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1P 1lain English summary of research
ckground

emotherapy is a cancer treatment that can cau
ese unpleasant side effects are a problem for
ncer, even thoug-hi t khmedisairree se fdwaitliaskel eant i
inical trials inseskmagdiseabiodn wdllolwetvheers e tahnetrie
re trials in adults than in childresanickhepanssng
dicines prevent nausea and vomiting in child
ildren and young peopl e ar e-stiltkrmefssr enerdd tc i ale
meti mes must wa isti cykenaersss hmeefdarce nneesw ga rvtein t 0o a (
em. This means that c¢childoefheahdawdubhg peobl
emot herapy treat ment.

ms

is research aims to find oruausvédhda cehn dmnewddnii tuienegn
d young people being treated for cancer, by g
at investigate this.

en there is not enough evidence fsomkhkesse c
dicines work best, I wi || see |if research don
'l thescknaerstsi medicines stemihdouseeaaaddywvaomigt
sign and methods

will use data from clinicalcompalese -diamkn@mddh
dicine with every other, to find out which w
mpar i ng -sciecrktnaeisns ametdii ci nes in children and yc
mp atrhienmgy a d wistes sarmd i sti cal met hods to see i f t
ed to reliably predict how wel/ they work in
will also ask for the 6rawbdb patient data from

tcomes such as nausea and explore whietkhaessom
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dicines than others.

tient public involvement

will work with patients (primary school age a
ey were a child or young person) and carers \
ncer treatment. Togethere wer owjiecdt pwiilolr iltd sk av
are the findings with patients and their fami

vol teb afcaeceact i vities and online meetings.
help young people and adults be involved, I
ed in thle WwihIDI pworjlkcwi.t h everyone involved to
eir experience of being part of the team, to
ticipated i mpact

ndings will provide information to help healt
ey will help patients and carers to understan
inical trials in chmdy,r einn fEwt deeacehé&élpmtadule
w -@ainckness medicines for children and young
idence needed in children and you pewople; as
nfirm findings.

ssemination

ensure findings reach those affected by chi
rers to create two esaklareta da nsiumanta royn, fwh incsh awidl
spitalcamaars amalr i ti es t oTa eraecahc e thwe aletrh pan e e
sear c hpeurbsl,i sth wihd -rfdwidd megds jacsu rpreeelr articl es a

nferences.

1Ba2c kground

at problem is being addressed?

usea and vomiting are common side effects of
oblem for children undergoing treatment for
ysical consequences, includioghgt dledhhysradnome X ie
d increased sutE6Bkepltli bp.5iTRge yt BaDILsBG ehcatvieo nan ad Vv e
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i mpact; in particular, nausea is commonly ident
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Cc

ant i e(nbeutpiuci st heetr aapli.e,s 2017)

henrdaupcyy d nausea and vomiting (CINV) is de
patory, prior to chemotherapy administra
stration and del ayed, 1 toahtday p ad fotrgr Ci
s to be a conditioned response to previou
tely controlling these from the first <c¢h
patBhmiyl ICINY et al ., 2010, Phillips RS, 2 (

an be prevented through the appropriate
iazepines, canndlbbamdiadyonhicensti cyst eérzoinegs
promazine and NK1 antagonists. These have

ct(Pabéi | esPhill.l,i 20 1R, 2016)

0]

\Y

esearch supporting the use of these agent
The efficacy, safety,exatnabldioshed iorf adtuwe
be assumed in clhkielsdnen tdwee waoy ptohtaetn tmead i
buted, met abol i cG@amiiaambde resx certe Raelnl.d,0 m2 & ¥ @)
l'led trials (RCTs) including children ar
se relationship and providing sufficient
r, recruitingarcehi RGTse ni st oc lksaulplpeonrgtii nvee, eve
trial enrol ment is historically high. Fe
e incidArgerc y(nGazndgll 8breers et aald. ,cha20d7)en,
and/ or their parents/ carers may not wish

fewer RCTs comparing antiemetics in paed
ve efficacy of these therapies in childr
s in paediatric popwleatni adnisf flearcekn td iargeecntt sc
report outcomes differently. Further more,
may be mor e (dPhsitlrld pssi RS, t & Ofdlabt)i ent s

erall picture of which antiemetics are mo

mpl ete, and estimates of efficacy, imprecis
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prescribing, often based on clinician -bapedienc
evi d(efPhciel I i pGRIRgi 0d6gFunt herm6d48) new and pot e
treat ment s ,( Aeg.egn.c yad g2e0pi8g,a e2Oulssyal 'y | i censed in
before children have( Agecnecsys, t2001t&h)e same therap

How will this research fill an evidence gap

This r espearvcdidewibleltt er esti mat esanotfi etniheet irce | me d ivce
for preventing CINV in children and young peop
systematic review aamdalByasyies i (aMMA)e.t wbhh &«s enemat hod
compari sons bet weef#t -bteraedattmeinatlss, dwh emr et hexidst , t
additional paediatric RCTs.

Where data from children are sparse, Bayesian
information in adult trials to make inferences
This could improve thetdcemrata@aisniy cehitl de eme | atnidv
shown to be reliable, be used alongside confir

robust conclusions regarding the paediatric eff

To further maximise the usefulness of the exi st

antiemeti annadduol thi |l Theswe data wil.l be used to e
outcomes simultaneously, to improve our unders
nausea. | PD will also be used to exppileosr,e iwhe. bmi
patient characteristics, such as age and emeto

The methodol ogies considered within this PhD pr
for extrapolating efficacy data from adult tria
paediatric medicine, where RCTs are equally 1|a

Why is the research i mpor-bainngtof impeopatiért §E
services?

This proposed research will make an i mportant c
cancer by sumpmpporimedgdlerei seons about which antie

Prevention of CINV is important as it is one of

cancer treatment and is associated( Wwed®t aosmgM,
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2003)The James Lind Alliance priority setting p
(208l i andephti fied dunderstanding whtaetr m natnedr v €

|l ovngrm effects of cancer treatmentd as a top t

Patient public involvement (PPlI) done to suppor
some children undergo several rounds of chemot
antiemetics/ combinations of antiemati &g, dhoenfior e
had a | ot of psbobkemssgetghhg andbndét think we
(chemotthreecragipnyean ot hem Myadamntghs ®&irdhad (mhhee apyo lée s
three of theaoanheamedpadtnal s o ¢ h avieonaofusW)i ds because
coul dnét shoghVvoghtingothe significant difficul

The PPI work also highlighted that antiemetics
patients for whom antiemetics are ebpecmale, C
medication scheduling.

RCTs comparing all available antiemetics for th
years to conduct and require substantial resour
there is a need for alteenaovidse wappghoaahkes bamsd

research.

Review of existing evidence

This PhD will buil dPdnltlwaesCRhtihlalhinpgs r2ReSti0 ¢As80sli6n) g
unanswered questions these raise. The 2010 Coct
from 28 studies to assess the efficacy of antie
nausea and vomitingpilre aolicled vemgarcdheymoudmEermey.
in 2016, which included eight additional studi

The 2016 Cochrane -Hedieenmmt asgagrgiestte d( mdirag Mmoder n
effective than older antiemeti cs -HTedv eann twahgeonn icsot
granisetron and palonosetron, mbwtbd hmaor ewvaesf fbeacst

evidence, and the authors cautioned against fir
antiemetics and classes of antiemetics were | ac
clear pi cht varnet ioefmewhiiccs are most effective in pr
adults, including which dosefShandkori ewr adtsme mti ¢
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need to clarify the role of new agents to prev
popul ation highlights t(hNei knoel ead dfitcsxr @GdBt i2rinZald)i tvie

usefulness of the existing evidence base.

I n 2020, an | RDuppouo Ise ch £ MRELZITYRDIQS aprepitant or
prevention of CINV in paediatric patients, appl
agassooiathedl NV control when receiving moder at e
research did notnitepvestisgabetwrkrenherati ent char
antiemetics; t herefore, it remains unknown t he
efficacy of these medicat i odhdsr @sns cthhiilsd raeemnd adedt e
patients may benef i tl P[Dr carp pmoosatc ha ni tniveensettiigcast,i nagn

1. 1IR8search Ai ms

The proposed project aims to identify endhsynth
modern antiemethe medveatiomsofo€CI NV in childre
to determine which agents work best and for who
wi || use Bayesian methods to determine the app
inferences about the efficacy of these medicat.i

Specifically, this project wild.l consider the f.

Stage one (using aggregate data from RCTs of e

1.What is teHef inemalatyiaved igimd onfo d e rfno ra nptrieevneenttiicnsg CI1 NV i n

young people being treated for cancer?

2.Can adult clinical trial data be used to suppl ement
effect estimates in children and young peopl e?

3.Can adult clinical trial data be used to reliably p
antiemetic therapies not yet |icenced to treat CI NV

Stage two {ewieng dmdtai dmtom recent RCTs) :

4. How effective are antiemenhousmadianat vomstatmgprn evemt

peopl e?
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5.A) Do -pevekntharacteristics, such as cancer type, 5S¢

antiemetic efficacy in children and young peopl e?

B) Do pavéekbntharactereftfiidcsdéytent bgpti ematdutts and ¢
people, and if so, how can this information be used

popul ation?

Findings will inform the devel opment of a gener

evidence with paediatric r-ema&angh evidence to

1. 1Pr40j ect Pl an

Stage one (analysis of aggregate data)

Stage onewbfl thse hPr dagbt®REMsethof modefrmr anlh &€ em
prevention of CIlINWYsioldkkirl damémeared  adulhtave been
than newer a¢g@ehitblipschRib¢ de@d63 Wi |l be on tho
currently recommended for children: Ondansetro
Levomepromazine, Metocl opromi@requpPaDbdbBEtebna
20 1(4Pat el et Alcl,i n20la’n) advisory panel wil!/l be

The systematic reviews will (lC&kDregiaftderped , r efpoolrlt
accordance with the relevant Preferr eAdn &Rleypsoad i n
(PRI SMA) statement (s).

l denti fying clinical trials

Rel evant RCTs identified using a systematic bib
be screened fordefmichedi omi agraiastTwao erevi ewer s

stages, firstly of itfhye ptoittelnet iaanld ya brsetlreavcatn tt oRQGT

Assessing risk of bias
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RCTs will be critically appraised independently
tool veHsgonhng, 2019)

Out comes

Preparatory work has identified the following
Complete control (i .e., zero episodes) or part
mT anticipatory nauseal/vomiting (before chemot
m acute nauseal/vomiting (up to 24 hours after

m del ayed nausea/vomiting (after 24 hours aft

m side effects of antiemetic medications, e.g.
clinical trials)

Which outcomes matter most to patients?

To prioritise these outcomes for analysi s, I
which matter most to them. This will be done

1)A fa6ace advisory meeting (~2 hours), at t|

carers of patients and or adults who were -

2)An online meeting, over Zoom (~1 hour
adol escent&®) .(aged 12

, t o

3)A pbagyed group activity held at Leeds Childr el
school allk) (wmgdedr goi ng cancehatireyapmbat . Y&aksh

families facing children's cancer, i s experie
group and will help to facilitate the activit
6Research with children and young peopl ed.

I f the outcomes that patients and their care

publications but have been recorded in the t
these additional out comes.
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QuestWbatlis the relative efficacy and ranking
chemot hienrdaupcyed nausea and vomiting in children

cancer ?

UsiaamRE¢Ts in children, | will apply Bayesian NM;
efficacy of any treatment in the network, rel a

Data analysis methods

Antiemetic efficacy for the oudcemesbwsi b, beha
participants will be analysed according to allo

was received.

Analyses will be conducted using a Bayesian Mar
OpenBUGS tWheught Ré¢re is both direct and indire
the network, | will check the assumption of evi

the direct evidence do not comrdterncki as BSho2618¢g

Il will compare models that assume aléf fsetcutd)i,e st c
models where effects of studies aref fasctusnenho t el

using the deviance i nf or matnitonancyr iltaecrki onf afnidt tfe
points and changes in the estimated heterogenei
data wil!/l be checked graphically and by compar

unconstaapoedtdatwhich should be rouglifDy asq $al
2018)Using the faavtoruaaetdmenotd erlgdgsRi,ng (from best
each outcome.

Net works may be disconnected, and where connec
consider alternative methods, such as a cl ass
assumed to have a similar eyfepanel Itwidét eomismeé

assumptions are appropriate.

ExXploring heterogeneity
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The efficacy of different doses and scheduling

inclusion as separate nodes in the NMA.
Question 2: Can data from clinical trials 1in ac
and i mprove the certainty of relative effect e:

Using RCTs in children and adultsshdriwnd| magel
extrapolate evidence from the adults to the <c¢h

Preliminary invesdHdiogdtoirans fedidiomwghmp pr e

I have established that comparisons with few d
clinical trials in adults, e. g. granisetron an
(Phillips RS, 2016, Pa{sSutéttradlandPepdaail cRei2l0Dd18¢
(suppl emental material, figure 1), indicating

net wor ks.

Several diff-ehamitngnmodenlas i ®exni st, each using a
evidence on chliNikrodmiand Toekrld2®€P23) on which to
o
c

informed by preparatory comparison models usin

pl acebo.

Results suggested a model remladuhgstaedrehilt dw
6functional r el at iroengsrhespsdi d re). gi.s, Itihkreoluyg ht oneba m
data from clinical trials in adults to provide
assumitnige tthealtati ve efficacy is identical. Inste
two populations are estimated, given the dat a.
I also identified a difference in baseline risk
will therefore be analysed using risk ratios, e

distribution of progmpaned fattHodsi agrid®F) tri a

Data analysis methods

I wi || use a Ofunc(Niockallairkitsat@.olatHEPRHB)t Medelk i m
outcomes and one side effect of antiemetics in
this model that prevents the data from the chi
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popul ation). The appropriateness of applying th

the observed data (described in Question 1).

Il will determine whether information sharing ha
efficacy of antiemetics in the paediatric popu
NMA, including children oempi nShocledtanni € metih
information generated should help inform prior
Question 3: Can data from clinical trials in ad

in the paediatric population for antiemetic the
and young people?

A case study of olanzapine (an antipsychotic me
not children) will explore whether adult data c
young peopl e.

Data analysis methods

I wi || use the model applied in question two to
adults and children for every treatment compar.i
whet her these differencteasi mreasgmil|l acromrssf dlrle aw
classes of treatments.

I f the clinical response between adults and chi
use this information, along with the relative t
prediction interval odf e xhpee dtr etad meend ierf fae crte wet
children.

To assess the reliabmpateg biepestdi matensp I hwilt
recent paediatric RCTs of olanzapine (and othe

clinical experts how this evidence could suppo
childadeyoang people, with confirmatory researc
*Should the clinical response between adults ar
sought from the clinical advisory panel), extra
the information generatedcet oprmakda trye od mrhaurt dia tei
Stage two (analysis of individual participant

212



I n st
ol anz

are p

Tri al
char a
repor

From
child
recod

El eve
An ap
at th
needs
covar

trial

Asecu
ar ea

proje

Basel
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analy

Quest
child

age twoPwofl It hbhies oA ned from recent RCTs

apine in adults and children (identified t
rioritised as I PD is more likely to be av
iring individual participant dat a
investigators will be asked whether wildl
cteutsbmes,andcbuding those deemed i mport a
ted in clinical trial publications, wi ||
publicly funded RCTs, | have received in p
ren and 5/16 in adults. Al I PD wi | | be p
ed as required).
n fiunmdduesd rR)CTs (9 in adults and 2 in childr e
plication for accessdoot @ahals ef @lalt awghlir@af t e
e beginning of thpolPihdy dthat Mertctkatdas amethi
to be analysed within the e®mpaatyeds dan d
iances wibher @ draary widraemdd) s éwd ghger taendal y sed wi t h
S
re online transfer will Hel dusied -grop & eesctea d/c
of the CRD server for the duration of the

ct supervisors. Copying data to | aptop co
sing consistency with publications and t he
ine data and primary outcomes will be comp
uality will be assessed by examining the i
rom clinical tri alld tjyudge a otnp | bed emnfe sisn sa fl fl
ses.

ion 4: How effective are antiemetic medica
ren and young people?
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Nausea outcomes are |l ess commonly reported in
vomiting (2/5 paediatric RCT publications of ap
outcomes may be present sBB8Iinhlye IeBD;i madawevgert,r e at

mul tiple outcomes (i.e., the probahbainhiotmy tafngpr e
may help to improve our understanding of antiem
young TPplioplies because, if outcomes are missing
utilises (via correlation) available data from

The anal yses essttiumayt ec dorortehl ateitomne,enas t he out c om

trial compared -$touGaywotctherebati wht has individual
within a study; the | atter requires | PD to est
These analyses wil/l use I PD from the RCTs in c
i mportant in stage one, but are not reported i
these analyses (should they be available in th

Data analysis methods

I wi || explore usinmd(yksiilsay | aft eall P@d BEnd 2R packa:
omv meGadparrini oert Baly.e,si2anl2mul ti vari ate NMA met
(Achana FAwe20lapO@penBUGS through R).

**1f required, I will explore alternative meth
i mputation.

Question b5t eDel pahaeratteristics, such as cancer
chemot herapy, alter antiemetic efficacy in chil
Il will firstly use I PD from the RCTs in childre
the treatment effect (i f the full | PD are not a
will be requested femmcansindermli ncoapse)atingi bl
anal yses, as these may | ipomeg atnhetpradci si2drl 39

Data analysis methods
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will use Bayesrieagnr d PDi mret wWos kngnet me package ¢

ROCPhillipptog rROdrlewel pcahhdreandt eri stitevegtowvat icadtme
within each study -anpdaesttmatetaeradctteandment . e.
varies between individuals with beddwnehodoat ah
outcomes and one side effect of antiemetics, w h
stage one.

Il will then expleovreel tnheetr vwuagsrele o N | ((MLs i ng t he p
omul tinmad in( BAANI it ptpoo yignldcORrOp)or at e aggregate d
| PD is not available, including those used to

require baseline characteristics of interest t
Question 641 ebel pathanenatcteristics alter antiemet
children/ young peopl e, and if so, how can thi s
relative effect in the paediatric population?

Her e, I will explore methods for sharing inform
i n question five, these analyses will consider
aggregate databolbBbIftrsomnRICTshiilndr en wi | | be us
Data analysis methods

Il will use the models appli-edvianiqauaestinarerfaicu e c
from RCTs in adults. | will compare the interac
whether they are similadviasadr gopanél wnhnthhehext
woul d matter in practice.

Il will then explore the possibility of incorpor
di fferencesovaritaéeatmaheractions between adul't
treatment comparisons.

Foll owing this, [ wi || explore how this inform
antiemetic therapies, such as olanzapine. This
network as a prior distriimbuthenchiolrdt @rds emge tes®
the childrendés network to produce a prediction
subgroup) .
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Devel oping a framework for incorporating adul't

The consideration and application of methods du
framework for incorporating relevant evidence f
paediatric studies in exteunaeendasknienngvor ks t o i nf

Il nterpreting the findings from a patient persp

To understand what the f itrwdhi moghd i meea Mmieted i pnagtain e
of patients and/or adults who were treated for
i nvol vement opportunity to adults who were una
meeting (in year thr ees)e winlvlo ldveevde laonpd as hraarpep oprrto j
interim findings. I wi || begin conversations a

i nformati am tarei giemsg afrrcd .

The second meeting (in year four) will discuss
patients in practice, ashobladebeoinnt hudedwihncsh
and -eaegd sulmwoarddcedi.ti onal meetings following t

young peopl&) . (aged 12

I will not i nvaoglewde cphriil dareyn ssecnhddlese activities
complex findings wild!/ be required. Il nstead, I
during an online evennt eemtd aarsk drmiemat voewsTbhae C
wi || help to facilitate this event.

Di ssemination of findings

PPl during the development of this grant appl:i

Patients and carers

To ensure patients and carers are aware of thei
films to share the findings (one for adolescent
age) andoeadessymary otsopibteals hwaarredds /icnl ini ¢cs (t he
informed by PPlI). 1 will also talk at a Bone Ca
not usually engage with academic research.
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Cancer charities

I will engage with cancer charities, including

via their websites and soci al media channel s.

Heal thcare professionals

To reach healthcar e prsoufpepsosriitmrbaeit shesto dtetcd ts i foinnsd i
antiemetics to prwislclri owebmintd proes evmmtoant,i das t o cC
presentation with a patient (young person or ad
Childhood Cancer Conference.

Il will connect and share findings with paediatr
Childrendéds Cancer and Leukaemia Group -4€€CeHy, pr
peeeviewed publication.

Academic and research audiences

To reach an academic audience who may apply th
publ i shi fimadrngwed journadn aantiicdleess ,usinrcdg utdh e gc
example of the ap.plli cwaitlilo nalosfo tshutbnmiettr hpardes soemat|a t S
of Paediatric Oncol oAy s@©OSIli @R)i ,ont bd Muwlptpionrattiivoen
( MASCC) .

Funder s

The outputs of the Fellowship will be fed back

1. EtS%i cs

This PhD pobllect amdl synthesise data from previ

i nvestigators have already obtained ethical app
held securely. Therefore, | antethipaale d@apr 6 oal
be required. This will be confirmed with the CF
Sciences Ethics Committee, prior to starting.
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PPI does not require formal ethical approval; h

gain consent from children who are involved, |e
in the activity, andolrtwibllle evn g ihr ¢ hearei ssval & e
Participants of all meetings wild.l be provided

1. Su&cess Criteria

Sufficient recruitment to PPI meetings and act
Il will advertise opportunities early in the fel
of young people. Individuals involved in the de
interest in being invelcmed in this proposed Ph
Obtaining sufficient | PD

I PD wi I | be requested early in the research pro
also help to ensure there is sufficient time to
trial investigators hadecbereal ofbalali mwesh idp.r i ng
1. 1Pafti ent and Public I nvol vement

Five parents of children who had undergone tr ea
CINV as a young person have been involved in th
attended an online advisoryl aneretEmgl iasnhd < uwmmawrh
application. The involvement was funded by the
Humber.

The advisory meeting sought to understand wheth
valuable, how they would feel about being invol
they would |Iike to | earfn tahbeo uitn vroelsveeamecnht )meat nhdo dhse
to hear about the results of the study.

The experiences shared in this meeting have rec
nausea and vomiting and informed the methods an
carers in the research (Table 1).
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Tabl e 1.
t his

Feedback
proposed

shared

during an advisory

PhD project

Feedback

Impact on methods in the PhD project

Adolescents may feelinfluenced by the presence
carers and should have an opportunity to be trea

as individuals.

Meetings with adolescents will be held separately,
from their parents

Adolescents have time commitments associated
school, and travelling to a venue may be a barrie

recruitment.

Meetings with adolescents will be held online

events
by t |

may improve recruitment of adolescents.

Advertising at

Tumourdé organised

PPI recruitment will involve advertising at this eve

Training about systematic reviews and network
metaanalysis would be valuable as the topic ared

challenging. People learn differently

Training will be delivered through a variety of

methods to accommodate individual learning styl

Short animation videos summarising the findings
the study would be helpful for both children and
parents, as these are more easily shared with frie

on social media.

Dissemination of findings will include a shont

animation film for adults as well as children.

2109

me e

Of those involved in this preparatory activity,
research proposed.

How will the public be actively involved in the
provided?

I wi || continue to involve both carers and pat
project outcomes and to interpret and dissemin
opportunities on soci al me diilad rpelnadtsf ocramnmsc efro rc hl aor
(Candlelighters, CCLG and the Teenage Cancer T
through the fellowship, but will recruit separ
I owi || provide information packs prior to invol
children), detailing the purpose of the project
of the involvement and payments and rei mburserm



Training
Teaching on systemati-anatyséewswahd nhevwbv&: met

- A document/ short informational video prior to the
explaining what a systematic review is/ what are t

- A glossary of common O6j argono.

