviews thatve observednight not beevidentin
systematic reviewsn other areas and the rapid review methods reported here might therefore be

usefulwhenundertaking reviews within tight time constraints.

The crcumstances under which a rapid review in which data are extracted from existewsrev

without obtaining included RCT publications imllf might be considered to be satisfactory in



comparison withundertakinga full systematic review are difficult to determine. Reviewers should
consider both the availability and the methodological quality otiegiseviews if these are going to
be usedasthe primary source dRCT dataextractionrather than obtain the RCT publication in full

If existing reviews ar@lanned to be used, in addition to aspects of robustness of the sesteyst
inclusion criteria for studies, and methods for study selection and ®uatation, consideration
should also be given to the adequacymfassessmermf study quality undertaken by and reported in
existing reviews, especially if a sensitivity analysis by study qualiptaisned. These conclusions
and recommendations are summarised in TablReiewers using any rapid systematic apprdach
conduct areview should also fully acknowledge the limitations of the rapid method used cethpar

with full systematic review methods.



Table 3: Conclusions and recommendations

Question

Findings

Conclusions

Recommendations

Did rapid review method
identify relevanttudies

Some existing reviews
missed potentially
relevant studies

Undertaking literature
searches from database
inception rather than
search dates of exiting
reviews identified these
studies

Existing reviews may
miss relevant studies dus
to limitations inliterature
searching, study selectio
methods and inclusion
criteria for studies

Reviewers should

> consider whether to
search for RTs across
nall dates (aseported
herg or just those
published subsequent to
existing review dates.
This may be a balance
between the time
available and the
methodological
robustness and
availability of existing
reviews

Data accuracy

Outcome data in existing
reviews of treatments for,
premature ejaculation
appeared accurate when
compared with the
original RCT publication.
The dility to crosscheck
data across multiple
reviews in this area
increased reliability.

Accuracy of data in
existing reviews may be
limited by robustness of
data extraction process.
Limited reporting of
secondary outcome data

(e.g., adverse events) may

be evident in existing
reviews.

Rapid reviewers should
consider both the
availability ofexisting
reviews and their
methodological and
reporting quality

Data completeness

Primary outcome data
across existing reviews g
treatments for premature
ejaculation were
complete. Reporting of
secondary outcome datal
was limited both within
reviews and dginal RCT
publications

Existing reviews may be
fan adequate source of
primary outcome data,
providing that they are of
adequate methodological
and reporting quality.
Availability of multiple
reviews may optimise
availability of data.

If the rapid review @ns

to focus on primary
outcome measures, and
the availability, and
methodological and
reporting quality, of
existing reviews are
adequate, rapid reviewer
could consider not
obtaining the original
RCT publications therein
for additional data.

[2)

Informationon study
quality

Quality assessment and
reporting of RCTs
included in reviews of
treatments for premature
ejaculation was diverse,
limited in its application,
and poorly reported

Quality assessment
information of RCTs
included in existing
reviews may bedliable if
it is undertaken using an
appropriate assessment
method in a consistent
and is clearly reported.

Rapid reviewers should
consider the availability
and quality of quality

assessment with reviews.

In some instances the
original RCT publicationg
maybe required in order
to undertake a
standardised quality
assessment across all
RCTs




Question

Findings

Conclusions

Recommendations

Similarity of conclusions
between rapid and full
reviews

In this case, theverall
findings of our rapid
reviewconcurred with
those that would have
been reached had we
undertaken a full
systematic review,
extracting data from the
original RCT publicationg

We feel that our method
represents a reasonable
alternative where
resources for a full
review are not available,
and is likely to provide
similar overall
conclusions ta full
review in most cases. Th
extent of similarity of
conclusions using our
method is likely to
depend on the inclusion
criteria and study quality
of existing reviews

Rapid reviewers and
commissioners may wish
to check the availability,
relevance (inclsion
criteria) and
methodological quality of
existing reviews before
deciding whether our

erapid review method is
likely to yield similar
results to a full systemati
review.
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