- An opportunity to send in qguestions beforehand, t
Material wild.l be adapted for young people as n
Evaluating patient, public involvement and rep
Il will request feedback forms after each activi
updates of interim findings. A final online eva
on how we | earn fr omvtehde etxop e rnmpernocvee ofudcihopgpeoj a

may be sufficient to warrant a specific academ
GRI PP2 templ at e.

Support for those involved.
Dr Bob Phillips (see research support section)
experience in facilitating these activities and

undergoing treatment f @ondandart,orantdmatyd tdrree nofna anir
will therefore have ongoing acaes  wthd cehmoitsi olniafle
those treated for cancedbaat messi nhganwilBhyadubk)
chidcare costs to support adults with younger c

1. 1R8search support

Professor Sofia Dias.

Sofia Dias is a professor in health technology
evidence synthesis methods, with anpadysicul &ofi
previously superviseadnaatrhDhetUmdieneér ¢iot xomipl Bt

Sofia will support me in devel oanalgy sainsd naopdpellysi
interpreting the outputs from statistical analy

|l earning of relevant statisuppaltsmétwarappéagygk
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met hodol ogy training within the PhD and to cons
projects.

Dr Bob .Phillips

Bob Phillips is a senior clinical academic at t
honorary consultant-yopongaeduatridYAphdobheehagpy

Hospital. Bob Phillips spetc,i atlrianressl dtni cru popforrte sv
practice and evidence-aniyantylse ssi.s ,Boibn chlausd i pnrge M iPdDu
PhD students to completion; one at the Universi
one at tthye dfnilveeds, with a fourth due to comp

Bob Phillips wildl provide clinical and methodo
supporting me in managing the collection and an
PhD from a clinical persmaegtiwndé ]| uiemaleu dciunrgr ehnotw
Bob wildl also help to fagriovideéeesuppoPPl tacthvi

people who are undergoing treatment for cancer

Professor Lesley Stewart

Lesley Stewart is Director of the Centre for Re
synthesis, particularl yamalsyeimatile gleevy epvr @awnido u
NI HR Systematic Review ITIrapmowgdée&éebhddwshiomaande

and mentorship, particularly in the collection
Dr Amy Mitchell, Dr Hugh Bishop and Mr s. El oi se
Amy Mitchell is a Consultant Paedi at rHaos mintdalA;d o
Hugh Bishop is a Consultant Paediatric Oncol og

Neumann is an advanced clChmilcatepbébacHospohal.aT
clinical advisory panel that will support key d
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antiemetic agents should be considered for incl
and translation of findings into clinical prac

1. Definition of Cl NV

Chemothedagyd nausea and vomiting (CINV) is

chemotherapy treat ment, characterised by nau
anticipation of chemotherapy, or during or a
(Gupta et alTo, dz2®@2bha@&) t hese individual side &€
6emesisb6 is defined as the involuntary, forec

mout hanel si nsanagt nalusea20®&an unpleasant painl
wi || i mmi n(etha d lye rv oammi.dt 6Ch ey, 2003)

1. 2Cllassi fication of Cl NV

Chemothedagyd nausea and vomiting (CINV) is
phases. Acute CINV can occur from the point
af{€hang., Qldamgt herapy in children is often
delivered in36bdbypysksd, |l engeh, Land then a per
body rebeVietra et Aasl suchQl8he | ength of the 6
depending on the |l ength of the chemotherapy
over -daayt woer i od, the |l ength of the acute pha
occurs frotner2 4c hheomortsh earfapy admi ni stration en
Finally, anticipatory CINV can occur prior t
result of poor control of CINV within previo
by si gshntesl lasndof treat ment rooms or by emoti ol
chemotherapghangat héhb)

1. 2Pa2t hophysiology of CI NV
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The exact mechanisms by which chemotherapy ¢
under st ood. Vomiting is thought to be the re
sometimes referred to as the davomi viemgrceher
brain, on the dorsal q rhfoanage eaf atlh e amaddull,| aCl
can receive signals from a region next to th
trigger zone (CTZ), or from other natur al p a

cortisol pat hiwapyyramndhvest iadpplaa,ra tours ,i nediitrheecrt

CTZGupta et al.,. 20BéebCTZhand,vagab)afferent
play a role in initiating acute and del ayed
within the blood, i ncludi-lmrgaicmmelmart mieerapyandas
pat hwayy si nrfeolramati on on the physiological st at

become damaged as a r es(udha nogf., cRHOelnb@tolreari sspy tf

may then play a role in anticipatory vomitin
and emo@Ghamg( ABoawal and. F\ounsinteirn,g 2c0a2n2 )al s o ¢k
t he velsahyruilmtrhi ne apparatus of the inner ea
si ck(in@ksasng;, ROWSGEYyer, the pathway is |ikely | ¢

Chemotherapy (and/or other concomitant medi c
irritation of the gmdl, atoed tbhrdagbfbébes suwueh
consti(ECdtaingn KROULS9a also includes a signific
(Singh et Qilmil ar01wgdt hways that initiate vom
(Singh eandlin BOLB)cases, the pathways are
neurotransmitter sHTi)n c |huidsitnagmilner;Mmeau md kiitbroil n n
and dopgmMaareawadl and. Feusner, 2022)

The vomiting centre and CTZ have receptors t

nausea and vomiting, it is these rdHeesktedrhs t
2008 )However, as there is no single pathway I
the relative contribution of each pathway i s

agent may not be (eGHeaemrcgamwzdO tafgjaa nsftt eCnl,NVant i e
medi cations are giveliPhmnl tomb.i eatiadn, wkOBRh 60t
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1.GCl assification of emetogenicity

The extent to which children receiving c¢chemo

on the O6emetogenicityé of the chemotherapy a

categorised into o6l ow&,0%a i alte meintar e dayb sceacses
of prophymaxtxi s -s({ aktnias ) medication), oOmoder ¢
causi AP Y% i Hhaxci dence of emesis i n absence of

causing over a 90% inci ddrraev iCrhot Ife ngbsdenae .
However, it is important to note that this ¢
emetogenic potenti al of chemotherapies in c¢ch

periodical |l(yPamnd&hro r&ivigewet al ., 2019)
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2 ChapltwaArppendi x

2. Report of patient public invol v
NI HR doctoral fellowship applic:

This public involvement work has been previo
University of York, a system that captures r
of the text within this reportrewiolrlt eal oosre |tyh

online system.

NIl HR Research Design Service for Yor kshire ¢

F unidCsa | | 7: Report of patient public involve
fellowship application.

Pharmacol ogical interventi on-ifnadru ctehde

nausea and vomiting in children and Yy

for cancer: a systematic r-anakwsiasn dwiB

extrapolation of randautlitonc.l i ni cal

Ruth Wal ker

Pr-¢octor al Fell ow, University of Y
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ing chemotherapy to treat <cancer in childr
at one might be sick) and vomiting. These

spite -shetktneers sa ndtriug s .

i nical trials i-svekhegatidmggshareseoot abph
ow |l ess about how well they work in childr
d young people are not al-wages sprmesdird dteido nt
en being treated for cancer. Adults often

de available for children.

nding received from the NIHR Research Desi
en used to conduct PPI to develop a grant
'l owshi p, to i mvVeaeKtnieggast emetdhi & au $ ® no ft oa mtrie v ¢

duced nausea and vomiting in children and

this doctoral fell owship, I wi || identi fy
mp abroow gwed il c kameads preaveratt i nagssea and vomit.i
ung people undergoing cancer treatment. U

mp ar e -seiacckhn easnst imedi cati on with every other.

ere there are few or no clinical trials co
opl e, I wi || i denhoiwvy wediicnkamead s tprre aehil esrattci aonfp
usea and vomiting in adults and use statis
i nical trials can be siadlkhgsausmeditoapirens c
ildren and young peopl e.

wi || di scuss how this informati-©inc kcnoeuslsd b e
dications for children and young people un

nfirmatory research rather than a full cli
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2. 1Ai2ms

Patients and the public were involved to fac
round 6 NI HKRlI |IDovesd lodrymly 202 1.

The purpose of this involvement was to under
T Whether, based on peoplebds experience, t h
T How people would feel about being involve

such as designing the study, I nterpreting
and how, as researchers, we could facilit
T How patients and the public would |ike tc

is completed and whether my current pl ans

are |likely to be effective or whether alt

T Whether the plain English summary in my ¢

understandable to a | ay audience, and whe
the |l anguage.

2. 1IMe3t hods

2. 1. RBeclruitment

I sought to involve peoptedwicteld enxapuesreiae nached o
(CINV), either from personal experience when
child or young person, or as a famahgemembaer
reach these peopl e, I advertised on soci al n
cancer charities (Candlelighters and Childre
Those who expressed an interest I n being inyv

provided further details of my study, what t

227



i nvol ve

would provide

Four ad

recrui-t

me n t

ul t s

four

i nvol ved to

application.

provide

2. 1. BeXcription

Advisory

The adyv

ti me was

to be-dn

i sory

meet i

meet. i

agreed

Pumbers

connecti on;

however

ng

of

t o

wer

ng

a

e

Wr i

would have on my grant applicati
for being involved.

were recruited to be involved in

young peopl e; however, this was

tten f eeddraaclk grnanthe

activity

took place | ater in the

| I o

pr
t h

the session i f they wer
on what was being said
Dr Bob Phillips, seni
(CRD) and an honorary c
Leeds Childrenés Hospit
extensive experience 1in
treat ment for cancer, a
The meeting started wit
be used in my doctoral
three main questions:
T Whether they conside
T How they would feel
(including how they
i nvol vement)
T How they would I|ike

w parents with younge
ovidedefontéehonee who

ese were not required
e comfortable with th
i n ttéhe. meeti ng, as op

or clinical academic
0 yowlntga natd uil nt  p(areYydii) a torr
al , att enidpesd htaos hel p
providing support to
s well as their fami/l

h some brief i ntroduc

fell owship, assisted

r the research wvaluab
about being involved

would |Ii ke to | earn a

to hear about the res
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After this main discussion, | explained how
to inform my grant application, when | woul d
expect to hear whether it has bteheeni rs utcicnees,s faul

the meeting was concluded.

Written feedback on Doctor al Fell owship appl
The plain English summary was sent via email
document and provide written feedback. Speci
|l anguage used is appropriate or wheeher ther
understandabl e. Feedback was received three

2.1CHAntri butions made by the patients

The experiences shared in this meeting have

PhD fell owship, as they suggested that some

chemotherapy and trying many diffebehdtoranti e
their CINV is brought wunder control. One par
completely controll ed, despite trying differ
highlighted that antiemeti csorcamathiee natsss ofcarat
antiemetics are effective, CI NV may stildl be

I's not optimal. Parents also expressed that
options that are awatheabNESto prevent CINV o

The feedback from the meeting has informed t

foll owing ways:

T I'nvolvement meetings with adolescents wil
adol escents may feel influenced by the pr

opportunity to be treated as individual s.
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T I'nvolvement meetings with adolescents wil

associated with school and travelling to
adol escent s.

T Training about systemaanal yrsa\wi ewwosu ladh db en evt.

should be delivered through a variety of
styl es. The following methods were though
- A document/ short informational video p
presentation within the meeting, expl ai:
their | imitations.

- A glossary of common O0j argono.

An opportunity to send in questions bef
PPI meeting.

T Short animation videos summarising the fi

both children and parents, as these are n

The |l anguage in my plain English summary h
provided. As per one suggestion, I have al:
study to be used iIin practice.

2. 1EVvcal uation of the i nvol vement of t

A feedback form was sent to each person invo
i nvol vement activities and whether anything
positive. One person who reviewed twhe pl ain
preferred to have spoken to me over the phon
via email. I f my doctor al fellowship is awar
phone call or online meeting hd adaaykdeéehaiolugh
research that people may be unsure of.
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2. 1AmBpendi x: Breakdown of <costs

Section: Payment & Reward

|l t em: Fees to individual s

Quantity: 3 x Cost: £50 = £150.00

Notes:For involvement in the advisory meeting (a task or activity likely to require some preparation.)
One participant did not wish to receive payment

Quantity: 2 x Cost: £25 = £50

Notes:For involvement to review my plain English summary (a task or activity requiring little or no

preparation and which equates to approximately one hour of activity or less).
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2. 2earch strategy
Appendi ces: Search Strategies

Oovid MEDLI NE(R) ALL

via Owvtig: //ovidsp.ovid.com/

Date range searched: <1946 to July 20, 2022>

Date searched: 21 July 2022

Records retrieved: 1466

The MEDLINE strategy below includes a search filter t
Sensitive Search Strategy for ident-ahdi pogmezaisthiosi s¢gd
version (2008 revision); Ovid format

Lefebvre C, Gl anville J, Briscoel S, Sdeltnt | AwoRad&r, Mar

Shokraneh F, Thomas J, Wi eland LS. Technical Suppl emei
Il n: Hi ggins JPT, ThomdS, JLi Chh,a nRdalgeer 3§ c [C\Wenhposht ld\dn d( beadosk)
Systematic Revi ¥evssiodnl|l®dt2rfiemdatoemd February 2021). C
www. training.cochrane.org/ handbook

1 Vomi ting/ ci (8383)

2 Nauseal/ ci (8647)

3 Anorexi al ci (1265)

4 (CINV or CANV).ti,ab,kw. (1125)

5 ((chemo* or cisplatin*) adj2 (nausea* or vomit*
hyperemesis or anorex*)).ti,ab, kw. (3823)

6 5 ©0r4469)

7 Neoplasms/ dt (84822)

8 exp Antineoplastic Protocols/ (156410)
9 Antineoplastic Agents/ (311873)

10 exp Chemoradiotherapy/ (18933)

11 exp Chemotherapy, Adjuvant/ (45294)
12 Consolidation Chemotherapy/ (713)

13 El ectrochemot herapy/ (766)

14 I nduction Chemotherapy/ (3611)

15 Mai ntenance Chemotherapy/ (2107)

16 Photochemot herapy/ (24328)

233


http://ovidsp.ovid.com/
http://www.training.cochrane.org/handbook

17 (chemo* or r-ademchkeeoapmheramp*eloecchdimbée metrherap:
photochemot hehapmothrerampdt)oti ,ab, kw. (764376)

18 ((neoplasm* or cancer* or malignan* or metasta
oncolog* or | euk?emia* or adenoma* or | ymphoma* or me
mesenchymoma* or mesot hel iadma* dre ptalt yorbd mas* oomra *h eopra tgd m
ganglioglioma* or glioblastoma* or neurobl astoma* or

carcinosarcoma* or angiosarcoma* or chondrosarcoma* o
astrocytomamdmar epegaerymi noma* or craniopharyngi oma*)
therap* or pill*1 or capsule* or topical* or medicine
pharmac* or inject* or intravenobuskw.or( 1MoOnOo4tsShle)r ap* or
19 ( ( a n tnienoepol pal sa*s *o ro racnatmitcéarn coea r aait U ahwthro)? ra djr5 a(ndriu g
agent* or treat* or therap* or pill*1 or capsule* or

dosage* or pharmaaotrawveinmjusd¢t ©r monot herap*® or i mmuno
20 -19 dqrl/871. 864 4)

21 Vomi ting, Anticipatory/ (231)

22 Vomi ting/ (24846)

23 Nausea/ (17120)

24 (nausea* or vomit* or sick* or emesia or emesi
anorex*).ti,ab,kw. (231244)

25 Antiemetics/ (9710)

26 ( ant-dmeateitd *c *o ro ra ratnitedmmeett ogeemii ac* ) .otri ,aenkt,ik w. (1001
27 26 0(F228202)

28 20 and 27 (30828)

29 6 or 28 (37821)

30 Dexamet hasone/ (54533)

31 (dexameth* or decaject* or decameth or decaspr
maxi dex or methyl fluorprednisolone or millicorten or

baycadron or <ci prodlexoror*dhdigdxetxapée n" oor dinaxyit tr oo | or neo
taperdex 12 day taper" or -datya ptearpdeerx' 6o rd & yo btraapdeerx" oorr

taper").ti,ab,kw, rn, nm. (79156)

32 Ondansetron/ (3262)

33 (ondansetron or zofran or zophran or zofron or
zensana or emeset or zondamist or zuplenz or bryterol
or sakisozin oB2§e838fi3RM o "ggr38IBRFf or BOMIT8HdbozEABOGTTr
or "sud 002" or "sudOO2o0r suda 002" or sudaO02).ti,ab
34 Aprepitant/ (708)

35 (aprepitant -705r4 03k nodr olr7540364®30"mkro0817" or "
mkO517 -086Mk-869mhbr mkO0517 or mk0869 or mk869 or Cinvart
(1495)

36 Met ocl opramide/ (4952)
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37 (metoclopramide* or "5yna80e9to" or cerucal or

rimetin or wl792a2rvd or Gi moti or Reglan or Metozol v
38 $HeTr3o tReercieptSor Ant agoni sts/ (837)

3 (hs8rotomephob antagoni s©it'3 antamomtidtandt agofise
receptor anthaygaomixytt* 'y paryrdibroex3/"t ro/rpitr"@amiep ¢ otry pe@-t agoni st

9
e
hydroxytry-pT &yeicregontagdni st ") .ti,ab,kw, rn,nm. (2101)
0 Ne WRreaxckeiprtiom Ant agonists/ (2125)

41 (("neuroki mrn"heuool eakidlolili"pubateanokepkiacenp
"tachykinin receptor 1") adj3 (antagonist* or blocker

42 Pal onosetron/ (452)

43 (palgqhbsgotfont HB23320d4i 19" or "2ucb2lerd4v"™ or
"rs 25233*" or "rs 25259").ti,ab,kw,rn,nm. (950)

4 4 Met hotri meprazine/ (798)

45 (methotrimeprazine or "99g0l aw7atqg" or | evomepr
met hotri meprazine or tisercin or tizercine or tizerts:
l evotomin).ti,ab,kw, rn,nm. (1089)

46 Ol anzapinel/ (6076)

47 (Ol anzapine or "ly 17005*" or "n7u69t4szr" or
or symbyax or zalasta or zypadhera or zydis).ti,ab, kw,
48 Lorazepam/ (2998)

49 (Lorazep* or ativan or donix or duralozam or d
|l orazem or -naur dzoroarz 026 fnaup 7 6 9 | or orfidal wyeth or sed

temesta or tol i-4088 ww403® 36 looregv).ti,ab, kw, rn, nm.

50 *Cannabinoids/ (6925)

51 (nabil one or cesamet or cesametic or canemes O
"lilly 1209514" or I|lilly109514).ti,ab,kw,rn,nm. (386)

52 Granisetron/ (1134)

53 (Granisetron omM9ancrm s"o3 0&f GBluds@jo8" oar ""LOr710 0473 6 €
wzg3j2mcol ).ti,ab,kw, rn,nm. (1811)

54 Tropisetron/ (899)

55 (Tropisetron or "6i819ni k1IW30brom19i388 q2>9 0"
20%830" 2059868 or "indole 3 carbo®Rybhiltoagl dctaopdner ept
navoban).ti,ab,kw,rn,nm. (1597)

56 S550(1BH704)

57 29 and 56 (4783)

58 ani mals/ not (animals and humans).sh. (50042609
59 57 not 58 (4388)

60 randomi zed controlled trial.pt. (575128)
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Key:

lor

exp

nm

ad,j

controlled clinical trial.pt. (94983)
randomi zed.ab. (571392)

pl acebo.ab. (230783)

clinical trials as topic.sh. (200281)
randomly.ab. (388745)

trioal .t (268284)
of146®5544)

59 and 67 (1662)

l etter/ or letter. ti (1228511)

exp historical article/ (408663)
news/ (213488)

0F18%36800)

68 not 72 (1638)

l'imit 73 to english I anguage (1472)

remove duplicates from 74 (1466)

= indexing term (Medical Subject Heading:

xploded indexing term (MeSH)
e an indexing term = focussed indexin

ndexing term with chemically induced

g term

Me €

subheadi

ndexing term with drug therapy subheading

= truncati on

ab,kw = terms in either title, abstract,

3

registry number/ name of substance field

name of substance word field

terms within three words of each ot he

? o=ptionalchvar alzteeaaro dio@nt bpaes

pt

publication type

Embase

via ®Owvtig: //ovidsp.ovid.com/

Dat

e

range searched: <1974 to 2022 July 20>

keyword

r (any
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http://ovidsp.ovid.com/

Date searched: 21 July 2022

Records retrieved: 1665

The Embase strategy below includes the Cochrane Embas
Gl anville J, Foxl| eSet oR,r WA,s nBdewasrkdis mSRl| oNibdeagilge ¥y h@. Coc hr ar
RCT filter from the Ovid i nHeearlftahc €. ntfdd HMmbbarsleJ. 22 m: dai c
10.12122122/hir. 12269

1 exp "chemotherapy induced nausea and vomiting"/
2 "anticipatory nausea and vomiting"/dt, pc (63)

3 (CI NV or CANV).ti,ab, kw. (2293)

4 ((chemo* or cisplatin*) adj2 (nausea* or vomit?*
hyperemesis or anorex*)).ti,ab,kw. (6224)

5 4 ©x¥3279)

6 dexamet hasone/ (172723)

7 (dexamet h* or decaject* or decameth or decaspra
maxi dex or methyl fluorprednisolone or millicorten or

baycadron or ciprodex bhddext épern”" oor dnaxypittrodl or neo
"taperdex 12 day taper" or -datya ptearpdeerx' 6o rd &y btraapdeerx" oorr

taper").ti,ab,kw,tn,du. (187777)

8 ondansetron/ (20258)

9 (ondansetron or zofran or zophran or zofron or
zensana or emeset or zondamist or zuplenz or bryterol
or sakisozin or2fs'etd@f0iglz2rh omr "ggr3 8IBRF or BOIT8HbozEABOTTr
or "sud 002" or "sudOO2o0r suda 002" or sudaO02).ti,ab
10 aprepitant/ (3728)

11 (aprepitant -705r4 03k nodr olr7540364®30"mkr082127" or "
mkO517 -086Mk869mhbr mkO0517 or mk0869 or mk869 or Cinvar
12 metocl opramide/ (26560)

13 (metoclopramide* or "5yna80e9to" or cerucal or
rimetin or wl792a2rvd or Gi moti or Reglan or Metozolyv
14 serotonin 3 antagonist/ (4097)

15 (hs8rotoephob antagoni s©it'3 antamomtiztandt agofise

receptor anthygaomixytt* 'y paryrdibroex3/"t ro/rpir'amiep ¢ otry p@-t agoni st
hydroxytry-pT &yeicregontBaggdni st ") .ti,ab, kw,tn,du. (2142)

16 neurokinin 1 receptor antagonist/ (2546)

17 (("neurokKi mrn"heuool eakdombidi" pubatanokepkiacep
"tachykinin receptor 1") adj3 (antagonist* or blocker

18 pal onosetron/ (2230)
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https://www.google.com/url?q=https%3A%2F%2Fwww.ncbi.nlm.nih.gov%2Fpubmed%2F%3Fterm%3DTranslating%2Bthe%2BCochrane%2BEMBASE%2BRCT%2Bfilter%2Bfrom%2Bthe%2BOvid%2Binterface%2Bto%2BEmbase.com&sa=D&sntz=1&usg=AFQjCNH0CofWYrMngcNicVE34LrrrxeXlQ

19 (palgqhbsgotfont HB23320d4i 19" or "2ucb2lerd4v"™ or
"rs 25233*" or "rs 25259").ti,ab,kw,tn,du. (3094)

20 |l evomepromazine/ (5645)

21 (methotrimeprazine or "9g0l aw7atqgq" or | evomepr.
met hotri meprazine or tisercin or tizercine or tizerts:
l evotomin).ti,ab,kw,tn,du. (5718)

22 olanzapinel/ (37592)

23 (ol anzapine or "ly 17005*" or "n7u69td4szr"™ or
or symbyax or zalasta or zypadhera or zydis).ti,ab, kw,
24 | orazepam/ (29066)

25 (Lorazep* or ativan or donix or duralozam or d
|l orazem or -lnaur dzo roarz 026 fnzup 7 6 9 | or orfidal wyeth or sed

temesta or tol i-08%8®8 wWww403® 3&r loorevegv) .ti,ab, kw,tn, du.

26 nabil one/ (1515)

27 (nabil one or cesamet or cesametic or canemes O
"lilly 1209514" or I|lilly109514).ti,ab,kw,tn,du. (1587)
28 granisetron/ (5705)

29 (Granisetron oM IBanacrm s"'o3 &f Blus@jo8" oar ""LOr710 0473 6 €
wzg3j2mcol ).ti,ab,kw,tn,du. (5926)

30 tropisetron/ (3640)

31 (Tropisetron or "6i819ni k1IW30brom19i388 q2>»9 0"
20%830" 2059868 or "indole 3 carbo®ybhiltoagl dctaopdner ept
navoban).ti,ab,kw,tn,du. (3789)

32 31 (RO I10)

33 5 and 32 (6164)

34 animal/ (1581240)

35 exp ani mal experiment/ (2866742)

36 nonhuman/ (6963299)

37 (rat or rats or mouse or mice or hamster or ha

bovine or sheep).ti,ab,sh. (6188089)

38 370098184788)

39 exp human/ (23853513)

40 human experiment/ (585050)

41 39 or 40 (238555909)

42 38 not (38 and 41) (6993986)

43 33 not 42 (5861)

4 4 randomi zed controlled triall/ (718648)
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45 controlled clinical triall (466843)

46 Random$.ti,ab,ot. (1812093)

47 randomi zation/ (94417)

48 intermethod comparison/ (285216)

49 pl acebo.ti,ab,ot. (343836)

50 (compare or compared or comparison).ti,ot. (56
51 ((evaluated or evalwuate or evalwuating or asses
comparison)).ab. (2531536)

52 (open adj |l abel ). ti,ab,ot. (98237)

53 ((doubl e or single or doubly or singly) adj (b
54 double blind procedure/ (196941)

55 parall el group$1.ti,ab,ot. (29695)

56 (crossover or cross over).ti,ab,ot. (117253)

5 ((assign$ or match or matched or allocation) a
interventions or patient or patients or subject or su
58 (assigned or allocated).ti,ab,ot. (452561)

59 (controlled adj7 (study or design or trial)).t
60 (volunteer or volunteers).ti,ab,ot. (269167)
61 600(3383427)

62 43 and 61 (2539)

6 3 (conference or | etter or note).pt. (7366598)

6 4 62 not 63 (1801)

65 l'imit 64 to english | anguage (1677)

6 6 remove duplicates from 65 (1665)

Key

/lor .sh. = indexing term (Emtree subject heading)

exp = exploded indexing term (Emtree)

* before an indexing term = focussed indexing term

* or $ = truncation

ti,ab, kw = terms in either title, abstract or keywo!
adj3 = terms within three words of each other (any or.

? ooptionalchvarl alzteearo dio@nt baes
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du

ot

pt

Dat
Dat

Rec

(0]

drug trade name field

drug index terms field
original title

publication type

rane Centr al Regi ster of Controlled Tri
Witltepy / / onl inelibrary.wiley.com/
range: |l ssue 7 of 12, 2022
searched: 21 July 2022

rds retrieved: 3160

[ mh ~VomitiagB8i]

[ mh ~ Nawead/ ci ]

[ mh ~AnorexiLl@2ci]

(CI NV or CARYY:ti,ab, kw

als (CENT
or vomi-t
ti,ab, kw

met ast a*
y mp homa*

R/

*

or
(O

C

((chemo* or <cisplatin*) NEAR/ 2 (nauseaft
emetogenic* or hyperem2822 or anorex?®*)):

{ OR -##51} 4988

[ mh ~Neopl atsthdAdt ]

[ mh "Antineopl alst26c0 Prot ocol s"]

[ mh ~"Antineopl7als&e6 ¢ Agent s"]

[ Mmh Chemoratilo® herapy]

[ mh "Chemot her adply26 Adj uvant "]

[ mh ~"Consolidati oinO0Bhemotherapy"]

[ mh ~El ectrochelmot herapy]

[ mh ~"l nductiond5Chemot herapy"]

[ mh ~" Maintenance @HBh&8mot herapy"]

[ mMmh ~Photoc@e®mot herapy]

(chemo* or radiochemotherap* or el ectlrOoOc7hdelmot her ay
((neopl asm* or cancer* or malignan* or

oncolog* or |l euk*emia* or adenoma* or |

bl astoma* or mesenchymoma* or mesdhtelpal iobma’s t @mmat*h y
glioma* or ganglioglioma* or glioblastoma* or neur
seminoma* or carcinosarcoma* or angiosarcoma* or
me d u

(dru

Il obl astoma* or astrocydemai*noma®pemdgrnmeom opha
agent* or treat* or therap* or pill™*1

g* or
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#3

# 3

#3

# 3

#3

# 3

#3

# 3

# 3

# 3

t
i

(
t

ablet* or dose* or dosage* or pharmac* or inject?
mmunot herap33)19Ri,ab, kw

(antineoplas* or ant. NEXT neoplas* or anticancer
umo*r) NEAR/5 (drug* or agent* or treat* or thera

medi cation* or tablet* o@r dmgectdr odosage’avemoplsa!

i
(
[

—~

S

w >0 —~ ™ - 35 0 0 —

—

(

mmunot herap®8828ti,ab, kw

Pat e# 1 @1)7 3a512.9

mh ~"Vomiting,3Anticipatory"]
mh "~ Vonmi7t3i7n g ]

mh A Na uis0edal]

nausea* or vomit* or sick*® or emesia or emesis or
nor ex*):2t6i7,9ab, kw

mh "~“Anti em2B8b©os]

antiemetic* or ant.i NEXT emetic* or antiemetogeni
420

OR #2617 3441
20 and 1463838 2
6 or #2A& 447
mh "~DexamebB&6one]

dexameth* or decaject*® or decameth or decaspray c
r maxi dex or methyl fluorprednisolone or millicort
iodex or baycadron or cipdeday otapeteXtenzmaritdbl
eofordex or ozurdex or "taperdex 12 -ddaayy ttaappeerr"" oorr
obradex or "zcort 1B38dla®Yy taper"):ti,ab, kw

mh "~"Ondans&880n]

ondansetron or zofran or zophran or zofron or zog
r zensana Or emeset or zondamist or zuplenz or br
arfoz or onsia or sakisoglidaB80326eo0n0fnmMmBbéozkg@b 88
n307 or "sud 002" or "sudO02@M7sluda 002" or sudadc

mh "~Apr3e3pdi t ant ]

aprepitant or emend or "I 754030" or | 754030 or "

mk0869 or mk869 or cin®¥@édti or ivemend):ti,ab, kw

[
(

r

[
(

o]
h

mh "~"Metocl dp82ami de]

metocl opramide* or "5yna80e9to" or cerucal or "1 ¢
i metin or wl792a2rvd or Gimot.i 08B1R4gl an or " Metc

mh """SeH?3oRéomeptor ABflagoni sts"]

"serohtohirnecbept or antagonist*" or "5 ht3 antagoni
r-h"ysdroxytrypthaydirmexd"t rorpitr'agmiep ¢ otry pe-t agoni st" or "
ydroxytry-pT &picreqptr(5ntagémi st"):ti,ab, kw
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# 4

# 4

# 4

# 4

# 4

# 4

# 4

# 4

# 4

# 4

#5

#5

#5

#5

#5

#5

#5

#5

mh

mh

/ d

[ mh ~" NelrRé&dcepthor 1A5n2t agoni sts"]

(("neurokinin 1" or "neuroleukin 1" or "substance
(antagonist* or35%6 ocker*)):ti,ab, kw

[ mh ~Pal ono22firon]

pal onoseghmindgooror 2"23310d4i 19" or "2uchb2lerd4v"”™
r "rs 25233*" or '"7Tr0s5 25259"):ti,ab, kw

[ mh ~Met hot36émeprazi nel]

(methotrimeprazine or "9g0l aw7atq" or | evomeprazir
met hotri meprazine or tisercin or tizercine or tize
or levotomi ©)33ti,ab, kw

[ mh ~Ol anzapB&Ba]

(ol anzapine or "ly 17005*" or "n7u69td4szr"™ or "x7
ol azax or symbyax or zal as6G84«r zypadhera or zydi

‘N N

[ mh ~Lor8a8329e p a m]

(l orazep* or ativan or donix or duralozam or dur az
|l oraz or 026fzp769I or orfidal wyeth or sedicepan
4036" or wy4036 o0rR20I13c6reev)::ti,ab, kw

[ mh ~Cannablh®i ds]

(nabil one or cesamet or cesametic or canemes or "c
"lilly 1209514" dm4l il ly109514):ti,ab, kw

[ mh ~Grani séd#di7on]

(Granisetron or San-€©@s'o oor "Suls8tfosll 700rj 8'"1 07w 00Dr |l 43
wzg3j2mcol )i1206ab, kw

[ mh ~Tropi séB®hAon]

(Tropisetron or "6i819ni klw" or al9338qgq2yo or "ics:s
acid tropine ester45dr navoban):ti,ab, kw

{OR #36R258093

#29 and #563160Tri al s

= exploded indexing term (MeSH)

N =z unexploded indexing term (MeSH)

= indexing term with chemically induced subheadin
= indexing term with drug therapy subheading
truncation

ab,kw = terms in either title or abstract or keywo
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ne

ne

Da
Da

Re

ar/ 3 = terms within three words of each other (any
xt = terms are next to each other
chrane Databases of Systematic Reviews (CDSR)
a Witltey / / onlinelibrary.wiley.com/
te range: |l ssue 7 of 12, 2022
te searched: 21 July 2022
cords retrieved: 12
[ mh ~Vomiti agB8&8i ]
[ mh ~ NaWw2e0ad/ ci ]
[ mh ~Anorexii@2ci]
(CI NV or CAWRYY:ti,ab, kw
((chemo* or <cisplatin*) NEAR/ 2 (nausea* or vomit?®*
emetogenic* or hyperem2822 or anorex*)):ti,ab, kw
{ OR -##51} 4988
[ mh ~Neopl asthdAadt ]
[ mh "Antineopl alsht26c0 Prot ocol s"]
[ mh ~"Antineopl7als&e6 ¢ Agent s"]
O [ mh Chemoratll®o®9herapy]
1 [ mh "Chemot her a4ply26 Adj uvant "]
2 [mh ~"Consolidati onO0O@Ghemotherapy"]
3 [ mh ~El ectrochelnfot herapy]
4 [mh ~"InductiondBCthemot herapy"]
5 [mh ~"Maintenance @bh&8mot herapy"]
6 [ mh ~Photoc@@e®&ot herapy]

7 (chemo* or radiochemotherap* or el ectlrOoOc7hdelmot her aj
8 ((neopl asm* or cancer* or malignan* or metasta* or
oncolog* or |l euk*emia* or adenoma* or | ymphoma* o]
bl astoma* or mesenchymoma* or mesdhtelpal iobma’*s t @mmat*h
glioma* or ganglioglioma* or glioblastoma* or neur
seminoma* or carcinosarcoma* or angiosarcoma* or
medul |l obl astoma* or aastrocydemai*noma®pemdgrmeom opha
(drug* or agent* or treat* or therap*® or pill*1l or
tablet* or dose* or dosage* or pharmac* or inject?

i mmunot her,b w33 192i , ab
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#3

# 3

# 3

# 3

#3

#3

# 3

# 3

# 4

(
t

(antineoplas* or ant. NEXT neoplas* or anticancer
umo*r) NEAR/5 (drug* or agent* or treat* or thera

medi cation* or tablet* o@or dmgectdr odosage’avemoplsa!

i
(
[

—~

* O #®H

- 35 0 0 —

(
o
n
s

[
(

mmunot herap68828ti,ab, kw

Pat e# 1 @1)7 3a512.9

mh ~"Vomiting,3Anticipatory"]
mh ~Vonmi7t3i7n g ]

mh "~ Na us0eldal]

nausea* or vomit* or sick*® or emesia or emesis or
norex*):2t6i7,9ab, kw

mh "~Anti em2B8b86s]

antiemetic* or ant:i NEXT emetic* or antiemetogeni
420

OR #2067 3441
20 and 1$63%6 2
6 or #2A8 447

mh ~"DexamebB&O8one]

dexameth* or decaject*® or decameth or decaspray c
r maxidex or methylfluorprednisolone or millicort
i odex or baycadron or cilpiroaays tapetexXt enzmanitdbo.l
eofordex or ozurdex or "taperdex 12 -ddaayy ttaappeerr oorr
obradex or zcort 1B38dla®y taper"):ti,ab, kw

mh "~"Ondans&880n]

ondanset n
r zensana o
n
u

q
o

or zofran or zophran or zofron or zopg
r emeset or zondamist or zuplenz or br
sia or sakisogli380326eo0n0fnmmB8béozkg@b B8
d 002" or "sudOO2@&8M®7sluda 002" or sudac

arfoz or 0]
n307 or "'s

mh ~Apr3e3pdi t ant ]

aprepitant or emend or "I 754030" or | 754030 or "

mk0869 or mk869 or cin®¥@édti or ivemend):ti,ab, kw

[
(

r

[
(

o]
h

[

mh "~"Metocl|l b8 2ami de]

metocl opramide* or "5yna80e9to" or cerucal or "1 ¢
i metin or wl792a2rvd or Gimot.i 081R4gl an or " Metc

mh "*""SeH?3oRéomeptor ABflagoni sts"]

serohttohirnechbept or antagonist*" or "5 ht3 antagoni
r-h"ysdroxytrypthaydirmed"t rorpitr'agmiep ¢ otry pe-t &agoni st" or "
ydroxytry-pT &eicreqptor(5ntagéemi st"):ti,ab, kw

mh "~"" NelLrR&d¢epthor 1An2 agoni st s"]
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# 4

# 4

# 4

# 4

# 4

# 4

# 4

# 4

# 4

#5

#5

#5

#5

#5

#5

#5

#5

mh

mh

/ d

(("neurokinin 1" or neurol eukin 1" or substance

(antagonist* or3%68 ocker*)):ti,ab, kw
[ mh ~Pal ono221firon]

i 19" or "2ucb2ler4v" o

pal onoseghmindgooror 2"23310d
r 25259"):ti,ab, kw

"rs 25233*" or 710
[ mh ~Met hot36é meprazine]

(methotrimeprazine or "9g0l aw7atq" or | evomeprazi
met hotri meprazine or tisercin or tizercine or ti ze
or levotomi b)3ti,ab, kw

[ mh ~Ol anzapBhba]

olanzapine or "ly 17005*" or "n7u69td4szr"™ or "Xx7
|l azax or symbyax or zal as3t6@84ur zypadhera or zydi

tNn N

(
o}
[ mh ~Lor888329e p am]

(lorazep* or ativan or donix or duralozam or dur a:z
|l oraz or 026fzp769I or orfidal wyeth or sedicepan
4036" or wy4036 or0I3cbreev):ti,ab, kw

[ mh ~Cannablh®i ds]

(nabil one

or ces tic or canemes ofr
or "lilly 109514’ ) ot

i ,ab, kw
[ mh ~Grani sd#i7on]

(Granisetron or San-®©@s'o oor "Suls8tfosll 700rj 8'"1 0700 Dr |l 43
wzg3j2mcol )i1206ab, kw

[ mh ~Tropisé®rhdon]
(Tropisetron or "6i819ni klw" or al9338qgq2yo or "icC:¢
acid tropine ester45dr navoban):ti,ab, kw
{OR #36R5893
#29 and #56 in 1Qochrane Revi ews
= exploded indexing term (MeSH)
AN = unexploded indexing term (MeSH)
= indexing term with chemically induced subheadin
= indexing term with drug therapy subheading
truncati on
ab,kw = terms in either title or abstract or keywo
ar/ 3 = terms within three words of each other (any
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next = t

Heal t h

vihat t p

er ms ar e next to

each other

Technol ogy Assessment (HTA)

s:/ /www.crd.york.ac.

Date range

Date searched: 21 July

Records

retrieved:

1 Me SH DESCRI PTOR
2 Me SH DESCRI PTOR
3 Me SH DESCRI PTOR
4 (CINV or CARV)

5 ((chemo* or <ci s

emetogenic* or

6 #1
7 Me
8 Me
9 Me
10 Me
11 Me
12 Me
13 Me
14 Me
15 Me
16 Me
17 (c
c h
138 ( (
ad
or
he
re
c h
ge
or
in

OR #2

SH

SH

SH

SH

SH

SH

SH

SH

SH

SH

DESCRI PTOR

DESCRI PTOR

DESCRI PTOR

DESCRI PTOR

DESCRI PTOR

DESCRI PTOR

DESCRI PTOR

DESCRI PTOR

DESCRI PTOR

DESCRI PTOR

hemo* or radi
emot herap®* or

neopl asm* or
enocarci nomat
sarcoma?* or
patoma* or he
tinobl ast oma*
ondrosarcoma*

r mi

searched:

uk/ CRDWeb/

I nception to March 2018

2022
6
Vomi ting W TH2QUALI FI ER ClI I'N HTA
Nausea W TH QRALIFI ER CI I'N HTA
Anorexia W THOQUALI FI ER CI I'N HTA
I'N HTA
platin*) NEAR2 (nausea* or vomit?®*
hyperemkeSis or anorex*)) I N HTA

OR #5

OR #3 10R # 4

Neopl
Ant i n
Ant i n
Chemo
Chemo
Conso
El ect
I nduc
Mai nt

Phot o

asms W TH3QUALI FIER DT I N HTA
eoplastic Protoclodl7s EXPLODE A
edpfrastic Agents I N HTA
radi ot herapyl EXPLODE ALL TREE
therapy, Adjuvanst8 EXPLODE ALL
|l i datdi on Chemot herapy I N HTA
rdachemot herapy I N HTA

tion 2Chemotherapy I N HTA
enancle Chemotherapy I N HTA

chhemot herapy I N HTA

0 cchheenmodt thheerragpp** oor realdédcot rochemot her a

p h o tcchcehmomadtelr am&H* | Nr HTRA Ot O

or on

pat obl
or me
or ch

cancer* or malignan* or metasta* or

colog* or |l eukaemia* or | euk:

myel oma* or bl ast oma*moonra *meosre n c hy mc

astoma* or glioma* or gangl i |
ningioma* or seminoma* or car
ol angiocrocynoma* or ependy md

noma* or craniopharyngioma*) NEAR5 (drug* or
topical* or
travenous* ommumontoh éhrea m*pd*Q 60LrN iHTA

medi ci

ne* or medication* or tablet:?:
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((antineopkapt asrr @mt ecnatniccearn war acirtuirtcutmor @amtarntuimo
ant umour) NEARS5 (drug* or agent* or treat™* or ther

or medication* or t arblpehta*r noarc *d ocosre *i nojre cdto*s aogre *i not r a
or i mmunotherap531) I N HTA

#7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #1414
1607

Me SH DESCRI PTOR Vomiting, OAnticipatory I N HTA
Me SH DESCRI PTOR Voniéti ng I N HTA
Me SH DESCRI PTOR Nauusea I N HTA

(nausea* or vomit* or sick* or emesia or emesis or
I N HIT®S5

Me SH DESCRI PTOR Antlilemetics | N HTA

(anti emeteime* icrr aomt iant i-emettog&Bilc*™) or anti
#21 OR #22 OR #23 OR #2@80O0OR #25 OR #26

#20 AND 3#27

#6 OR #3898

MeSH DESCRI PTOR Dexame?2basone I N HTA

(dexamet h* or decaject*® or decameth or decaspray ¢
or maxidex or methylfluorprednisolone or millicort
or baycadron or ciprodeex-b&y dtexpgem zoar oma xdii torpatlr odr ¢
ozurdex or taperdex 12 day taday otmapttaperdéewn b6 adae)
day taper) AN HTA

Me SH DESCRI PTOR Ond®&ansetron I N HTA

(ondansetron or zofran or zophran or zofron or zorf
Or zensana or emeset or zondamist or zuplenz or br
narfoz or onsia or sakig®dg0h2forosegqrnn3I80In2brogrniBsd
307 8807smr sn307 or sud 002 or sudIDO2o0r suda 002 ¢

Me SH DESCRI PTOR AprOepitant I N HTA

(aprepitant or e7/nbe4n0d3 Oo rorl 1775544003300 oar Imk 0517 or mk
0517 086mMk-869mhbr mk0517 or mk0869 or mk8@9 or Ci n\

Me SH DESCRI PTOR Metocl®@pramide I N HTA

(metoclopramide* or 5yna80e9t o or cerucal or | 4yel
rimetin or wl792a2rvd or Gi mot. o4 Reglan or Met oz

Me SH DESCRI PTORHTSe rRoetceerpitmo r5 Ant agoni sts I N HTA

(serothdmBi mekeptor antagonihstt3 ant &g dirti3s ta™n t aarg osnei rsott

recept or anhyadgroonxi ysttr*y pbtyadmsi onxey3t royrp-tbame peot ypet 8goni
HTA 7

Me SH DESCRI PTORL MNReewregpktionri Mnt a@oni sts I N HTA
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41 ((neurokininlloorneeuobkiukilnot esubmseamaleepkirrcept
receptor 1) NEAR3 (antagondi st* or blocker*)) I N HT

4 2 Me SH DESCRI PTOR Paldonosetron I N HTA

43 (pal onosagthrbaomg*o ocorr 23310d4i 19 or 2ucb2ler4v or 5dO0O
25233* or rs 254259) I N HTA

4 4 Me SH DESCRI PTOR Met hotO®i meprazine I N HTA

45 (methotrimeprazine or 9g0l aw7atqg or | evomeprazin ¢
met hotri meprazine or tisercin or tizercine or ti ze
or levotomih) I N HTA

46 Me SH DESCRI PTOR Ol ®&nzapine I N HTA

47 (Ol anzapine or |y 17005* or n7u69t4szr or x7s6qg4ml
symbyax or zalasta or 28$padhera or zydis) IN HTA

4 8 Me SH DESCRI PTOR Lorlazepam I N HTA

49 (Lorazep* or ativan or donix or duralozam or dur a:z
novworazem or -lnaur dzoroarz o026 fnzup 7 6 9 | or orfidal wyeth
somagerol or temest a -400r3 6 003i6 dwyadrOl ‘owy 40 3 6 N T Awy

50 Me SH DESCRIPTOR Cannab8noids I N HTA

51 (nabil one or cesamet or cesametic or canemes or "c
or "lilly 109514" &r | illy109514) I N HTA

52 Me SH DESCRI PTOR Grdnisetron I N HTA

53 (Granisetron or San-®©@s'o oor "Suls8tfosll 700rj 8'"1 0700 Dr |l 43
wzg3j2mcol )41 N HTA

54 Me SH DESCRIPTOR Tr dpisetron |I N HTA

55 (Tropisetron or "6i819ni klw" or al9338qgq2yo or "icC:¢
acid tropine ester”™ or navoban) I N HTA

56 #30 OR #31 OR #32 OR #33 OR #34 OR #35 OR #36 OR #
#42 OR #43 OR #44 OR #45 OR #46 OR #47 OR #48 OR #
#54 OR #M%5

57 #29 AND 6#56

Key:

Me SH DESCRIPTOR = indexing term: Medi cal Subject Head

EXPLODE ALL TREES = exploded indexing term (MeSH)

WI TH QUALI FI ER CI = indexing term with chemically ind

WI TH QUALI FIER DT indexing term with drug therapy sub

* —

truncati on

NEAR2 = terms within three words of each other (only
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I nternational HTA database
vihat t ps: // database.inahta.org/
Date rangé2lladokpt2on?2

Date searched: 21 July 2022
Records retrieved: 57

[

"Tropisetron"[ mh]) OR (((Tropisetron or "6i819ni klw
ndole 3 carboxylic acid tropine ester”™ or-9mB"voban))

or "318f61 70j 8" dr o'rbmiz g&B83 ak*" )9gr) KRt (" Grani setron"]|
(("Dexamethasone"[ mh]) OR ("Ondansetron"[mh]J) OR (" Ap
("SeroHDi Redeptor Antagoni-4dt Refcmiplt) rORnN(t"aNjeounrioskti sn"i[ Mmh
("Pal onos®Rr ¢ hMpmihpYX ri meprazine"[ mh]) OR ("Olanzapin"
("Cannabinoids"[mh]) OR ((dexameth* or decaject* or d
hexadecadrol or hexadrol or maxi dexadexmetboyl TTauaDirpg @
decadron or diodex or baycadron odagi prapeeX or daxi én
neofordex or ozurdex or "taperdex 12 -ddaayy ttaappeerr"™ oorr t"ob
or " zdaoy tt aper")) OR ((ondansetron or zofran or zophr a
avessaron or vomceran or zensana or emeset or zondami
ceramos or narfoz or onstT@r o3 SBBDR3F25f0 eoirn ggr r3 8s0e3t20f f iolrm n m
"sn 30-20700rss8sn307 or "sud 002" or "sudOO2o0r suda 002
7540360/"5400r30 or | 754030 or "mk O05105%"1 70 0 8"6rmAkk -806896 %"r o r
mk0517 or mk0869 or mk869 or Cinvanti or lvemend)) OR
"l 4yebd44i 46" or maxol on or primperan or reglan or rim
ODT) ) OR ((Hts2rroawmimp@atgmonmni st *" or "Bt Bt&8&nbagagoat st *6r ot
ht 3 receptor -aypydeagont sypthyemirmn&d't royrpit"ebmepeotrypata&goni s
(("neurokininlildroftTneeuolb&uklmbdidbotramearpl| radkemt or "
receptor 1")) OR-ghbpaglodnomset' 2881 0a@rdi"120" or "2uchb2lerid4
onicit* or "rs 25233*" or "rs 25259")) OR ((methotri m
|l evomemreomazil evopromazine or methotrimeprazine or tis
|l evoprome or detenler or hirnamin or | evotomin)) OR (|
"x7s6g4mhcb" or zol afren oryaxpoexaabmaslitypbarviypanddlea
((Lorazep* or ativan or donix or duralozam er durazol
|l orazem or -lnaur dzoroarz 026 fnaup 7 6 9 | or orfidal wyeth or sed
temesdar tolid o#03wy oh&0W§F408B8r6 wyr | oreev)) OR ((nabil o
canemes or "compound 109514" or "cpd 109514" or cpd1l10
((((CI NV OR CANV)) OR ((chemdh*er@R*ciOfpimad iher aPR ©ORdi o
el ectrochemot hcehreanpo*t hOeRr aed *¢ cQR op h ot ecchheemmoct thheer raapp**) )ORORp h «
((nausea* OR vomit* OR sick* OR emesia OR emesis OR e
anorex*)) OR ((&2mecemORi aht ORmaam@gtemgernri OR) an®R ( ( neoj
cancer* OR malignan* OR metasta* OR tumor* OR tumour*®
oncolog* OR |l eukaemia* OR |l eukemia* OR adenoma* OR |y
myel omaasORBRmMhrF OR mesenchymoma* OR mesothelioma* OR t
hepatobl astoma* OR glioma* OR ganglioglioma* OR gliob
OR meningioma* OR seminoma* OR carcinosarcoma* OR ang
chol angiocarcinoma* OR medull obl astoma* OR astrocyt ome
craniopharyngioma*))))
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Key:

[ mh] = indexing term: Medi cal Subject Heading ( MeSH)
* = truncation

Clinical Trials.gov

vihat t ps://clinicaltrials.gov/

Date searched: 21 July 2022

Records retrieved: 232

Advanced search screen was used. 2 separate searches
i mported into EndNote 20 and deduplicated.

1.Condition (oGl DM s@Ra s@ANV)
Ot her Teremsamet hasone OR Ondansetron OR Aprepitant
"BHT3 Receptor Ant agolniRsetcse'ptORr "Mretua@dkningtns” OR Pal
Met hotri meprazine OR Ol anzapine OR Lorazepam OR Nz
74 hits

2.Condition (ocrheDnos*e aBR:ci spl atin* OR neoplasm* OR ca
OR tumor* OR tumour OR oncolog*) AND (vomit* OR si
emetogenic* OR hyperemesis OR anorex?®*)
Ot her Tédremsamet hasone OR Ondansetron OR Aprepitant
"BHT3 Receptor Ant agolniRsetcse'ptORr "Mretua@dkn ingtns” OR Pal
Met hotri meprazine OR Ol anzapine OR Lorazepam OR Ne¢
157 hits

WHO I nternational Clinical Trials Registry Platform (I

vihat t ps: //trialsearch.who.int/ AdvSearch. aspx

Date searched: 21 July 2022

Records retrieved: 4009

Advanced search screen used. 2 separate searches were
i mported into EndNote 20 and deduplicated.

1. Advanced Search

Condi {cbemo* OR <cisplatin* OR neoplasm* OR cancer?*
tumor* OR tumour* OR oncolog*) AND (vomit* OR sick
emetogenic* OR hyperemesis OR anorex?®*)
Intervébexamet hasone OR Ondansetron OR Aprepitant
HT3 Receptor Ant agolniksetcse'p tORr "Aretua @&n instns”™ OR Pal o
Met hotri meprazine OR Ol anzapine OR Lorazepam OR Ne¢
RecruitmedAtLL3SB&t usecords for 174 trials found
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2. Advanced Search
Ti tleehemo* OR <cisplatin* OR neoplasm* OR cancer* O
tumour* OR oncol og?®*)
Condifvomit* OR sick* OR emesia OR emesis OR emeti
OR anorex=™*)
I ntervébDekamet hasone OR Ondansetron OR Aprepitant
HT3 Receptor Ant agolniRsetcse'p tORr "ANretuagod&n instns” OR Pal o
Met hotri meprazine OR Ol anzapine OR Lorazepam OR Ne¢
RecruitmeAtLS3SB4tuecords for 235 trials found

Key:

* = truncation

ProQuest Dissertations & Theses A&l

vihat t ps: // www. proquest.com/

Date fL@aABresent
Date searched: 21 July 2022

Records retrieved: 37

Tl , AB, SU((chemo* OR <cisplatin* OR neoplasm* OR cancer
tumour OR oncolog*) AND (vomit* OR sick* OR emesia OR
hyperemesis OR anorex*®)) AND TI, AB, p(iteaxnatmeQRhasone Ol
Met ocl oprami de-HDBR 8BecepdwoirnAhb agolniRsetcse'p tORr "Aretua @&n ins t
Pal onosetron OR Methotrimeprazine OR Ol anzapine OR Lo
Tropisetron)

Key:
TI, AB, SU

in title, abstract or subject field

truncati on

Database of Abstracts of Reviews of Effects (DARE)

vihat t ps: //www.crd.york.ac.uk/ CRDWeb/

Date range searched: I nception to December 2014

Date searched: 21 July 2022

Records retrieved: 33
1 Me SH DESCRIPTOR Vomiting WITHA4QUALI FI ER CI I N DARE
2 Me SH DESCRI PTOR Nausea W TH QUBALI FI ER ClI I N DARE
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Me SH DESCRIPTOR Anorexia W TH2QUALI FI ER ClI | N DARE

(CINV or CANV) 3 N DARE

((chemo* or <cisplatin*) NEAR2 (nausea* or vomit?®*
emetogenic* or hyperem&%is or anorex*)) I N DARE

#1 OR #2 OR #3 80R #4 OR #5

Me SH DESCRI PTOR Neoplasms W TR2QUALI FI ER DT | N DAF
Me SH DESCRI PTOR Antineopl astic Protocbo8l18 EXPLODE A
Me SH DESCRIPTOR Antineopl a6s8t4d ¢ Agents I N DARE

Me SH DESCRI PTOR Chemoradiotherapy8&XPLODE ALL TREE
Me SH DESCRIPTOR Chemotherapy, Adj uvandtl 7ZEXPLODE ALL
Me SH DESCRIPTOR ConsolidationlChemotherapy | N DARI
Me SH DESCRI PTOR El ectrochedmot herapy | N DARE

Me SH DESCRIPTOR Induction 1GBhemot herapy I N DARE

Me SH DESCRI PTOR Maintenancle3 Chemot herapy | N DARE

Me SH DESCRI PTOR Photoch@motherapy | N DARE

~

chemo* or radi occhheermodthheerragpp** oor reldéd ot rochemot her a

chemot herap* or photccheehomdtelr erpap *212Nr (DAREL 0
((neoplasm* or cancer* or malignan* or metasta* or
adenocarcinoma* or oncolog* or | eukaemia* or | euk:
or sarcoma* or myel oma* or bl ast oma*moonra *meosre nc hy mc
hepatoma* or hepatoblastoma* or glioma* or gangl i
retinoblastoma* or meningioma* or seminoma®* or cat
chondrosarcoma* or cholangiocrocytnmoma* or eegendy md
germi noma* or c¢craniopharyngi oma*) NEARS5 (drug?* or
or topical* or medicine* or medication* or tabl et"’
i

ntravenous* ommunontoh ehrea m*p3*3 30BrN iDARE

(antineopkapt asr @*mt lcnmtnicceaan war acdruimtautmor a@amtantuimo
nt imour) NEARS5 (drug* or agent?* or treat* or ther
medi cati on* or t arblpehta*r noarc *d oosre *i nojre cdto*s aogre *i not r a
rrimmunot herapl*333 1 N DARE

©c o o —
=

H*

7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14
4045

Me SH DESCRIPTOR Vomiting, 2Anticipatory I N DARE
Me SH DESCRI PTOR Vo nmiotsi ng I N DARE
Me SH DESCRI PTOR Naud¥éa | N DARE

(nausea* or vomit* or sick* or emesia or emesis or
I N DARE 14438

Me SH DESCRIPTOR Antiemébivcs | N DARE
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(anti emeteime* icrr aomt iant i-eemeett oggemii oy 1lolrN alAARE
#21 OR #22 OR #23 OR #246 PR #25 OR #26

#20 AND 246247

#6 OR #281

Me SH DESCRI PTOR Dexame7@asone | N DARE

(dexamet h* or decaject* or decameth or decaspray ¢
or maxidex or methylfluorprednisolone or millicort
or baycadron or ciprodeex-b&y dtexgem zoar oma xdii torpatlr odr ¢
ozurdex or taperdex 12 day taday otmapttaperdéen b6 adae,)
day taper) PN4DARE

Me SH DESCRI PTOR Ondans25ron I N DARE

ndansetron or zofran or zophran or zofron or zopg
zensana oOr emeset or zondami st or zuplenz or br

0
r

arfoz or onsia or sakig®&0h2brosedrn3I803n2brogrn MBE
07 8067smr sn307 or sud 002 or su@®dH02o0r suda 002

Me SH DESCRI PTOR Aprlepi tant I N DARE

(aprepitant or e7/nbe4n0d3 Oo rorl 1775544003300 oar Imk 0517 or mk
0517 086mMk-869mbr mk0517 or mk0869 or mk889 or Ci n\

Me SH DESCRI PTOR Metocl®ddramide I N DARE

(metoclopramide* or 5yna80e9to or cerucal or | 4yel
rimetin or wl792a2rvd or Gi mot.i o7T1Regl an or Met oz

Me SH DESCRI PTORHTSe rRoetcoerpitmo r5 Ant agolnei sts | N DARE

(serothdmBi mekeptor antagonihstt3 amnt &g dirti3s ta*™n t aarg osneirsott
recept or anhtyadgroonxi ysttr*y pbtyaddi onxey3t royrp-thbemme peot yamet 8goni
DARE2 3

Me SH DESCRI PTORL MNReewregpktionri Mnt aoni sts I N DARE

((neurokininlloorneeauobkiukilnol submseamacleepkircept (
receptor 1) NEAR3 (antagon2 st* or blocker*)) I N DA

MeSH DESCRI PTOR Pal onoGetron I N DARE

(pal onoseagthrbom*o orr 23310d4i 19 or 2ucb2ler4v or 5dO
25233* or rs 254259) I N DARE

Me SH DESCRIPTOR Methot®i meprazine I N DARE

(methotrimeprazine or 9g0l aw7atqg or | evomeprazin ¢
met hotri meprazine or tisercin or tizercine or tize
or levotomih3 I N DARE

Me SH DESCRIPTOR Ol anza@ine |I N DARE

(Ol anzapine or |y 17005* or n7u69t4szr or x7s6q4ml
symbyax or zalasta or tTy¥ypadhera or zydis) I N DARE
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4 8 Me SH DESCRI PTOR Lorfrazepam I N DARE

49 (Lorazep* or ativan or donix or duralozam or dur a:z
novwomrazem or -lnaur dzoroarz o026 fnzup 7 6 9 | or orfidal wyeth
somagerol or temest a -400r3 & 003i6 dwyddrOl owy eAd) 3 6 N DA REY

50 Me SH DESCRIPTOR Cannabli2oids I N DARE

51 (nabil one or cesamet or cesametic or canemes or "c
or "lilly 109514" &r | illy109514) I N DARE

52 Me SH DESCRI PTOR Granisétron I N DARE

53 (Granisetron or San#®@s'o oar "Suls8tfobll 700rj 8'"1 0700 Dr |l 43
wzg3j2mcol )26 N DARE

54 Me SH DESCRIPTOR Tropise@etron I N DARE

55 (Tropisetron or "6i819ni klw" or al9338qq2yo or "icC:¢
acid tropine ester”26or navoban) I N DARE

56 #30 OR #31 OR #32 OR #33 OR #34 OR #35 OR #36 OR #
#42 OR #43 OR #44 OR #45 OR #46 OR #47 OR #48 OR #
#54 OR #HBHB

57 #29 AND 3#356

Key:

Me SH DESCRIPTOR = indexing term: Medi cal Subject Head
EXPLODE ALL TREES = exploded indexing term (MeSH)
WITH QUALI FI ER ClI = indexing term with chemically ind

WITH QUALI FI ER DT indexing term with drug therapy sub
* = truncation

NEAR2 = terms within three words of each other (only

Epi stemoni kos

vihat t ps: // www. epi stemoni kos. org/

Date range searched: Il nception to 21 July 2022
Date searched: 21 July 2022

Records retrieved: 183

((chemo* OR <cisplatin* OR neoplasm* OR cancer* OR mal
oncolog*) AND (vomit* OR sick* OR emesia OR emesis OR
anorex*)) AND (Dexamet hasone OR | ®npdraans edter ocORH TSR r Apt roenpi i n
Receptor Ant agonilstRse'c e@R d'rNeAinrtogkgonninst s OR Pal onosetr
Ol anzapine OR Lorazepam OR Nabil one OR Granisetron OR
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18B8esults when narrowed to publication type: systemat

Key:

* = truncation

PROSPERO

vihat t ps: //www.crd.york.ac.uk/ prospero/ #searchadvanced

Date range searched: I nception to 21 July 2022
Date searched: 21 July 2022

Records retrieved: 54

#1 MeSH DESCRIPTOR Vomiting W TH QUALIFIER ClI
#2 MeSH DESCRIPTOR Nausea W TH QUALIFIER ClI
#3 MeSH DESCRIPTOR Anorexia W TH QUALIFIER ClI
#4 (CINV or CAHNY)

# 5 ((chemo* or cisplatin*) NEAR2 (nausea* or vomit?
emetogenic* or hyp&0Oemesis oOor anorex?®*))

#6 #1 OR #2 OR #3 8RR #4 OR #5

#7 Me SH DESCRI PTOR Neoplasms W TH QUALIFIER DT

#8 Me SH DESCRI PTOR Antineoplastic Prodocols EXPLODE
#9 Me SH DESCRIPTOR Antinedbp8astic Agents

#10 MeSH DESCRIPTOR Chemoradiothe7dpy EXPLODE ALL TREE
#11 MeSH DESCRIPTOR Chemotherapy, Adj 88 ant EXPLODE ALL
#12 MeSH DESCRIPTOR Consol4dation Chemotherapy

BS
[ERN
w

Me SH DESCRIPTOR El 8&ctrochemotherapy
#14 MeSH DESCRIPTOR Inductl®n Chemotherapy
#15 MeSH DESCRIPTOR Mainteilance Chemot herapy

#16 MeSH DESCRI PTOR Ph&t9ochemot herapy

#17 (chemo* or radi occhheemmoa thheerragpp** oor realdécot rochemot her a
chemot herap®* or photchemomdit®lampap* or photo

#18 ((neoplasm* or cancer* or malignan* or metastar*
adenocarcinoma* or oncolog* or | eukaemia* or | euk:
or sarcoma* or myeloma* or bl ast oma*moonra *meosre nc hy mc
hepatoma* or hepatobl astoma* or glioma* or gangl i

retinoblastoma* or meningioma* or seminoma* or <car
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# 2

# 3

#3

# 3

# 3

#3

# 3

# 3

# 3

#3

chondrosarcoma* or cholangiocarcinoma* or medul | ol
germi noma* or craniopharyngi oma*) NEARS5 (drug* or
or topical* or medicine* ormsmgccki*caotri pmarmactallret
intravenous* or monot h&F&®* or i mmunotherap?*))

((antineoplkapt asr @mt ecnatniccearn wear aactrtuitcutmor a@amtarntuimo
ant umour) NEAR5 (drug* or agent* or treat®* or ther
or medication* or t arblpehta*r noarc *d ocosre *i nojre cdto*s aogre *i not r a
or i mmunothe@®ép*))

#7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14
12472

Me SH DESCRIPTOR Vomiti@6g, Anticipatory
Me SH DESCRI PTOR6Oomiting
Me SH DESCRI PTOR44Nausea

(nausea* or vomit* or sick* or emesia or emesis or
5688

Me SH DESCRI PTOR52Anti emetics

(anti emeteime* icrr aomt iant i-emettog@&Miic*™) or anti
#21 OR #22 OR #23 OR #2A430OR #25 OR #26

#20 AND 6#027

#6 OR #3238 2

Me SH DESCRI PTOR DeX®dmet hasone

(dexamet h* or decaject* or decameth or decaspray ¢
or maxidex or methylfluorprednisolone or millicort
or baycadron or ciprodeex-b&y dtexgem zoar oma xdii torpatlr odr ¢
ozurdex or taperdex 12 day taday ompttaperdéwn b6 adaey
day tap&rb)8

Me SH DESCRI PTOR9 Ondansetron

(ondansetron or zofran or zophran or zofron or zopg
Or zensana or emeset or zondamist or zuplenz or br
narfoz or onsia or sakigc®d&0h2forosegqrnn3I80InN2brogrniBy
307 807smr sn307 or sud 002 ob66sudO0O02o0r suda 002

Me SH DESCRI PTOR2 Aprepitant

(aprepitant or €e7nbe4n0d3 0o rorl 1775544003300 oar Imk 0517 or mk
0517 086mMk-869mbr mk0517 or mk0869 or 2n8k 869 or Ci n\
Me SH DESCRI PTOR Mettocl oprami de

(metoclopramide* or 5yna80e9to or cerucal or | 4yel

rimetin or wl792a2rvd or Gi motei3 or Regl an or Met o0z

Me SH DESCRI PTORHTSe rRoetceerpitmo B5 Ant agoni st s
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#39 (serothdmBi me®T eptor antagonihstt3 aonrt ebg dini3s tam t arg osne rsott
recept or anshtyadgroonxiysttr*y gotyadrbiomxey3t royrp-tbaené mteot y@ et 8goni

#40 MeSH DESCRI PTORL MNeewreopktiomri mMdint agoni sts

#41 ((neurokininlloorneauobkuhkhilnol subseamacleepkirBpCcept

receptor 1) NEAR3 (antagonist* or blocker*))
#42 MeSH DESCRI PTOR Pal2onosetron

#43 (pal onosegthrbdam* orr 23310d4i 19 or 2ucb2lerd4v or
25233* or r2425259)

#44 MeSH DESCRI PTOR Metlhotri meprazine

#45 (methotri meprazine or 990l aw7atqgq or | evomeprazin

met hotri meprazine or tisercin or tizercine or ti
or | evot3admi n)

#46 MeSH DESCRIPTOR1 Ol anzapine

#47 (Ol anzapine or |y 17005* or n7u69td4szr or x7s6q9g4ml

symbyax or zal asta2®r9 zypadhera or zydi s)

#48 MeSH DESCRI PTOR2 Lorazepam

#49 (Lorazep* or ativan or donix or duralozam or dur a:
novorazem or -lnaur dzoroarz 0026 fnzup 7 6 9 1 or orfidal wyeth

somager ol or temest a -400r3 6 003i6 dwyadrOl &Wye e« 36" or wy
#50 MeSH DESCRIPTOR Cam®Babinoids

#51 (nabil one or cesamet or cesametic or canemes ofr
or "lilly 10951748" or 1 illy109514)

#52 MeSH DESCRIPTOR1 Grani setron

#53 (Granisetron or San-®@s'o oor "Sulsgtfosll 700rj 8'"1 007r0 0 D r |
wzg3j2meaeael)

#54 MeSH DESCRI PTOR1 Tropi setron

#55 (Tropisetron or "6i819ni klw" or al9338q2yo or "i
acid tropine esltler"”™ or navoban)

#56 #30 OR #31 OR #32 OR #33 OR #34 OR #35 OR #36 OR
#42 OR #43 OR #44 OR #45 OR #46 OR #47 OR #48 OR

#54 OR #9952

#57 #29 AND 5#56

Key:

Me SH DESCRIPTOR = indexing term: Medi cal Subject Head
EXPLODE ALL TREES = exploded indexing term (MeSH)

Wi TH QUALI FI ER CI = indexing term with chemically
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WITH QUALI FIER DT indexing term with drug therapy sub
* = truncation

NEAR2 = terms within three words of each other (only
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2. Bata Dictionary for I ndividual Participant Dat a

This data dic nary i s based upon templates from pr eVi®swse mi MR tsiyonnt, h efsoirs epxraonpe

tio
204Z®Rodgers pttheéref@O20)the coding system used closely matches th

UNIVERSITY

WAntlemetlcs for the predeanedd omaws

and vomiting.

This Word document details a suggested coding system;t ewthpirech ewli.| [Thrropetwimewntmise,:
I aim to collect, the names of eachetand how they wil!/l be coded in the combined
I f po

cl

i b
by I

Ss e pl ea
ear ghlii

| e, S
y high i

ply your trial data using the ssugbpesthedsogdesgednf bobhmat
t eit fi

s e up
ghting i heraiiln the dat a l e or in a separate document o

Pl ease do not include any codes or | abels that coul d ¢pottainlt s add yddtdesntaoff ybiarntyh .|

Whil st the Word document s htohwes daitea,prieR2rwieldl fme madc @ pt e ciem veany usabl e format,
that data be sent as Microsoft Exssx)l. slpfr etahdissh eiest sn o(tf i pl oesnsai nbelse ,e nodti hnegr isnp r.exal dss hoere
can be used ins$se@mdar atad hfdeeldei smoineads vi)i,| e¢esa,b or OpenDocument (.o0ds) spreadsheets.

If you are unable to recode your data into the suggeedtieddy fdoorcnuname,n tp | deeasscer ipbrienpga rt
variable is coded. I f you anticipabé anwmedbffresbuiressi hopcegardagadaplaeasacto

Next steps:

Once the data is ready to share, please contact meodndotkcabrep@fe the | ink to
Servhtctegs: / / wwws grovikcas/ s vvithciecsh dirso pionftfd nded for secure titéamrsfiemkoffolrande fdialte
for 7 days from the point of request).
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https://www.york.ac.uk/it-services/services/dropoff/

Spreadsheet/ sheet 1 (Tri al i nformat
Pl se provide information on all/l patients e
Tri al Suggested format
i nfor ma
Treat men|Fr tdptetisel dpeci fy:
compari s
Co ol treatment arm:
Ac e treatment ar m:
Ac e treatment arm 2 (I f applicable):
Treat men|Fr tédpt ebsel dpeci fy:
Th osage of antiemetics for all treatment arms of th
Co ol treatment arm:
Ac e treatment ar m:
Ac e treatment arm 2 (I f applicable):
Timing a|Fr tapt ebsel dpeci fy:
schedul i ] ]
antiemet|Th i me of day and schedule of antiemetics for all tr
bnotrial|cy ol treatment ar m:
Ac e treatment ar m:
Ac e treatment arm 2 (I f applicable):
Anxi ety Fr tapt ebsel dpeci fy:
used ] ] ]
Th cale(s) used to measure baseline anxiety | evels i
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Spreadsheet/ sheet 1 (Tri al i nfor mat
Pl ease provide information on al/l patients e

Tri al Suggested for mat
i nfor ma

7 = not collected in trial

Nausea s|Free tdptebsel dpeci fy:
scal e us

The scale(s) used to measure severity of nausea if rec
7 = not collected in trial
Vomi ting|Free téaptetisel dpeci fy:
scal e us . . . .
The scale(s) used to measure severity of vomiting if r
7 = not collected in trial
Quality Free tdaptefhbsel dpeci fy:
scal e wus ) ) ]
The scale(s) used to measure quality of I|ife if record
7 = not collected in trial
Compl ete|Free tdptetsel dpeci fy:
control / ) ) ) ) ) )
definiti|/The definition of complete control within your trial
Parti al Free tdaptefsel dpeci fy:
control/ . . . . . . .
definitil|The definition of partial control within your trial
Acute ph|Free téaptetbel dpeci fy:
definiti ) ) ) ] ] ]
The definition of acute phase within your trial
Del ayed Free tdaptefhbsel dpeci fy:
definiti

The definition of delayed phase within your trial
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Spreadsheet/ sheet 1

(Tri al i

nf or mat

Pl ease provide information on al/l patients e
Tri al Suggested for mat
i nfor ma
Overall Free téaptebbel dpeci fy:
definiti ) ) ) ) ) ]
The definition of overall phase within your trial
Spreadsheet/ sheet 2 (Baseline dat a
Pl ease provide information on al/l patient s, [
Vari abl gVari abl e Suggested coding
data f
Patient I D |[PatlD Any unique coding may be used
Date of ran/DateRand|{Date in dd/ mm/yyyy format
Age at baseAgeRand Numeric value (in years)
77 = not <collected in trial
99 = missing for this patient

Et hnicity

Et hnicit|11l = ANmeirciacnan

12 =-CAfridbbean

13 = African or other Bl ack
21 = East Asian (e.g.

22 = South Asian (e.g.

31 = Hispanic or Latino

ethnicity

Chinese/ Japanese)

I ndi an/ Pakistani)
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Spreadsheet/ sheet 2 (Baseline dat a
Pl ease provide information on all/l patients, §
Variabl gVari abl e Suggested coding
data f
32 = Hispanic Bl ack
33 = Hispanic White
41 = Middle Eastern or North African
51 = Native American or First Nations
52 = Pacific Islander
61 = White European or North Ameri can
62 = Other Caucasian [/ White
81 = Mixed ethnicity (any)
82 = Ot her
77 = Not collected in trial
99 = missing for this patient
Wei ght at Db|Weight Numeric value in kilogram (kg)
777 = not collected in trial
888 = NA BMI provided
999 = missing for this patient
Hei ght at blHei ght Numeric value in metres (m)
777 = not collected in trial
888 = NA BMI provi ded
999 = missing for this woman
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Spreadsheet/ sheet 2 (Baseline dat a

Pl ease provide information on all/l patients, §
Vari abl gVari abl e Suggested coding
data f

Treat ment alAr m 0= Control arm
1= Active treatment arm
2= Active treatment arm 2 (i f applicabl e)
9 = missing for this patient

Sex Sex 0= Mal e
1= Femal e
7= not collected in trial
9 = missing for this patient

Primary di a/Di agnosi T eukaemi a

0 N o o B~ W N P

Brain tumours

Ey mp homa

©st eosar coma
Ewing sarcoma
Rhabdomyosar coma
Neurobl ast oma

Wil ms tumour
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https://www.cclg.org.uk/leukaemia
https://www.cclg.org.uk/Brain-tumours
https://www.cclg.org.uk/lymphoma
https://www.cclg.org.uk/Osteosarcoma
https://www.cclg.org.uk/Ewing-sarcoma
https://www.cclg.org.uk/Rhabdomyosarcoma
https://www.cclg.org.uk/Neuroblastoma
https://www.cclg.org.uk/Wilms-tumour

Spreadsheet/ sheet

2 (Baseline data

Pl ease provide information on all/l patients, §
Vari abl gVari abl e Suggested coding
data f
96erm cell tumours
10Retinobl ast oma
l11ll=si ver tumours
l2l=angerhans Cell Hi stiocytosis (LCH)
13=0t her
Duration of|Duration{Numeric value in months
7= not recorded in this trial
9= missing for this patient
Type of che[Chemo Free text field
7= not recorded in this trial
9= missing for this patient
Emet ogeni ci|Emetogen{0O=]1l ow emetogenicity
chemot herap ] )
1= moderate emetogenicity
2= high emetogenicity
7= not recorded in this trial
9= missing for this patient
Duration of{ChemoBl o|0O=single day
chemot herap .
1 =mud ayyi
7= not recorded in this trial
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https://www.cclg.org.uk/Germ-cell-tumours
https://www.cclg.org.uk/Retinoblastoma
https://www.cclg.org.uk/Liver-tumours
https://www.cclg.org.uk/Langerhans-Cell-Histiocytosis-LCH

Spreadsheet/ sheet 2 (Baseline dat a

Pl ease provide information on all/l patients, §
Vari abl gVari abl e Suggested coding
data f

1
3
%]

sing for this patient

o ©
N

ECOG perfor{ECOG
status

corded in this trial

1
=)
(@]
—
—
(]

1
3
n
n
=

g for this patient

field

_5
@
@
—+
@
x
—

ConcomitantfConcomitt
used (exclu
medi c-aieon
outcomes se

>
I
=]
o
)
®

used for this patient

= not records in this trial
= missing for this patient
Prior expos|PriorExp
chemot herap
=yes
= not recorded in this trial

Hi
S i

of Moti onSi

(@I}
=~ —
> O

(‘Dﬂ
n <

= not recorded in this trial

= missing for this patient

Previous ex|PriorCIN
Cl NV

= o © ~ = O © ~ = o © ~ prd T © ~ = o ©
1
=}
(@)
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Spreadsheet/ sheet 2 (Baseline dat a

Pl ease provide information on all/l patients, §
Vari abl ¢gVariabl e Suggested coding
data f
7= not recorded in this trial
9= missing for this patient
ety |l eviBaseAnxi|Numeric value of any valid measurement scal
baseline ) ) )
7777= not recorded in this trial
9999= missing for this patient
Reduced bas/BaselinelO= no
guality/ qua
l=yes
7= not recorded in this trial
9= missing for this patient
Reduced basfBaseline|0= no
ity L
l=yes
7= not recorded in this trial
9= missing for this patient
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Spreadsheet/ sheet

3 (Outcome

dat a)

Pl ease provide information on al/l patients e
Vari abl el Vari abl e na Suggested coding
file
Patient 1D Pat |l D Any unique coding may be used
Treat ment arfArm 0= Control arm
1= Active treatment arm
2= Active treatment arm 2 (if applicabl
9 = missing for this patient
Acute phasENood# tded meiSti on in sheet 1)
Achi eved confAcuteComCon|{(Note definition in sheet 1)
in acute pha
0= no
l=yes
7= not recorded in this trial
9= missing for this patient
Achi eved parfAcut eParCon{(Note definition in sheet 1)
control / resp _
phase 0= no
l=yes
7= not recorded in this trial
9= missing for this patient
Nausea in acAcuteNausea|0O= no nausea
1= nausea
7= not recorded in this trial
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Spreadsheet/ sheet 3

(OQut come

dat a)

Pl ease provide information on al/l patients e
Vari abl el Vari abl e na Suggested coding
file
= missing for this patient
Nausea sever[]Acut eNausSe|Numeric value (any validated severity s
phase ] ] )
77= not recorded in this trial
999= missing for this patient
Length of til]lAcuteNausLe|Numeric value in hours
nauseous in
77= not recorded in this trial
999= missing for this patient
Vomi ting in [AcuteVomit 0= no
l=yes
7= not recorded in this trial
9= missing for this patient
Vomi ting sevfAcut eVomSev|(Numeric value (any validated severity s
phase . ) )
77= not recorded in this trial
999= missing for this patient
Required resfAcuteRescue|0= no
medi cati on i
l=yes
7= not recorded in this trial
9= missing for this patient
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Spreadsheet/ sheet 3 (Outcome dat a)
Pl ease provide information on al/l patients e
Vari abl el Vari abl e na Suggested coding
file
Type of resclAcuteRescue|Free text field
used ) ) )
7= not recorded in this trial
9= missing for this patient
Del ayed pha(sNet ® udteG ommets on in sheet 1)
Achi eved conDel ayComCon|{(Note definition in sheet 1)
control / resp _
del ayed phasg 0= no
l=yes
7= not recorded in this trial
9= missing for this patient
Achi eved par[Del ayParCon|{(Note definition in sheet 1)
control / resp _
del ayed phasg 0= no
l=yes
7= not recorded in this trial
9= missing for this patient
Nausea in dgDel ayNausea|0O= no nausea
1= nausea
7= not recorded in this trial
9= missing for this patient
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Spreadsheet/ sheet 3 (Outcome dat a)
Pl ease provide information on al/l patients e
Vari abl el Vari abl e na Suggested coding
file
Nausea sever|Del ayNausSe|Numeric l ue (any validated severity s
phase _ _ _
77= not corded in this trial
999= mi s ng for this patient
Length of ti|Del ayNausLe|Numeric l ue in hours
nauseous in ) ) )
77= not corded in this trial
999= mi s ng for this patient
Vomi ting in |DelayVomit 0= no
l=yes
7= not r orded in this trial
9= mi ssi for this patient
Vomi ting sevfDel ayVomSev|Numeri c l ue (any validated severity s
del ayed phasts ) ) )
77= not corded in this trial
999= mi s ng for this patient
Required res/Del ayRescue(0= no
medi cati on i
phase l=yes
7= not r orded in this trial
9= mi ssi for this patient
Type of resc|Del ayRescue|Free tex field
used in del 4 ) ) ]
7= not r orded in this trial
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Spreadsheet/ sheet 3 (Outcome dat a)
Pl ease provide information on al/l patients e
Vari abl el Vari abl e na Suggested coding
file
9= missing for this patient
Overall phawsNete wetionmeson in sheet 1)
Achieved conOverall ComC|(Note definition in sheet 1)
control / resp _
phase 0= no
l=yes
7= not recorded in this trial
9= missing for this patient
Achi eved parfOverall ParC|[(Note definition in sheet 1)
control / resnp _
phase 0= no
l=yes
7= not recorded in this trial
9= missing for this patient
Nausea in ovOverall Naus{0O= no nausea
1= nausea
7= not recorded in this trial
9= missing for this patient
Nausea sever[Overall Naus|{Numeric value (any validated severity s
phase ] )
77 = ot recorded n this trial
999= missing for his patient
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Spreadsheet/ sheet

3 (Outcome

dat a)

Pl ease provide information on al/l patients e
Vari abl el Vari abl e na Suggested coding
file
Length of tilOverall Naus|{Numeric value in hours
nauseous 1in
77= not recorded in this trial
999= missing for this patient
Vomi ting in |Overall Vomi|0= no
l=yes
7= not recorded in this trial
9= missing for this patient
Vomi ting sevfOverall VomS|(Numeric value (any validated severity s
overall phasg ] ] ]
77= not recorded in this trial
999= missing for this patient
Required resfOverall Resc|0= no
medi cati on u
phase l=yes
7= not recorded in this trial
9= missing for this patient
Type of rescfOverall Resc|Free text field
used in over ) ) ]
7= not recorded in this trial
9= missing for this patient
Outcomes related to quality of [|ife
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Spreadsheet/ sheet 3

(OQut come

dat a)

Pl ease provide information on al/l patients e
Vari abl el Vari abl e na Suggested coding
file
Quality of 1/QolL Numeric valuwu (any validated QoL measur
77= not recorded in this trial
999= missing for this patient
I ncreased ap/lncreaseApp|0= no
l=yes
7= not recorded in this trial
9= missing for this patient
Decreased ap DecreaseApp|0= no
l=yes
7= not recorded in this trial
9= missing for this patient
Increased sl|IlncreaseSle[{0= no
l=yes
7= not recorded in this trial
9= missing for this patient
Decreased sl|DecreaseSle[0= no
l=yes
7= not recorded in this trial
9= missing for this patient
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Spreadsheet/ sheet 3 (Outcome dat a)
Pl ease provide information on al/l patients e
Vari abl el Vari abl e na Suggested coding
file
Increased qulncreaseSl e|0= no
l=yes
7= not recorded in this trial
9= missing for this patient
Decreased qgquDecreaseSIle|0= no
l=yes
7= not recorded in this trial
9= missing for this patient
I ncreased naMotionSick 0= no
motion (e.g
journeys) l=yes
7= not recorded in this trial
9= missing for this patient
Anxi ety Anxi ety Numeric value of any valid measur ement
7777= not recorded in this trial
9999= missing for this patient
Ot her & adverse event outcomes
AnticipatoryAnticipator|{0= no
vomiting pri _
subsequent d l=yes
chemotherapy 7= not recorded in this trial
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Spreadsheet/ sheet

3 (Outcome

dat a)

Pl ease provide information on al/l patients e
Vari abl el Vari abl e na Suggested coding
file
9= missing for this patient
Decreased fIlI|Fl uid 0= no
l=yes
7= not recorded in this trial
9= missing for this patient
Number of wunHospHyd Numeric value (number of unscheduled hospital visits for hydration)
hospital vi g 777=not recorded in this trial
hydrati on 999= missing for this patient
Decreased foFoodlntake 0= no
l=yes
7= not recorded in this trial
9= missing for this patient
Required Nas|NGTube 0= no
l=yes
7= not recorded in this trial
9= missing for this patient
Di scontinuat/Di sconTreat|0 = no discontinuati on
treatment 1 = yes discontinued because of AE/ si de
2 = discontinued for reason other than
3 = discontinued but reason not known

276



Spreadsheet/ sheet

3 (Outcome

dat a)

Pl ease provide nformation on all patients e
Vari abl el Vari abl e na Suggested coding
file
7 = not ecorded in trial
9 = mis ng for this patient
Deat h Deat h 0 = No
1 = Yes
7 = not ol l ected in trial
9 = mis ng for this patient
Drugel at |[DrugRel AEs Numeri c alue (total number of drug rel
adverse : . .
n 777= no recorded in this trial
; 999 = mi ing for this patient
(3}
. Drugel at |[DrugRel SAEs|Numer i c alue (total number of drug rel
o serious . . .
event s 777= no recorded in this trial
()} . . .
" 999= mi ing for this patient
; Drowsi ngDr owsy 0 = non recorded
>
© 1 y=es
<
2= yes d thought to be related to stu
7 = not ecorded in trial
9 = mis ng for this patient
Dry mout/DryMout h 0O = non recorded
1 = yes
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Spreadsheet/ sheet

3 (Outcome

dat a)

Pl ease provide information on al/l patients e
Variabl e| Vari abl e na Suggested coding
file
2 yes nd thought to be related stu
7 = no recorded in trial
9 = mi ing for this patient
Wat er regWater Ret 0 = no recorded
1 = ye
2 yes nd thought to be related stu
7 = no recorded in trial
9 = mi ing for this patient
Di zzinegDizzy 0 = no recorded
1 = ye
2 yes nd thought to be related stu
7 = no recorded in trial
9 = mi ing for this patient
Rai sed Bl oodSug 0O = no recorded
sugar | e
1 = ye
2 yes nd thought to be related stu
7 = no recorded in trial
9 = mi ing for this patient
HeadachdgHeadache 0 = no recorded
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Spreadsheet/ sheet 3 (Outcome dat a)
Pl ease provide information on al/l patients e
Vari abl el Vari abl e na Suggested coding
file
1 = yes
2= yes nd thought to be related to stu
7 = not recorded in trial
9 = missing or this patient
Fatigue |Fatigue 0O = non recorded
1 = yes
2= yes nd thought to be related to stu
7 = not recorded in trial
9 = missing or this patient
My al gi a|Myal gi a 0 = non recorded
1 = yes
2= yes nd thought to be related to stu
7 = not recorded in trial
9 = missing or this patient
Abdomi ngAbPain 0 = non recorded
1 = yes
2= yes nd thought to be related to stu
7 = not recorded in trial
9 = missing or this patient
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Spreadsheet/ sheet 3 (Outcome dat a)
Pl ease provide information on al/l patients e
Variabl e| Vari abl e na Suggested coding
file
GastritijGastritis 0O = none recorded
1 = yes
2= yes and thought to be related to stu
7 = not recorded in trial
9 = missing for this patient
Di arrhogDi arrhoea 0O = none recorded
1 = yes
2= yes and thought to be related to stu
7 = not recorded in trial
9 = missing for this patient
ConstipdConstipati o0 = none recorded
1 = yes
2= yes and thought to be related to stu
7 = not recorded in trial
9 = missing for this patient
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Spreadsheet/ sheet 3

(OQut come

dat a)

Pl ease provide information on al/l patients e
Variabl e| Vari abl e na Suggested coding
file
Cough Cough 0O = none recorded
1 = yes
2 yes and thought to be related to stu
7 = not recorded in trial
9 = missing for this patient
Hi ccups |Hi ccups 0O = no
1 = yes
2 yes and thought to be related to stu
7 = not recorded in trial
9 = missing for this patient
Anaphyl dAnaphyl ax 0O = no
1 = yes
2 yes and thought to be related to stu
7 = not recorded in trial
9 = missing for this patient
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Spreadsheet/ sheet 3 (Outcome dat a)

Pl ease provide information on al/l patients e
Vari abl el Vari abl e na Suggested coding
file

Anorexi gAnorexi a
= yes

= yes and thought to be related to stu
= not recorded in trial

= missing for this patient

ExtrapyrnnExtraPhr
Di sorder
= yes

es and thought to be related to stu
= not recorded in trial

= missing for this patient

PruritugPruritus
= yes
= yes and thought to be related to stu

= not recorded in trial

[(e] ~ N o o O ~ N o o © ~ N [ o
I
<

= missing for this patient
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Spreadsheet/ sheet 3

(OQut come

dat a)

Pl ease provide nformation on all patients e
Vari abl el Vari abl n a Suggested coding
fil
SedationfSedati on 0 no
1 yes
2 es and thought to be related to stu
7 not recorded in trial
9 mi ssing for this patient
Agitati dAgitation 0 no
1 yes
2 es and thought to be related to st
7 not recorded in trial
9 mi ssing for this patient
PneumoniPneumoni a 0 no
1 y es
2 es and thought to be related to st
7 not recorded in trial
9 mi ssing for this patient
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Spreadsheet/ sheet 3 (Outcome dat a)

Pl ease provide information on al/l patients e
Vari abl el Vari abl e na Suggested coding
file

Febrile|FebNeut
neutrope
= yes

= yes and thought to be related to stu
= not recorded in trial

= missing for this patient

Neutrop|Neutropeni {
= yes

es and thought to be related to stu
= not recorded in trial

= missing for this patient

Anaemi alAnaemi a
= yes
= yes and thought to be related to stu

= not recorded in trial

[(e] ~ N o o O ~ N o o © ~ N [ o
I
<

= missing for this patient

284



Spreadsheet/ sheet 3 (Outcome dat a)
Pl ease provide information on al/l patients e
Variabl e| Vari abl e na Suggested coding
file
ThrombodThr ombocyt |0 = no
2 1 = yes
2= yes and thought to be related to stu
7 = not recorded in trial
9 = missing for this patient
MucositiMucositis 0 = no
1 = yes
2= yes and thought to be related to stu
7 = not recorded in trial
9 = missing for this patient
Fever Fever 0 = no
1 = yes
2= yes and thought to be related to stu
7 = not recorded in trial
9 = missing for this patient
Ot her Ot her AE Free text (Note any other adverse event
NA = no other AE recorded for this pati
7= not recorded in this trial
9= missing for this patient
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Spreadsheet/ sheet

3 (OQutcome dat a)

Pl ease provide information on al/l patients e
Vari abl el Vari abl e na Suggested coding
file

SAEs SAE Free text (Note type of SAE(s) experien
NA= No SAEs recorded for this patient
7= not recorded in this trial
9 = missing for this patient

Whet her the |[Exclusi on 0 = not excluded

excluded fro _

anal ysis 1 = excluded
9 = unknown

Reason for e ReasonExcl ulFree text (50 characters max)
Pl ease give brief description of reason
e. g. l ost to follow up
8 = NA excluded
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2. Bata checking and harmonisati on

The

| PD were checked and o6har mdnmigf&dd nufsornnge da bs

processes recommendRBRidl en Rt |ITavko. gte@ BWe2 G2 2ver e i

dat

a

checking process: one who conducted the pr

results of t his.

The process ensured that the data was received,
prsepeci fied data dictionary (included in the pr
were asked to confir mdahtaas ev/ta re natbilreesl ymiwsesrien gt rful
i nvestigators, i.e.( Rielreey sg.tstTehreatli RER PWlays ntilksesn neg
mi ssing, i mpl ausi bl e or inconsistent values. Th
and weelghtwithin sensible |Iimits, and participa
those with no prior exposure to chemotherapy,

Checks were also made to inform the risk of bia
the randomi sation process by tdrea pdhaitcea lolfy reaxnadm m
treatment arm to | ook for obvious i mbalances i
Baseline characteristics were then checked grap
proportion ofamaskByngreatmeme drm was calcul ate
these weegurabughFypatients were excluded from
publication {(#reatamethbodnwasesnnot applied), | P
outcome data was available and cbel d PDei mpalct ¢ &
original assessment of risk of bias, this was

Finally, summary statistics for baseline char act
these agreed with the clinical trial publicatio
di scussed with trial dnsesépgatioes. wAng oresblean
trial investigators, and a document summari Si ng
amendments made to the original data was provi
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Vs

-

( - \
Receive data & check the format
1 Receive data from researchers responsible for each study. Check the file type
and format and password protection is as expected
o J
r _ l ; ~
5 Confirm receipt of data
Confirm receipt and thank the provider for their data.
. /
e | ~
Store the data
Store an original version and a copy to conduct data check using an appropriate
L software environment y.
[
-
4 Data standardisation
L Convert all data into a standardised format. )
e ™
Top level checks
5 Ensure coding is as expected, the variable names are correct and check
L whether any outcomes are missing from the IPD. )
) _|
6 Examine the data
L Check for outliers, unusual values and mutually exclusive events.
S
4 . . an
Generate baseline summary statistics
7 Produce and compare baseline summary statistics to compare with the trial
L ptllbhcatlon. )
-
8 Check the randomisation integrity
Check the dates of randomisation and the proportion of missing data by arm.
AN vy
~ 4 | . N
Edit data-set Analyse main outcomes
1 2 Edit the data accordingly "_ 9 Analyse main outcomes for the study using the trial analysis and compare with
g ) \ the trial publication. )
A |
p N e ™
Query issues 10 Compare results
1 1 Query any issues arising from Compare and discuss issues that have arisen between individuals involved in
the data checking procedure. ) L the data checking process )
L .
13 Verify data
Verify with the trial investigator that the data you hold is correct.
vy
| N
Finalise dataset
1 4 Create a finalised dataset for the trial and send a summary document to trial
investigator summarising the data you hold.
S
Fighttages of the individual participant data
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from

2. Baseli ne covariates and outcomes obtained
Tab21®8asel i ne covariates obtained from the | PD
Baseline covariate*
-
B = S
e ‘? ~ % e % % %
IPD Study Population Treatments o 21 8 S| 3| < *E Q| o
compared S| o | s o S| 2 =lolgl>lS|D|@
| S| 2| = 218l ol 2|8 E|l 2|2 2| 2|2 &
x| g|8|5|E sl el S|lelolg|d|sS|lolS|=]|=
| E|lg| S|l<| || 5|8 5|2 o Ss|le|8lel|lala| @
© £ < o| S ) o | .S S| < El | O o = o = © © ©
a|l<<|aoal< ||| T|vw|lda|la|lo|jlm|lo|lm|o|la|l==|ada|o|on| o
Sharma et al. 2023 | Child 1 Vol N VIV S v v
Bakhshiet al. 2015 Child 2 v NG ViV N NG
Radhakrishnan et a| Child 2 vVl v NV RV N N vl NG
2019
Kangetal 2015 Child 2 N R NV BV Ve N
Merck. Unpublished| Child 2 VoV N Y% N VAR N Y
study
Naik et al. 2020 Child 3 v v NV RV RV vl N4 N
Moothedath et al Child 4 NV R N BV v N B R Y N4 N4
2022
Weinstein et al. Adult 2 Vol N R NN Y NG
2016
Rapoport et al. 201( Adult 2 N N

Treatment comparison codes

1) Aprepitant + ondansetron + dexamethasesendansetron + dexamethasone
2) Aprepitant + ondansetron + dexamethasesendansetron + dexamethasone
3) Olanzapine + Aprepitant + ondansetron + dexamethagsAprepitant + ondansetron + dexamethasone
4) Olanzapine + ondansetron + dexamethasmumndansetron + dexamethasone
*See appendix section 2.3 (data dictionary for individual participant data) for details of abbreviations for baseline tesvaria
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Tab22®ut comes aff fiectesnddd ai ned from t he P D
Outcomes (intended effects) *
— - )
Sls ) 5§12 s ) 8l £ x| 2 =
=] o =] o =] >
IPD Study Population Treatments S| 2| | 3| & 2l ol G| 5| Bl «| B3| & 3l ol 5| 8] 5 Sl Al 3 < 81 815
compared ol ol e| @l F|l=|lwnl3]|2lcls|le2Fl=lwal3|3lE|lO] 2|2 2|E|ec| g3
EIQ| S| S| S| E|le|alale|lQl gl S| 3S|E|le|a|lalolas|B3|as|z|c|s| 8|8
o < ] T ] o o o] o] o o] T © © o o o] vl 0|l alz Z2| 2 >| =2 ¥ X
O a zlz|lZ2] > > x x| o el 212|222/ 3|1 3IIITIITIZIIZI T T
[0] [J] [J] [J) [J] [0] 0] [J] [J] > > > > > > > > > P P b hod P P b P b
5| 5| 55| 5| 55| 5|s5|&8| 8|8 8|80 8|88 | o o| © o @ o @ o ©
[&] &) [&] o (@] [&] @] (@] [&] [3) [3) [3) [4] [0 [J) [0] [] [J] > > > > > > > > >
]| < ]| < | <] €| <[ < |l O ololo|lolololaoloflOo|lOoflOo|lOoflOofOofOof OO
Sharma et al. 2023 | Child 1 V VL 7 VL v R R
Bakhshi et al. 2015 | Child 2 v VNV v VNV v VIV
Radhakrishnan et al Child 2 N V2 VY2 Y% o | v NV V2 VY% | N2 V2 Yz N B V2 V%
2019
Kang et al. 2015 Child 2 Vv VIV v VIV v VIV
Merck. Unpublished| Child 2 v VoV v VIV v VIV
study
Naik et al. 2020 Child 3 v VIV VIV v VNV VLV Vv VoV VIV
Moothedath et al Child 4 V|V Vaave N v VS VNV NV VS
2022
Weinstein et al. Adult 2 v V| v v v V|V v v v VoV v Vv
2016
Rapoport et al. 201q Adult 2 v Vv v v v V|V v v v VNV v v

Treatment comparison codes

1) Aprepitant + ondansetron + dexamethasesendansetron + dexamethasone
2) Aprepitant + ondansetron + dexamethasesendansetron + dexamethasone

3) Olanzapine + Aprepitant + ondansetron + dexamethassAprepitant + ondansetron + dexamethasone
4) Olanzapine + ondansetron + dexamethaswsmndansetron + dexamethasone
*See appendix section 2.3 (data dictionary for individual participant data) for details of abbreviations for outcomes
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Tab2d3®ut come aat ed

toobual ney

6 f omi

f be

Outcomes (quality oflife) *

ol & ol &
Treatments 'qE) E Q % g %
1 ()] (0]
IPD Study Population compared o gl o % @ % «
< o| N ol N ol 8
Q %) Q %] Q 0l n
0wl ol 9| ol 9| ©| | 2
S| of ®| o| | ol o ®
clelals|ldls|l 8l S| &
Sharma et al. 2023 Child 1
Bakhshiet al. 2015 Child 2 N
Radhakrishnan et al. 2019 | Child 2 v
Kangetal 2015 Child 2
Merck. Unpublished study Child 2
Naik et al. 2020 Child 3 VNV
Moothedath et al 2022 Child 4 VNV v
Weinstein et al. 2016 Adult 2
Rapoport et al. 2010 Adult 2

Treatment comparison codes

1) Aprepitant + ondansetron + dexamethasesendansetron + dexamethasone
2) Aprepitant + ondansetron + dexamethasesendansetron + dexamethasone
3) Olanzapine + Aprepitant + ondansetron + dexamethagsAprepitant + ondansetron +

dexamethasone

4) Olanzapine + ondansetron + dexamethas@mmdansetron + dexamethasone
*See appendix section 2.3 (data dictionary for individual participant data) for details of abbreviatiol

outcomes

P D
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Tab24®ut c o mensn toefafdfeelct s obt ained from the | PD
Outcomes (unintended effects) *
Treatments | 2 I L 5
IPD Study Population r "S5 £ o wi | o ol o sl = x
compared | S = = =| © S| S| ol @ n| o 8 ol 2| 8| = 4
§e3 I| £ 2| < |l x| 2| 2| & D | S|l ElE] sl <l o 2] 3| S
Slzl 23|28l 5|2 =2 22|82l 2=l & 5l El2 2 3| 5| &|E
El 3| 8| 8l ol 2| o| 2| 2| 8| 2| | N S| 2| B| > 5| ©| 8| 5| ol & €| 2| 8| 2
S|l ol Tl Z|alalalalalalZ2lalolT|lalS[<|lold|lololTl <l <lala
Sharma et al. 2023 | Child VL ~ VA ~
Bakhshiet al. 2015 | Child 2 v v v ViVl
Radhakrishnan et al| Child 2 N4 NG NN RS
2019
Kangetal. 2015 Child 2
Merck. Unpublished | Child 2
study
Naik et al. 2020 Child 3 NV RV N N v
Moothedath et al Child 4 VoV v N v v N4
2022
Weinstein et al. 2016 Adult 2 4
Rapoport et al. 2010| Adult 2 v

Treatment comparison codes

5) Aprepitant + ondansetron + dexamethasesendansetron + dexamethasone
6) Aprepitant + ondansetron + dexamethasesendansetron + dexamethasone
7) Olanzapine + Aprepitant + ondansetron + dexamethagsAprepitant + ondansetron + dexamethasone
8) Olanzapine + ondansetron + dexamethas@mndansetron + dexamethasone
*See appendix section 2.3 (data dictionary for individual participant data) for details of abbreviations for outcomes
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Tab2d5®ut c omensn toefmfdfeelct s obtained from the
Outcomes (nintended effectscontinued) *
3
©
IPD Study Population I{,ﬁ?@rgs o o 5 é
sl | §| =| 8| =| 9| 2 w S| W
2l S| €| 2| o] E| B8] B| .| < 3| §
8| ©| 3 Z2| 5| 2| 5| 8| o] © S| o
HEFEEEREEEREEER:
Sharma et al 34:&&342'_2&00)\”}0:
2023 Child 1
Bakhshi et al. Child 2 v v
2015
Radhakrishnan| Child 2 V| N RYA RV RVA RV RVA v
etal. 2019
Kangetal 2014 Child 2
Merck. Child 2
Unpublished
study
Naik et al. 2020| Child 3 v v v v
Moothedath et | Child 4 v VAR
al 2022
Weinstein et al. [ Adult 2
2016
Rapoport et al. [ Adult 2
2010

Treatment comparison codes

1) Aprepitant + ondansetron + dexamethasesendansetron + dexamethasone
2) Aprepitant + ondansetron + dexamethasesendansetron + dexamethasone

3) Olanzapine + Aprepitant + ondansetron + dexamethagsAprepitant + ondansetron +
dexamethasone

4) Olanzapine + ondansetron + dexamethasmumndansetron + dexamethasone

*See appendix section 2.3 (data dictionary for individual participant data) for details of abbreviations f

outcomes

I PD

contii

nued
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2.8tudy characteristics of eligible clinical
Tab2dée Paediatric clinical trial included in the analyses of this research
Author and Total N Age Reported cancer Emetogenicity Length of Prior Intervention (route of Intervention (route of
Year range diagnoses of Chemotherapy | chemotherapy administration, dose and administration, dose and
(years) chemotherapy Block exposure schedule Arm 1) schedule) Arm 2 and 3 (if
applicable)
Sharma et al. 510 18 | Acute myeloid NR 3+7 regimens chemotherapy | Aprepitant (oral): Children Ondansetron (1V):
2020 78 leukaemia naive 15/ 40kg: 80mg on daysi B, | 0.15mg/kg (maximum of
children >40kg: 125mg on | 8mg) every 8 hours on day
day 1, 80mg/kg on days2 1-8
Ondansetron (1V):
0.15mg/kg (maximum of
8mg) every 8 hours on days
1-8
Bakshi et al. 96 51018 |Hodgki ndés ||| HEC Singleday and | chemotherapy | Aprepitant (oral): Children Ondansetron (1V):
2015 Osteosarcoma 3-day regimens | naive 15/ 40kg: 80mg on daysiB, | 0.15mg/kg (maximum of
Ewing sarcoma children >40kg: 125mg on | 16mg) prior to
Rhabdomyosarcoma day 1, 80mg/kg on days2 chemotherapy +
Adenoid cystic Ondansetron (IV): Dexamethasone (IV).15
carcinoma 0.15mg/kg (maximum of mg/kg prior to
16mg) prior to chemotherapy| chemotherapy.
+ Dexamethasone (IV)0.15 | Ondansetron (oral): 0.3
mg/kg prior to chemotherapy| mg/kg +
Ondansetron (oral): 0.3 Dexamethasone(oralp.15
mg/kg + mg/kg every 8 hours until
Dexamethasone(oralp.15 48 hours after
mg/kg every 8 hours until 48| chemotherapy
hours after chemotherapy
Kang et al. 307 Otol7 |Ewi ngds s ar| MECand HEC| Most patients chemotherapy Aprepitant (oral): Children | Ondansetron (oral): dose
2015 Osteosarcoma receiving naive and 6 months12 years3.0mg/kg | was at the p
Neuroblastoma chemotherapy | experienced (up to 125mg) on day 1, discretion on day 1 +
Acute lymphocytic for 3 days 2.0mg/kg (up to 80mg) on Dexamethasone (IV)given
leukaemia (range 17). day 23. Children >12years,| at t he physi
Rhabdomyosarcoma 125mg on day 1, 80mg on in <50% patients
Medulloblastoma day 23 + Ondansetron
Nephroblastoma (oral): physicians
median 0.18mg/kg (range
0.080.89) day 1 +
Dexamethasone (IV)given

tr

project.

2914
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at physicianb
<50% patients

Gore et al. 50 11to 19 | Most common bone NR NR chemotherapy | Aprepitant (oral): 125mg on| Ondansetron (IV):
2009 sarcoma (remaining naive and day 1, 80mg/kg on days2 0.15mg/kg, 3 times per day
diagnoses NR) experienced Ondansetron (1V): on days 12
0.15mg/kg, 3 times per day | Dexamethasone (oral):
on days 12 Dexamethasone | 16mg on day 1 and 8 mg g
(oral): 8mgonday 1and 4 | days 24
mg on days 2
Malek et al. 35 0to15 | NR MEC and HEC| NR NR Aprepitant (oral): Children | Ondansetron (Route NR):
2021 6 months-12 years 3.0mg/kg| 0.15 mg/kg then continued
(up to 125mg) on day 1, as prophylaxis on
2.0mg/kg (up to 80mg) on subsequent days of
day 23. Children >12 years, | chemotherapy.
125mg on day 1, 80mg on
day 23 + Ondansetron
(Route NR): 0.15 mg/kg then
continued as prophylaxis on
subsequent days of
chemotherapy
Radhakrishnan| 164 1to 12 | Acute lymphoblastic MEC and HEC| Singleday and | chemotherapy | Fosaprepitant (IV): 3 mg/kg | Ondansetron (IV): 0.15
et al. 2018 leukaemia 3-day regimens | naive and on day 10ndansetron (1V): mg/kg (max.16 mg) on day
Non-Hodgkin experienced 0.15 mg/kg (max.16 mg) on | 1. Dexamethasone (1V)
lymphoma day 1Dexamethasone (IV): | 0.075 mg/kg on day 1 then|
Hodgkin Lymphoma 0.075 mg/kg on day 1 then | thenOndansetron (oral)
Osteosarcoma Ondansetron (oral): 0.3 0.3 mg/kg +
Ewing sarcoma mag/kg + Dexamethasone(oral):

Wilms tumour
Neuroblastoma
Rhabdomyosarcoma

Dexamethasone(oralp.075
mg/kg every 8 hours until 48
hours fosaprepitant then
0.15mg/kg until 48 hours
after chemotherapy.

0.15mg/kg until 48 hours
after chemotherapy.
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Ruktrirong et 194 0to18 | ALL LEC, MEC NR chemotherapy | Ondansetron (IV): 0.3mg/kg | Ondansetron (I1V):

al 2021 AML and HEC naive and prior to chemotherapy (max | 0.15mg/kg prior to
HLH experienced dose 16mg) chemotherapy (max dose
HL 8mg) then subsequent dos
NHL every 8 hours until 24 hour
LCH7 after initial chemotherapy
Osteosarcoma administration.

Primary spinal cord
germ cell tumour
Extracranial germ cell
tumour
Rhabdomyosarcoma
Fibrosarcoma

Sandoval et al 31 0to 18 | Acute lymphoblastic MEC and HEC| Single and 34- | chemotherapy | Ondansetron (1V): 0.6mg/kg [ Ondansetron (IV):

1999 leukaemia acute day regimens naive prior to chemotherapy (max | 0.15mg/kg prior to
myeloblastic leukaemia; dose 32mg) chemotherapy (max dose
brain tumou 8mg) then 3 subsequent
sarcoma; doses every 4 hours.
hepatoblastoma;

Hodgkinds -d
Hodgkinds |
neuroblastoma;
rhabdomyosarcoma;
Wil msd tumo

Chaudhary et 200 1to 16 | lymphoblastic MEC and HEC| 1-to-6-day chemotherapy | Ondansetron (1V): Palonosetron (IV)5ug/kg

al 2019 |l eukaemi a, regimens naive 0.15mg/kg prior to (max 0.25mg) prior to

sarcoma, osteosarcoma
Hodgkinds |
nonHodgki nds
lymphoma,
neuroblastoma

chemotherapy (max dose
8mg), then subsequent dose|
every 8 hours for the period
of chemotherapy.
Dexamethasone (1V): 5
mg/kg/dose (max 8mg) every
12 hours after chemotherapy|
administration.Ondansetron
(oral): 0.15mg/kg for 2 days
+ afterward the period of

chemotherapy

chemotherapy
administration + additional
dose at 72 hours if
chemotherapy duration >3
days.Dexamethasone
(IV): 5 mg/kg/dose (max
8mg) every 12 hours after
chemotherapy
administration.
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White et al 428 1to17 | NR MEC and HEC| NR chemotherapy | Ondansetron (oral): 8mg Ondansetron (IV): 5
2000 naive and syrup prior to chemotherapy | mg/m2 prior to
experienced administration + chemotherapy
Dexamethasone (oral)2- administration +
4mg prior to chemotherapy, | Dexamethasone (oral)2-
then 68 hours after 4mg prior to chemotherapy
chemotherapy administration| then 68 hours after
Ondansetron (oral): 4mg 6 | chemotherapy
8 hours after chemotherapy | administration.
administration. Ondansetron (oral): 4mg- 6
8 hours after chemotherap
administration.
Brock et al 187 1t016 | NR HEC Multi-day chemotherapy | Ondansetron (IV): 5 mg/m2 | Ondansetron (IV): 10
1996 regimens naive (maximum 8 mg) then two mg/m2 (maximum 8 mg)
additional 5 mg/m2 dose at | then two additional 5
hours 8 and 18ndansetron | mg/m2 dose at hours 8 an
(Oral): 4 mg for children < 1| 16.0Ondansetron (Oral): 4
m2 or 8 mg => 1 m2 3 times| mg for children <1 m2 or §
per day from 24 hours after | mg =>1 m2 3 times per
chemotherapy to 35 days day from 24 hours after
after last chemotherapy chemotherapy to 35 days
administration. after last chemotherapy
administration.
Kovacs et al 493 1to 16 | Acute lymphocytic MEC and HEC]| single to 6day | chemotherapy | Ondansetron (IV): 3 x 150 | Arm 2: Palonosetron (1V)
2016 leukaemia regimens naive and eg/ kg (max 32/:10 e€g/ kg (m
Nephroblastoma experienced chemotherapy, then at hours| prior to chemotherapyArm
Rhabdomyosarcoma and 8 after chemotherapy 3: Palonosetron (1V): 20

Neuroblastoma
Medulloblastoma

Acute leukaemia
Ewingds sar
Hodgkinds d
Bone sarcoma
Non-Hodgkin
lymphoma
Hodgkinds d
Acute myeloid
leukaemia
Ependymoma malignant
Optic tract glioma

T-cell type acute
leukaemia

administration

eg/ kg (max 1
chemotherapy
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Li et al 2021 200 NR Peripheral Osteosarcon] MEC Single and NR Palonosetron (IV):1 0 ¢ d Granisetron (IV): 50
Medullary multiday (max 0-75 mg) prior to mg/kg prior to
Osteosarcoma regimens chemotherapy chemotherapy
Tan etal 2018 565 0i 18 Neuroblastoma HEC Single and chemotherapy | Ondansetron (1V): 150 Arm 2: Palonosetron (IV)
non-Hodgkin lymphoma multiday naive and eg/ kg prior t|l:egl/ kg (max
Hodgkin's disease regimens experienced then every 8 hours on days q prior to chemotherapyrm
Hepatoblastoma chemotherapy administration| 3: Palonosetron (IV): 10
Rhabdomyosarcoma (up to max 32mg) eg/ kg (max O
Ewing's sarcoma to chemotherapy
Primitive
neuroectodermal tumou
Osteosarcoma
Siddique et al. 60 4t011 | Acute lymphoblastic Received NR NR Ondansetron (oral): 4 mg Granisetron (oral): 1mg
2011 leukaemia only high before chemotherapy before chemotherapy
dose a(cjigwinistr;at(ijon. Up to five ) ag(rjninistrlat(;on. Up to five
additional doses given within| additional doses given
methotrexate 24 hours. within 24 hours.
Dick et al 30 2t0 15 NR MEC Multi-day NR Ondansetron (1V): 3-8 Metoclopramide (I1V): 10
1995 regimens mg/m2 before chemotherapy| mg/m2 before

and at 12 hours after
chemotherapy administration
Ondansetron (oral): 12
hourly at 36 hours for 3 days

chemotherapy
administration, then every
hours for a minimum of 3
days. Dexamethason(&V):
4mg/m2before
chemotherapy
administration,then 2
mg/m2 every 6 hours for a
minimum of 3 days.
Procyclidine (IV): 2-5 mg
was given with each
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Naik et al 240 5t0 18 | Primitive HEC Single and chemotherapy | Olanzapine (oral): 0.14 Aprepitant (oral):
2020 Neuroectodermal multiday naive mg/kg/dose (max. 10mg) Children 1540kg: 80mg
Tumour Hodgkins regimens during chemotherapy and fo on days 13, children
Lymphoma (majority single 3 days afterwardé\prepitant | >40kg: 125mg on day 1,
Osteosarcoma day) (oral): Children 15 40kg: 80mg/kg on days-3
Rhabdomyosarcoma 80mg on daysi13, children Ondansetron (1V):
Retinoblastoma >40kg: 125mg on day 1, 0.15mg/kg (maximum of
Non-Hodgkins 80mg/kg on days-2 16mg) prior to
lymphoma Ondansetron (1V): chemotherapy +
Nasopharyngeal 0.15mg/kg (maximum of Dexamethasone (IV).15
Carcinoma 16mg) prior to chemotherapy| mg/kg prior to
Germ cell tumour + Dexamethasone (IV)0.15 | chemotherapy.
Soft Tissue Sarcoma mg/kg prior to chemotherapy| Ondansetron (oral): 0.3
Ondansetron (oral): 0.3 mg/kg +
mg/kg + Dexamethasone(oralp.15
Dexamethasone(oralp.15 mg/kg every 8 hours during
mg/kg every 8 hours during | chemotherapy days until 4
chemotherapy days until 48 | hours after chemotherapy
hours after chemotherapy
Moothedath et| 128 NR Retinoblastoma HEC Single and twe | NR Olanzapine (oral): 0.15 Ondansetron (1V):
al. 2022 Hodgkin lymphoma day regimens mg/kg/dose during 0.15mg/kg prior to
Ewing sarcoma chemotherapy and for 3 dayy chemotherapy +
Neuroblastoma afterwards. Ondansetron Dexamethasone (1V).15
Rhabdomyosarcoma (IV): 0.15mg/kg prior to mg/kg prior to
Wilms tumour chemotherapy + chemotherapy.
Dexamethasone (1V)0.15 Ondansetron (oral): 0.15
mg/kg prior to chemotherapy| mg/kg every 8 hours for a
Ondansetron (oral): 0.15 further 48 hours after the
mg/kg every 8 hours for a first chemotherapy
further 48 hours after the firs| administration
chemotherapy administration
Moshayedi et | 40 NR NR MEC Single to 3day | NR Olanzapine (oral): 0.14 Ondansetron (IV or oral):

al 2021

regimens

mg/kg/dose (max. 10mg)
during chemotherapy and fo
3 days afterwards.
Ondansetron (IV or oral):
0.15mg/kg (maximum of
16mg) prior to chemotherapyj
+ Dexamethasone (IV or
oral) 2mg/dose for body
surface area (BSA) <=0.6m2
or 4mg/dose for BSA >0.6m

prior to chemotherapy.

0.15mg/kg (maximum of
16mgq) prior to
chemotherapy +
Dexamethasone (IV or
oral) 2mg/dose for body
surface area (BSA)
<=0.6m2 or 4mg/dose for
BSA >0.6m2 prior to
chemotherapy.
Ondansetron (oral): 0.15
mg/kg every 8 hours for a
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Ondansetron (oral): 0.15
mg/kg every 8 hours for a
further 24 hours after
chemotherapy.
Dexamethasone (oral)
2mg/dose for body surface
area (BSA) <=0.6m2 or
4mg/dose for BSA >0.6m2
every 12 hours until 2our

further 24 hours after
chemotherapy.
Dexamethasone (oral)
2mg/dose for body surface
area (BSA) <=0.6m2 or
4mg/dose for BSA >0.6m2,
every 12 hours until 24
hour chemotherapy.

chemotherapy.
Tab276&t udy characteristics of childrends clinical trials eligible for incl
Author and Age range Reported cancer Emetogenicity Length of Prior Intervention (route of Intervention (route of
Year (years) diagnoses of Chemotherapy | chemotherapy administration, dose and administration, dose and
chemotherapy Block exposure schedule Arm 1) schedule) Arm 2 and 3 (if
applicable)

Crossover studies that did not use an analysis method that accounted for correlated data of patients between cycles sbryefeoddia separately.

Berrack et al.
2007

18

1i 23

Low-grade glioma

MEC

Multiday

chemotherapy
naive and
experienced
(received
interventions on
alternating
cycles of
chemotherapy)

Granisetron (IV): 4 0 ¢ g
30 min before the start of
chemotherapy.

Granisetron (IV): 1 0
min before the start of
chemotherapy.

eg/

Cakir et al. 2012

16

2i21

Low-grade glioma

NR

Multiday

chemotherapy
naive and
experienced
(received
interventions on
alternating
cycles of
chemotherapy)

Granisetron (IV): 4 0 ¢ g
30 min before the start of
chemotherapy.

Granisetron (IV): 1 0
min before the start of
chemotherapy.

eg/
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Alvarez et al. 33 3-18 Osteosarcoma HEC Single and chemotherapy | Ondansetron (IV): 5mg/kg Ondansetron (1V): 5mg/kg30
1995 Brain tumours multiday naive and 30 min before the start of min before the start of
Rhabdomyosarcoma experienced chemotherapy then two dose| chemotherapy then two doseg
Neuroblastoma 4 h apart, given intravenously] h apart, given intravenously
Peripheral daily during the time the daily during the time the
neuroepithelioma patient received chemotherap| patient received chemotherapy
(maximum 5 days). (maximum 5 days).
Dexamethasone (1V):
8mg/m? 30 min before the
start of chemotherapy,
followed by 4
mg/m? every 6 h or 8 mg/m?
every 4 h for two doses.
Shown to be more effective
than alternative intervention
Jaing et al. 2004 33 3-18 Acute lymphoblastic MEC NR chemotherapy Granisetron (oral): (0.5 mg Ondansetron (IV): (0.15
leukaemia (ALL) naive and for patients weighing 2%0 mg/kg administered 1 h prior
experienced kg or 1 mg for patients before the administration the
weighing O 50| (oral) 4h &8hr after
the administration of chemotherapy.
chemotherapy
Komada etal. | 49 1-14 ALL NR Multiday chemotherapy Granisetron (IV): 4 0 € g | Granisetron (IV): 20 ¢ g/
1999 naive and immediately before the start ¢ immediately before the start o
experienced chemotherapy. chemotherapy.
Patil et al. 2015 | 37 2-18 Hodgkin lymphoma MEC and HEC | Single and chemotherapy | Palonosetron (1V): 5 ug/kg Ondansetron (1V): (5 mg/nt
Germ cell tumour, multiday naive and 30 minutes before before chemotherapy and eve
Neuroblastoma, experienced chemotherapy on Day 1. 8 hours thereafter on all days
Rhabdomyosarcoma, (received Dexamethasone (1V):10 chemotherapy.
Osteosarcoma, interventions on| mg/m2 30 minutes before Dexamethasone (1V):10
Peripheral alternating chemotherapy on all days of | mg/m2 30 minutes before
neuroectodermal cycles of treatment chemotherapy on all days of
tumour, chemotherapy) treatment
Retinoblastoma,
Synovial sarcoma,
Desmoplastic small
round cell tumour
St i aeka k i| 23 1-17 ALL LEC, MEC and | Single and NR Tropisetron (1V) 0.2 mg/kg Ondansetron (IV): (5 mg/nt
19909 Neuroblastoma HEC multiday 30 min before chemotherapy | 30 mins before chemotherapy
Wil msd tum administration (maximum and 4 mg/m 2 every 8 hours

Hodgkin lymphoma
Ovarian germ cell

dose, 5 mg)

(maximum dose, 24 mg per 24
h)
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tumour Shown to be more effective
Rhabdomyosarcoma than alternative intervention
Studies reporting CINV by the number of chemotherapy acyeines or by th

Kos eet@l {15 NR ALL HEC NR chemotherapy [ Ondanset r5omg(|Met ocl opr armi dg
1998 Acute noR naive (max. 8mg) be|mg/ kg before ¢

lymphoblastic chemotherapy |administration

Ieukaemla_ Ondansetré4nmdg|/Met ocl opr ari d¢g

Hodgkin disease .

Non-Hodgkin per day twice|lmg/ m2 per day

lymphoma Shown to be more effect 5 daydksi menhydr

Neuroblastoma thaﬂwalte?na%vec?net:rv:ﬁtli\(l)?l (or&ljmg/ kg per

Ewing sarcoma days.

F o renal.2 0 0 90 6-40 NR HEC (cisplatiri Multi-day chemotherapy Granisetron (IV): 2 mg/m2, | Arm 2: Ondansetron (IV):
Adriamycin / naive Dexamethasone (1V):8 5.3 mg/nt Dexamethasone
high-dose mg/m2 oncea-day. (IV): 8 mg/m2 oncexday.
ifosfamide) Arm 3: tropisetron_(1V) 3.3

mg/m2 Dexamethasone (IV):
8 mg/m2 oncexday.
Luiesal.2 0 0| 26 7-19 Osteosarcoma NR NR NR Granisetron (IV): 5 0 ¢ g | Metoclopramide (1V): 2
single dose before the start o] mg/kg before the start of
chemotherapy. chemotherapy, plus anf®ur
infusion of 5 mg/kg of
Shown to be more effective | dimenhydrinate
than alternative intervention

Sepulveq(50 NR Low-grade HEC NR chemotherapy Pal onos etOr. &b | Ondansetron (IV): 8mg/m2

Vi | d etsalo I| courses) astrocytoma naive and prior to c¢hem|priortochemotherapy then

2008 High-grade experienced every 8 hours whilst receiving

astrocytoma Shown to be more effective | chemotherapy.
Epenymoblastoma than alternative intervention

Ependymoma

Glioblastoma

multiforme

Medulloblastoma

Primary intracranial

germ cell tumour

Xantoastrocytoma
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Pinealoblastoma
Osteosarcoma
Ewingds sa
Histiocytoma
Neuroblastoma
Ovarian dysgerminoma
PNET
Hepatoblastoma
Hepatic sarcoma
Kidney sarcoma

Wil més tum

Rhabdomyosarcoma

Retinoblastoma

GIST

Ganglioneuroma

Non-Hodgkin

lymphoma

Studies not forming part of the connected networks for

E g h betal. i 120 5t0 18 acute lymphoblastic HEC NR chemotherapy Aprepitah25ho|Aprepitah25ioi
2023 leukaemia, naive and day 1, 80mg3k|day 1, Ganmgi kg

rhgbdomyosarcoma, experienced Graniset8mg/ ] (! Bmg/ m2 on d

Wilms tumour, day Dexametha|Dexamethasone

acute myeloid

leukaemia, 0.1mg/ kg on d[{0.1mg/ kg on d

osteosarcoma

hepatocellular

carcinoma
Tsucétiald § 23 1-13 Neuroblastoma HEC NR chemotherapy Granisetron (IV): 4 0 & g | Granisetron (IV): 20 ¢ g/
19909 Hepatoblastoma experienced immediately before the start ¢ immediately before the start o

Osteosarcoma chemotherapy. chemotherapy.

Retinoblastoma
Ewings Sarcoma.
Malignant teratoma
Rhabdomyosarcoma
Synovial sarcoma
Hepatic sarcoma
Lung cancer

Clear cell sarcoma

Angiosarcoma

Shown to be more effective
than alternative intervention
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ferences for ongoing studies

ri. (2019). A Clinical Trial to compare the effecnesceifviwg G&hegset hA
ncdart.ps://trialsearch.who.int/Trial 2. aspx?Triall D=CTRI/2019/05/0109C¢C
ri. (2020) . Evaluation of effectiveness of Fosapr epiatgendt 1i n oP REV EN
alrtst.ps://trialsearch.who.int/Trial2.aspx?Triall D=CTRI / 2020/ 06/ 0258
ri . (2022). prewentieng nahsmat meadayy mi ting in children without usi |
e Xx ame thhtatsposn:e/)/.t ri al search. who.int/ Trial2.aspx?Triall D=CTRI/ 2022/ 05/
eotor3 1Ml . (2021). Optimal Duration of (fos)aprepitant prophylaxis
ildrems: //trial search. who. i t0/3TREL&]l 2. aspx?Triall D=EUCTR2021

ct20090613002027N. (2018) . Ol anzapine as a medication to reduce n
ildrems: //trialsearch.who.int/ Trial2.aspx?TriallD=1RCT200906130020

ct20150119020715N. (2018). The Effect of an Or al Medicine on Nause
ncdart.ps://trialsearch.who.int/ Tri.al 2. aspx?TriallD=1RCT2015011902071

ct20200204046377N. (2020) . Evaluation of the efficacy of Aprepitat
ntbet ps://trialsearch.who.int/Tri.al 2. aspx?Triall D=1RCT2020020404637
t . (2022). Ef ficacy and Saf ety -ionfd uFcoesda pMoenrp itti anrgt iinn Crhrid vder retni nfg e@h en
emot her aphrtuttp £: /DIraulgisni cal tri.als. gov/show/ NCT052306514

t. (2022). Low Dose Olanzapine to the Prophylaxis of Nausea and Vo
ol eshctetnptss:./ / cl inicaltri.als.gov/show/ NCT05346731
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2. 3tudy characteristics of <clinical trials 1n
Author and Year N Age Reported cancer | Emetogenicity Length of Prior Intervention (route of Intervention (route of
Participants range diagnoses of Chemotherapy | chemotherapy | administration, dose and administration, dose and
(years) chemotherapy Block exposure schedule Arm 1) schedule) Arm 2 and 3 (if
applicable)
Clinical trials informing the network of treatments in children
Aapro et al 2006 | 667 NR Ovarian, Lung, HEC Single day Naive and Palonosetron (IV): 0.75mg | Arm 2: Palonosetron (IV):
range |Hodgki nds experienced day 1, dexamethasone (IV) | 0.25mg day 1, dexamethasone
Breast 20 mg day 1 (IV) 20 mg day 1. Arm 3:
Ondansetron (IV) 32mg day 1,
dexamethasone (V) 20 mg da
1
Aapro et al. 1993 | 284 NR NR Cisplatin Multi-day Naive Granisetron (1V): 40 Metoclopramide (IV) 3mg/kg
range based ug/kg/dose each day of day 1, followed by 4mg/kg day
chemotherapy treatment 1 & 2mg/kg days &,
dexamethasone (1V)12mg eacli
day of chemotherapy treatment
Chevallier et al 281 17-82 | NR Cisplatin Single day Naive Granisetron (1V): 40 Metoclopramide (IV) 3mg/kg
1994 based ug/kg/dose day 1 day 1, dexamethasone
(IV)12mg day 1
Dong etal 2010 | 89 NR Non- smaltcell lung | NR NR Naive and Palonosetron (1V): 0.25mg Ondansetron (1V) 8 mg day-2
cancer experienced day 1
(Adenocarcinoma,
Squamous
carcinoma)
Du et al. 1997 189 NR Ovarian cancer HEC and MEC| Single day Naive and Ondansetron (IV) 8mg day 1 Metoclopramide (IV) 20mg day
range experienced (oral) 8mg x 2 days-3, 1, followed by (oral) 20mg x3
Dexamethasone (IV) 20mg | days 23, Dexamethasone (1V)
day 1 20mg day 1
Fox-Geiman et al.| 96 NR Patients about to HEC Multi-day Naive and Ondansetron (IV) 32 mg day| Arm 2: Ondansetron (oral) 8
2001 range | receive Stem Cell experienced 1, dexamethasone (IV) 10m¢ mg day 1 until 1 day after
Transplantation chemotherapy, dexamethasong
(IV) 10mg. Arm 3: Granisetron
1mg x 2 per day whilst on
chemotherapy, dexamethasong
(IV) 10mg.

305

adu



Chui et al. 1994 | 56 NR Lymphoma, MEC Single and Naive Ondansetron (IV) 8mg day 1] Metoclopramide (IV) 10mg day
range | Leukaemia multi-day (oral) 8mg x 3 until day 5 1 followed by (oral) 10mg x3
until day 5
Gebbia et al. 1994 182 2576 | Head and neck, HEC Single day Naive Ondansetron (V) 16 mg day Granisetron (IV):
(study 1) Lung, Urinary 1 and additional doses of 8n] 3 mg on day 1 and additional
bladder, Ovary, x 2 if on fractionated doses if on fractionated
Stomach, chemotherapy chemotherapy
Endometrium,
Vulva, Breast,
Testis, Sarcoma
Gebbia et al. 1994 164 24-78 | Breast, Lung, MEC NR Naive Ondansetron (IV) 24 mg day| Granisetron (IV):
(study 2) Stomach, Non 1 and additional doses of 8n] 3 mg on day 1 and additional
Hodgkin lymphoma, x 2 if on fractionated doses if on fractionated
Ovary Melanoma chemotherapy chemotherapy
Ghosh & Dey 1213 NR NR HEC and MEC| NR Naive and Palonosetron (IV): 0.75mg | Arm 2: granisetron (IV) 3 mg
2010 range experienced day 1, dexamethasone (IV) | day t2, dexamethasone (IV) 1
16 mg day 1, 4mg day-2 mg day 1, 4mg day-3. Arm 3:
Ondansetron (IV) 8 mg day-2,
dexamethasone (V) 16 mg da
1, 4mg day 23
Gralla et al. 1998 | 1054 19-88 | Respiratory, HEC NR Naive Ondansetron (1V) 2ml/ml Granisetron (oral):
intrathoracic, (20ml multidose vials) day 1| 1 mg x 2 day 1
genitourinary, head
and neck
Gralla et al. 2003 | 570 NR breast, lung, bladder| MEC Single day Naive and Palonosetron (1V): 0.75mg | Arm 2: Palonosetron (IV):
range | colon, experienced day 1 0.25mg day 1. Arm 3:
rectal, smaikcell Ondansetron (IV) 32mg on day
lung, gastric 1,
Grunberg et al. 2322 1986 | Lung, GI, Cisplatin NR Naive Fosaprepitant (IV) 150mg Aprepitant (oral): 125mg on
2011 Reproductive or based day 1, ondansetron (IV): day 1, 80mg on day 2 until 3
genitourinary, Renal 32mg day 1, dexamethasong days after chemotherapy,
and urinary tract, (oral) 12mg day 1, 8mg dayg ondansetron (IV): 32mg on day
Breast 2-4. 1, dexamethasone (oral) 12mg
day 1, 8mg days-2.
Hainsworth et al. | 307 NR Head and neck, Cisplatin Single day Naive Ondansetron (IV) 0.15 mg/kqg Metoclopramide 2.0 mg/kg
1991 range | Lung, based before chemotherapy, then g before chemotherapy, then an
Gastrointestinal, additional 3 doses during da] additional 5 doses during day 1
Genitourinary, 1
Gynaecologic
Herrington etal. | 65 2091 | Breast, Lymphoma, | MEC NR Naive Ondansetron (oral) 16mg + | granisetron (oral) 1mg +
2000 Multiple myeloma dexamethasone (oral) 12mg| dexamethasone (oral) 12 mg
Hesketh et al. 530 1884 | Respiratory, HEC NR Naive Aprepitant (oral): 125mg on| Ondansetron (IV then oral):

2003

Urogenital

day 1, 80mg on day-3,

32mg day 1, 8mg days2
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Ondansetron (IV): 32mg on
day 1, Dexamethasone (oral
12mg on day 1, 8mg days 2
4

Dexamethasone (oral) 12mg d
1, 8mg days 2.

Huang et al 2013 | 240 31-73 | Nonsmall cell lung, | HEC and MEC| Single day Naive and Palonosetron (1V): 0.25mg | Granisetron (1V):
Colorectal, Gastric, experienced day 1 3 mgday 1
Breast, Oesophagea
Head and neck,
Ovarian
Kassa etal. 1990 82 1980 | Breast, non NR NR Naive Ondansetron (IV) 8mg day 1| Metoclopramide (IVV) 60mg day
Hodgkinsbd (oral) 8mg x 3 until day 5 1, followed by (oral) 20mg x3
lymphoma until day 5
Kim et al. 2017 494 2385 | Gastrointestinal, MEC Single day NR Aprepitant (oral): 125mg on| Ondansetron (oral): 16mg day
Lung, Gynaecologic day 1, 80mg on day-2 + Dexamethasone (oral) 12mg d
Ondansetron (oral): 16mg or 1.
day 1, Dexamethasone (oral
12mg on day 1.
Koralewiski etal. | 76 24-79 | Breast, stomach, MEC NR Naive Ondansetron (oral) 8mg day| Metoclopramide (IV) 40mg day
2001 Lymphoma, Lung 1 and 4mg day 1, 8 hours 1 followed by (oral) 40mg at
after chemotherapy, hours 4 and 8 after
dexamethasone 8mg (IV) da] chemotherapy, dexamethasong
1. 8mg (IV) day 1.
Levitt etal. 1993 | 165 NR Breast NR Single and Naive Ondansetron (IV) 8mg day 1| Metoclopramide (IV) 10mg day
range multi-day & (oral) 8mg every 8 hours | 1, followed by 10mg every 8
for 7 days. hours for 7 days,
dexamethasone (IV)10mg day
1.
Martoni et al. 124 32-77 | NSCLC, Bladder, Cisplatin Single day Naive Ondansetron (IV) 3x 8mg Granisetron (IV) 3 mg day 1
1996 (cycle one Ovary based day 1, (oral) 8mg x 2 day 2.
data)
Mattiuzzi et al. 96 2372 | Acute myelogenous | HEC Single and Naive and Palonosetron (IV): 0.25mg | Arm 2: Palonosetron (IV):
2010 leukaemia multi-day experienced day 15 0.25mg days 1,3 & 5, Arm 3:
Ondansetron (V) 8 mg then 24
mg day 1 until 12 hours after
chemotherapy
Morteza et al. 160 NR Brain, breast, CRC, | MEC NR Naive Aprepitant (oral): 125mg on | Ondansetron (1V): 8mg day 1,
2021 range | oesophagus, gastric, day 1, 80mg on day-2 + Dexamethasone (1V) 12mg day
head and neck, Ondansetron (1V): 8mg day | 1.
mediastinum, pelvic. 1, Dexamethasone (V) 12m
day 1.
Navari et al. 1995( 994 23-86 | Lung cancer Cisplatin Single day Naive Ondansetron 3 x 0.15mg/kg | Arm 2: Granisetron (IV): 10
based dose on day 1 pa/kg, Arm 3: Granisetron (1V);

40 pg/kg,
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Noble et al. 1994 | 309 2983 | Head and neck, NR Multi-day Naive Ondansetron (oral) 3x 8mg | Granisetron (oral) 3 mg/day fo
(first cycle data) Lung, per day, for each day of each day of chemotherapy
Ovary/cervix, chemotherapy
Testis
Park et al. 1997 | 97 1870 | Head and neck, MEC NR Naive Ondansetron (IV) 3x 8mg Granisetron (IV) 3 mg day 1
stomach oesophagu day 1, (oral) 8mg every 12
colorectal, breast, hrs for each day of
gynaecological, soft chemotherapy
tissue sarcoma,
pancreas.
Patel et al. 2020 | 136 NR Glioma NR Multi-day Naive and Aprepitant (oral): 125mg on [ Ondansetron (oral): 8mg days
experienced day 1, 80mg on day-3, 5
Ondansetron (oral): 8mg3
Poli-Bigelli et al. | 568 1882 | Respiratory, HEC NR Naive Aprepitant (oral): 125mg on [ Ondansetron (1V): 32mg day 1
2003 Urogenital, day 1, 80mg on day-3, Dexamethasone (oral) 20mg d
Eyes/ears/nose/throg Ondansetron (IV): 32mg on | 1, 8mg days 3.
day 1, Dexamethasone (oral
12mg on day 1, 8mg on dayy
2-3.
Rapoport et al. NR Breast, Colon, Lung,| MEC NR Naive Aprepitant (oral): 125mg on [ Ondansetron (oral): 8mg day 1
2010 848 range | Ovarian day 1, 80mg on day-2, 3, Dexamethasone (oral) 20mg
Ondansetron (oral): 8mg day day 1.
1-3, Dexamethasone 12mg
day 1.
Ruff et al. 1994 469 NR Gynaecological, HEC and MEC| NR Naive Ondansetron (IV) 8 mg day ] Arm 2: Ondansetron (IV) 32 m
range | Lung, Head and day 1, Arm 3: Granisetron (1V)
neck, Genite 3mg day 1
urinary,
Gastrointestinal,
Bone/soft tissue
Schmoll et al. 489 20-82 | Respiratory, Cisplatin Single and Naive Aprepitant (oral): 125mg on| Ondansetron (IV): 32mg day 1
2006 Urogenital, based multi-day day 1, 80mg on day-3, Dexamethasone (oral) 20mg d
Gastrointestinal, Ondansetron (1V): 32mg on | 1, 8mg days .
Eyes/ears/nose/throg day 1, Dexamethasone (oral
12mg on day 1, 8mg on day
2-4.
Soukop et al. 187 2382 | Breast NR NR Naive Ondansetron (IV) 8mg day 1] Metoclopramide (IV) 60mg day
1992 (oral) 8mg x 3 until day 5, 1, followed by (oral) 20mg x3
Dexamethasone (IV) 16mg | until day 5, Dexamethasone
day 1 (IV) 16mg day 1
Spector et al. 371 3286 | Lung, HEC Single day Naive Ondansetron (oral) 24 mg Granisetron (V) 10 ug/kg day

1998

Gynaecological,

Genitourinary,

day 1
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Gastrointestinal,

Head/neck
Stiff et al 2013 181 1979 | Non-Hodgkin HEC Single and Naive and Aprepitant (oral): 125mg on [ Ondansetron (oral): 8mg x3 da
lymphoma, AML, multi-day experienced day 1, 80mg on day 2 until 3| 1-1 day after chemotherapy,
Multiple myeloma, days after chemotherapy, Dexamethasone (1V) 10mg day
ALL, Hodg Ondansetron (oral): 8mg x3 | 1-1 day after chemotherapy
lymphoma day *1 day after
CML chemotherapy,
Dexamethasone (1V) 7.5mg
day *1 day after
chemotherapy
Warr etal. 2005 | 866 NR Breast MEC NR Naive Aprepitant (oral): 125mg on | Ondansetron (oral): 8mg x2 da
range day 1, 80mg on day-2, 1, Dexamethasone (oral) 20mdg
Ondansetron (oral): 8mg x2 | day 1.
day 1, Dexamethasone (oral
12mg day 1.
Weinstein et al. 1150 NR Lung, Breast, MEC Single and Naive Fosaprepitant (1V) 150mg Ondansetron (oral): 8mg x2 da|
2016 range | Colorectal, multi-day day 1, ondansetron (oral): 1, dexamethasone (oral) 20mg
Gynaecologic, 8mg x2 day 1, day 1.
Gastrointestinal, dexamethasone (oral) 12mg
Head and neck day 1.
Yeo et al 2009 127 26-68 | Breast MEC NR Naive Aprepitant (oral): 125mg on [ Ondansetron (oral): 8mg x2 da
day 1, 80mg on day-2, 1, Dexamethasone (oral) 20mg
Ondansetron (oral): 8mg x2 | day 1.
day 1, Dexamethasone (oral
12mg day 1.
Yu et al 2009 208 NR Non-small lung, HEC NR Naive and Palonosetron: (IV): 0.25mg | Granisetron (IV): 3 mg day 1
range | Gastric, Breast, experienced day 1
Oesophageal,
Hepatocellular
carcinoma, Head an
neck
Clinical trial informing predictions of treatment effect in children
Ithimakin (2020) | 141 24-79 | Breast, Head and HEC NR Naive Olanzapine (oral) 5mg days | Arm 2: Olanzapine (oral) 5mg

neck, Lung

1-4, aprepitant (oral): 125mg
on day 1, 80mg on day2,
Ondansetron (oral): 8mg day|
1, Dexamethasone (IV) 12m
day 1, 8mg (oral) days-2.

days 14, aprepitant (oral):
125mg on day 1, 80mg on day
2-3, Ondansetron (oral): 8mg
day 1, Dexamethasone (IV)
12mg day 1, 8mg (oral) days 2
4. Arm 3: Aprepitant (oral):
125mg on day 1, 80mg on day
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2-3, Ondansetron (oral): 8mg g
day 1, Dexamethasone (IV)
12mg on day 1, 8mg (oral) on
days 24.

Yeo (2020)

120

32-71

Breast

HEC

NR

Naive

Olanzapine (oral) 10mg day{
1-4, aprepitant (oral): 125mg
on day 1, 80mg on day2,
Ondansetron (oral): 8mg x 2
day 1, Dexamethasone (1V)
12mg day 1, 8mg (oral) dayg
2-3.

Aprepitant (oral): 125mg on dal
1, 80mg on day -3,
Ondansetron (oral): 8mg x 2 dg
1, Dexamethasone (IV) 12mg
day 1, 8mg (oral) days-2.

Tienchaiananda
(2019)

39

27-67

Breast

HEC

NR

Naive

Olanzapine (oral) 10mg days
1-4, Ondansetron (IV): 8mg
day 1, Dexamethasone (V)
20mg day 1, 10mg (oral)
days 24.

Ondansetron (1V): 8mg day 1,
Dexamethasone (1V) 20mg day
1, 10mg (oral) days-2.

Vimolchalao
(2020) (first cycle
data)

32

26-73

Breast, Head and
neck, Lung

HEC

NR

Naive

Olanzapine (oral) 10mg day
1-4, Ondansetron (IV): 8mg
day 1, Dexamethasone (V)
20mg day 1, 10mg (oral)

days 24.

Ondansetron (1V): 8mg day 1,
Dexamethasone (1V) 20mg day
1, 10mg (oral) days-2.
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2. Bi sseminati on

f’_’%?k Which outcomes matter most for children who experience nausea and vomiting as a result of chemotherapy treatment?
Insight from involving patients and their families.

Ruth Walker, Centre for Reviews and Dissemination, University of York

Background Aims .. . .
Anticipated impact of the involvement
To identify which outcomes matter most to

Despite the availability of effective anti-sickness medicines, patients and therefore prioritise which outcomes A wider range of outcomes matter to patients compared to those reported in clinical trial

an estimated 70% of children undergoing treatment for to request when seeking raw data from clinical publications. We will seek the outcomes identified, as raw data from clinical trials. This

cancer will experience chemotherapy-induced nausea and trials will hopefully make the research more relevant to those to whom it matters.

vomiting (CINV). Methods of involvement

We designed a research project that will gather all clinical The opportunity for invalvement was advertised
trials comparing anti-sickness medicines, to understand on the Facebook pages of charities, candlelighters
which works best to prevent CINV in children. We noted . \
and the children's cancer and leukaemia group
that clinical trials, more commonly report the objective (CCLG). What outcomes do patients think are important?
outcome of vomiting, compared to nausea that is potentially

more distressing for patients to experience Three parents of children with experience of CINV and one
i A one-hour online meeting was held in the

person who had experienced CINV during childhood,
evening with patients and families who have

attended the meeting.

Involving patients and their experience of CINV.

families

) ) The following outcomes were identified as being important:
The meeting involved a presentation on the

Requesting raw data from clinical trials project aims and research methods in plain anxiety

appetite
English, and a discussion around which symptoms . dietary change
diziness  nasogastric tube
drowsiness '
difficult and therefore most important to prevent. quality of sleep nausea  sleep pattern

. S water retention
Feedback forms were circulated afterward to increased motion sickness
outcomes matters most to patients and evaluate the involvement. scheduling of medicine
their families.

may allow for a wider examination of
additional outcomes compared to those and associated impacts of CINV were most
reported in clinical trial publications, but

firstly, it is important to understand which

NIHR | e hevearch
Figg2f porsdgpearting the methods and results of involving familéeresand Loeuutkcaoemei ap rG

(CCLG) conference in 2023.
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3.BUGS code for NMA model s
The code reported in this skkicad oat( Itmls s b2e0:In8

al ., 2018)
The foll owing parameters were monitored across model s
d: treatment ef fect
dev: deviance
resdev: residual deviance
totresdev: tot al residual deviance
sd (for random effects mesdeuldsy) :hesttearnodgaernde ide/V)i ati on (betweer
RR: relative risk (relative treatment effect)
I nRR: |l og relative risk
rk: rank
best: probability that treat k is best
DI C: deviance information criterion

3. 1Filxed effects model

# Binomial -Rekatiweo® skog
# Fixed effects model

model { # *** PROGRAM START
for (i in 1:ns){ # LOOP THROUGH STUD
mul[ FlJog(p[i,1])

p[i,12] ~ dunif (0, 1) # vague priors for all trial base
for (k in 1:naf[i])/{ # LOOP THROUGH ARMS
r{i,k] ~ dbin(pl[i,k]l,n[i, k]) # binomi al l'ikeli hood
rhat Fp[ik]Jk]< * n[i, k] # expected value of the numer at
# Deviance contribution

dev [ 2 k¥ (<r[i, Klog*( r(hlactd (ir, [ki],)K] )

}+ (n[i,k]) -*[i-llolgXnhiatk]} ., k])))

# model for linear predictor

for (k in 2:nal[i]){

l'og ( plEmulki]]) +< mi-Indg(ed [tia[1] k) ,

del ta[diftKWH[&k][1,12]] # fixed effect mo d el

}

# summed residual deviance contribution for this trial
resdespm[dev[i,l:nal[i]l])

}

totresdenNresdev][]) # Tot al Resi dual Deviance

#

d[ 120 < # treat ment effect is zero for reference treat me
# vague priors for treatment effects

for (k in 2:nt){ d[ k] ~ dnorm(O,.0001) }

# pairwise RRs -wiocre alolmppaas siolmlse pair

for (cl)i)n{ 1:(nt

for (k in (c+1):nt){
I nRR[ <d,[kkfl][ &]
RR[ crekxp (<diff kc]] )

}

}

# ranking on relative scale

for (k in 1:nt) {
rk[4]t 4<ank (d[ ], k) # assumes events are good"™

# rkrfaknlk (d[ ], k) # assumes events are "bad"
best-equafs(rk[k], 1) # calculate probability that treat k i
# calcul ates problabbkesty that treat Kk is h

for (h in 1l:emgudl s (prrkolbk[]h,,hk)] <}

}
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} # *** PROGRAM ENDS

3. Raadom effects model

# Binomial -Rekatiweo® skog

# Random effecasmmbdedl $ or mul ti

model { # *** PROGRAM STARTS
for (i in 1:ns){ # LOOP THROUGH STUDI E
wli Q@] < # adj usrtrmemnni dloy mal téro for control arm

del t a-[0i , 1] < # treatment effect is zero for control
mul kJog(pl[i,1])

pli 1] ~ #duwadgueée,pypiors for all trial baselines

for (k in 1:naf[i]l) { # LOOP THROUGH ARMS
r[i,k] ~ dbin(p[i,k],n[i,k]) # binomial l'i keli hood

rhat Fp[ik]Jk]l< * n[i, k] # expected value of the numerators
# Deviance contribution

dev [ 2 k¥ (<r[i, Klog*( r(hlactd (ir, [ki],)K] )

}+ (n[i,k]) -[i-llolgXnhiaft k], k])))

# summed residual deviance contribution for this trial
resdespml{dev[i,l:nal[il]ll])

for (k in 2:naf[i]l) { # LOOP THROUGH ARMS
log(pkmylkil]) « mihodeblalil]k),

# tspdgedi fic LRR distributions

del tali, k] ~ dnorm(md[i, k], taud[i, k])

# mean of LRR di satrrm bturtiialn sc o(rwietcht i mwl)t i

md[i;&[Jt[<d[ &]1, 1]] + swl[i, k]

# precision of LRRadmstributicomnse¢wi oh) mul ti

taud[-i abk]AXY kK

# adjust mamtm fRCTsmul t i

wWli , kdelktd[ti[k]k]] + d[t[i,21]])

# cumul ative adjmstmeatsfor multi

sw[i-sklm(wfLi )J2) Kk

}

}

totresdenNresdev|[]) # Total Residual Deviance

d[ I-D < # treatment effect is zero for reference treat me
# vague priors for treatment effects

for (k ind2aomtm({} .0pKNL) ~

sd ~ dunif (0, 2) tri#talvagbDe prior for between

t aup <w (-25)d , #t beawepneci siraml = v(alr/i baentcved e n

# pairwise RRs and -WwiRRs domparlils @mos si bl e pair

for (cl)i)n {1:(nt

—h

or (k in (c+1):nt) {
| nRR[ ed [kKd [ <]
RR[ c -&) p (<dd[[ke]] )

}

}

# ranking on relative scale

for (k in 1:nt) {
rk[4]t+<bnk(d#] alslsumes events are "good"

# rk-rlapk€d[], ¥) assumes events are "bad"
best-lelquat s ( r#k [cka]l ,cu) ate probability that treat k is best
# calcul ates problabbkesty that treat k is h

for (h in 21:emqgudl s (prrko[bk[]lh,,hk)] <}

}

} # *** PROGRAM ENDS
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3. 1Ra&Bndom effects model with an 4 nfor|
study heterogeneity parameter

The informative prior di stribpo0ilRrhodas kéenm
2016)

# Binomial {Riedaltiiveo ®j skog
# Random effecasmmobdebl $or mul ti

model { # *** PROGRAM STARTS
for (i in 1:ns){ # LOOP THROUGH STUDI E
wli @] < # adj usrttrmemnni dloy imal tréro for control arm

del t a-[0i , 1] < # treat ment effect is zero for control
mulklJog(pl[i,1])

p[i, 1] ~ #d#uwadue,pyiors for all trial baselines

# esti matxied 'of y-ptiwcdy 'vaiitdnaone

v[i-1l/ g[i, 21 /+n [/, mA]ii ,, O]
ws [-il]/<v [ i ]
ws q fwis][d ] * ws [ i ]

for (k in 1:nal[i]) { # LOOP THROUGH ARMS
r{i,k] ~ dbin(p[i,k],n[i,k]) # binomial likelihood

rhat fp[Lik]Jk]l< * n[i, k] # expected value of the numerators
# Deviance contribution

dev [ 2 k¥ (<r[i, Klog*( r(hlactd (ir, [ki],)K] )

(.n[i,k]) -rli-llojgXnhiatk], B k])))

ual deviance contribution for this trial
1

resid
esdespuiml dev]i nal[i]])
or (k in 2:nafl[i]) { # LOOP THROUGH ARMS
log(pEmylkil]) « mishodeblafi]k),
# tssdedi fic LRR distributions
i

deltal[i, k] ~ dnorm(md[i, k], taud[i, k])
# mean of LRR di satrrm bturtiialn sc o(rwietcht i nownl)t i

md[is&k[Qt[<d][&]1,212]] + sw[i, k]

# precision of LRRadmstribuUuticomnse¢wioh) multi

taud[-1t ak]H1XY Kk

# adjust mamntm fRCTsmul ti

w[li , kdelktd[i[k]Jk]] + d[t[i,21]1]1)

# cumul ative adfjomstmenatsfor multi

sw[ i-skm(ww{li )1)( k

}

totresdenNresdev|[]) # Tot al Residual Deviance
d[ 1-p < # treat ment effect is zero for reference treat m
# vague priors for treatment ef fects

for (k ind2omtm({} .0DpKNL) ~

#sd ~ dunif (0, 2) tri#AlvaSgpue prior for between

#1 a-p ow (-)d , #t beawepneci giraml = v(alr/i baentcveg e n

W<ssum(ws([])

Ws gsum(wsqgl[])

ssqW* ¢lns / (WegW)i#x ed 't y-ptiwcdy "'vaiitanane

prior-lp/revcar< var

l ogit.isq ~ dt(location_mu, prior.prec, df) # empiric.
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sd. $6gsq*4 sq)/-#L ygigc aslt'udwi tvhairn ance

i sexp(logit.isg)/ (l+exp(logit.isq))
taul/<sd. sq

sd-sgqrt(sd.sq)

# pairwise RRs and -WwiRRs domparlils @ms si bl e pair
for (cl)i)n {1:(nt

for (k in (c+1):nt) {

| N RR[ ed [kKd [ < ]

RR[ c -&) p (<dd[[ke]] )

}

}

# ranking on relative scale

for (k in 1:nt) {

rk[4]t+<bank (d#] aelsumes events are "good"

# rk-rlapk€d[], ¥) assumes events are "bad"
best-lelquat s ( r#k [cka]l ,c) at e probability that treat k is best

# calcul ates problabbkesty that treat k is h

for (h in 21:emqgudl s (prrko[bk[]lh,,hk)] <}

}

} # *** PROGRAM ENDS
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3.Retermining the structure of the

To determine the structure of the network for cor

produced, starting with variations in antiemetic
administration, andofndkeusimen hars oexeclwigihin the r
networks. This was doaporftiedtdyt d ome t h®c onosite twe | 1

As this resulted in a highilgd&llda scohnewelede neit svioir
appropriateness of grouping different antiemetioc
grouping antiemetic regimens were informed by cli
angdecondary analyses ( saysatleymsaetsi)c, rwehve reew sa vaanidl anbelt ez
network to a certain extent, in order to produce

into consideration.

This was considered for all/l outcomes simultaneou
outcomes were |l ess well reported than the out come
that reported a remaipointg oamgloentee ad rs op aretpioalt erd
phase6. As such, their networks would be no bette

wel | connected) than the network for 6the outcome
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APR* p.o. MD 125mg D §0mg D2-3 + OND IV then p.o. )

OND IV then p.o. MD 0.15meke thy

Fi g3INeet wor

anti emet
number

c
of

r

GRAN p.o. SD Img OND p.o. MD 4mg
— & -

METO IV MD 0.27mg’kg +DEX p.o. MD 0. 1mg'kg

OND IV then p.o_ MD 03-02Imgks

APR* p.o. MD 125mg D1 80mg D2-3 + GRAN TV 5D 3mg’ke + DEX p.o. MD 0 Imgks

APR* p.o. SD 125mg D1 + GRAYIV SD 3meke + DEX p.o. MD 0.1mghkg

5D Dose NR.

APRZ p.o. MD 125mg D141 223+ OND p.o. SD Dose NE.

GRAN [ |

0.05 mgkg

2ugke OND IV then p.o. MD 0.13gglkg + DEX IV MD 0.14mgkg

EX IV MD 0.14mgks

OND [A8D 0.3mgkg

PR* p.o. MD 125mg BL§0me D2-3 + OND IV MD 0.15mg'kg
L

OND TV|SD 0 6mg’ke

OND IV the p.o. MD.0. 14mg/kg then 4mg-8mg

mgkg + DEX TV then p.o. MD 0.15mglks

2 Tme/ks X
0.15me’kg then 0. 3mgkg + DEX IV then p.o. MD 0.15me’ke 2 Fmgg then 4mg-Smg

FOSA IV SD 3mg'ke Dl + OND TV the p.o. MD 0. Limg/ks then 0 3mg'kg + DEX IV then p.o. MD 0.075mgike

APR® p.o. MD 125mg D1 $0mg D2-3 + OND Route NR MD 0.15mg’ke

EX IV MD 16mg DI 8mg D24
OND Route W

APR= p.o. MD 125mg D1 80mg D2-3 FOND IV MD 0.13mg’kg + DEX IV MD 8mg D1 4mg D24

OND IV MD 0.15mgkg

k diagram for the outcome comploetees crheesdpuolnisneg ,i nantdnh er «
egi meinst enciéemdlewthiesgsepaentwi th oMhwi tshaet odex amenl
participants assigned to the interventi ont.r iTdles tthh al
respect i v eAbchormepvaira tsioa®rhsa pdteefri smmre!ld Renf er ence source not
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Grouping

based on

dosage of ondansetron.
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antiemet.
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experienc
both acut
within tr
regi mens
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egi mens
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fferent
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containing different doses of

uted to much of the disconnect

eoxnpdeacntseed rtocn pweo @u e di fferent

doses of (Bndakse,t rathpg &rithdd mn2h

no difference in the efficac

\

areEdnpd egliayad d cpphmgpsaeas .son of the proportic

at ment ar

ms containing different doses

so differed in thebrischedobtnpgpoasdbi

nference

aboon dbeseeebhecompfedbrdanaspo

g this information and given that the
emetic regimens, a decision was made
n within tahneg enedfwod ks easn di dreermptbBirfgi8a)da ei nr
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FOSA IV SD 3mgkg D1 ~ OND IV thego. )

APR* p.o. MD 125mg D1 80mg D2.3 + GND IV MD + DEX [V MD 8me D1 4me D2-4

EX IV MD 0.14mg ke

/ MD 0.14mg'kg

OND IV then p.o. MD IV then p.o. MD 0.15mg’kg

0.075mekg
APR*p.o. MD 125mg D1 §0mg D23+

APR* p.o. MD 125mg D1 80mg D23 +

OND IV MD + DEX IV MD 16mg D1 8$mg D24

OND p.o. MD

PALO TV MD Sugka< DEX IV MD 0.14mg’ke

OND IV then p o. M DEX IV MD 0. 14mg/ke

1V then p.o, MD + DEX 1 p P A3 B P g R AT SD 3meke + DEX p.o. MD O.Imglr

AN IV SD 3mgks + DEX p.o. MD 0.Img’kg

APR* p.o. MD 125mg D1

AFR® p.o. MD 125

D2-3+OND IVMD

o 8D

WV sD

0mg D2-3 + OND p.o. SD

egi
rt

me
on

po.SD Ime
GRAN 0.05 mgkg
(®) OND p.o. p.o.MD 2-4mg
OND Route NR MD
kg +DEX p.o. MD 0.1mgkg
OND IV then p, p.o. MD 2-4mg
AFPR* p.o. MD 125mg D1 8 D2-3 + OND Route NR MD
Fi g3%2Neet wor k di agr amofnmprl etthee reewstpoommee i n the acute phase with antiemetic r
ot her anti emeatnrdosit es e dudlmi mg st r at iionnt earrvee rMithiemtsv z e edf asheepadasei s propo
assigned to the intervention. The thickness of therkspesti s eplcopepwird tsinan £ d of it

Chap3ttemr or !

Reference

sour ce

not

found.
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Grouping based on dosage of dexamethasone.

As the network structure remained highly disconne
antiemetic regimens with different doses of dexal
effect of dexanment mosoen e hdkoasvel |hya sd etbeat edd wi t hin t|
considered more formally addressed in the |iterat
the preventi on o¢ifn dauccuetde vcohne ma tnige(sPaaptyp & e d,t aiant d Igu d@e
el even studies reporting dexamet haarsd nceo Mdplsetse rrang
ranged fr0dn HbWever, no formal quantitative synt|
dose was possible due to hientteerrovgeenrtdaiotnys i(npp@puk

palonoséehecsmr) f akd ors may produce differences in c
on the impact of dexamethasone dose.

A more focused secondary analysis pooled individ
comparing regimens of Aprepitant/fosaprepitant, o

pl us dexamet has ornse,a stsoo caisasteesdsi wiidhtelr & chhcet mont he ma@p ¢ on
pati(eDutpsui s et Calmp)] e2@20psponse rates were summar
as O0lowbé <12 mg/ m2/day or 0.4 mg/ kg/ day, 6éhigho
comparable between cat-24.000Buepyi st aentg iTahlg.s,f s2a0pg®)S t G
response between different doses of dexamet hason:t
of -icnaa erventi ons between categories or a formal r

woul dedednéeo draw any firmer conclusion.

Due to this wuncertainty, grouping of antiemetic

dexamet hasone dosi ng p(rDouwpousiesd € tnwaDw. pauad 268 2@ rad d WIC

However, differential reporting of ,dexsaanedrh amg nma
categorisation difficult. Conversion to a range
weight or surface area. However, f orRatdrhiaaklrsi svmerr
2019Tan et am(dBakhehB)et tahe ,r@d@dui5S)ed baseline dat
clini ¢ &adhnrmikali shnan et al ., 2019)

Taking this into consideration, a tentative deci
dosing of dexamethasone. The wuncertainty surrour
response rates will prbet iocmgndihde rreeds uhtesn, ifnotrere x a
heterogeneity in the estimates of complete respo
regimen differed only in the dosing otfwodrekx asnertuhcat:
Fi g8&2 e
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Grouping based on route of administration.

Further
advice
when th
for exa
medi cat
evidenc

effect

grouping of antiemetic regimens was then
to the project was that the route of admir
e patientmednnati bkpepTHobowncoubld theoretice

mpl e, if patients have poor acute phase
ion to be absorbed, this amag. rdcwéver n Pl
e identified within this systematic revi ey

of the route(White méniadmpaar2i@dd Jonr aclhia ndd elr

ondansetron and found no significant difference

admini s
of the
they we

tration. Considering this, along with the

di sconnect in the networ k, the decision we

re administered (Figure 3).

Grouping based on scheduling.

Antiemetics were typically given as a single dos:
as a loading dose) or multiple doses, one given b
at regular intesealefaéheunthk &igsved number of

chemoth

Groupin

erapy administration ceased (see Appendi x

g of anti emetio see gn ddeonssel ttshcaht eeduusl eeds sw ansg |ceo

advice was that taking multiple doses of an anti
on being and feelénmedi c&t i @ars, tmdkr ea go fmoen, may he
being better treated or controlled. Scheduling of
comparing multiple vs s(ibgghlbeald o saeh daag rwepp i2t0anpt g rrieng
multiple dose ohRwuhtseitromgretgianlens. 202 h, aSandbvea
significant differences were found in complete r
information, and since scheduling was not contrif6k
anti eengitmens that differed in the scheduling of

net wbrir ¢ 83 e
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APR® 5D 125mg D1 + GEAN 8D 3mgkg + DEX MD

FOSASD 3mgkg D1 + ND the MD + DEX MD

APR* MD 123mg D1 80mg D2.34 GRAN 5D 3mgke + DEX MD

APR* MD 123mg D1 SDml-B +

APR* MD 123mg Bi0mg D2-3 + OND 5D

APR*MD 125mg DSDmg D2-3+ OND MD

METO MD 0.27mgkg + DEX MD

me compl ete response i

Fi g3%3Net work diagram for the outco
I antiemetics grouped.,Thbkeuts
e

route of administration for al

the nodes is proportionate to th number of particompatne
number of randomised trials Abhtewgstati edst HeEerfrrars!d eRenfi edrbec
ound.
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Grouping based on whether regimens were given

Two distinct datg@&Blei tde ss croenmeaeicnhieed (because the ant
in whether they are gi veFn gidteh Dameviftdromal doeoxmpreer
with or without dexamethasone h(asu plud esn erhathdr. & 0 r2
multivariate generalised | i-melaat end dfed c warss usfe dé 4 ©
6antiemetic medication givendé against the outcom
resul ts of (Ttahb8 1k isnuaglgensotd glhat patients receiving
|l i kely to achieve a complete response compared to
achieving a complete responseswiwtih hagreamgimtea wu@rs o In
than that gi venudéhametelgd sneme ,wialht hough the rel at
categories, as ondansetron alone was used as t h
di fference between ondansetron ansd caomrtepintianrgt dreex
(~27%) compared to those not containing dexamet ha
(Dupuis et al., 2020)

Tab33ld8he proportion achieving complete control in the a

each category relative to ondansetron alone. Results f
performed by 2DDpuwius setetailnlc.l2Wd2i0n2g0 )vari ables of anti emet

durati on.

Proportion achieving complete RR (95% CI) P value
vomiting control in the acute phase
Ondansetron (reference) 44.9%
Ondansetron + dexamethasone 20.9% 0.50 (0.34 t0 0.72) 0.003
Aprepitant or fosaprepitant + Ondansetr 60.1% 1.028 (1.09 to 1.50) 0.0023
Aprepitant or fosaprepitant + Ondansetr 47.3% 1.10 (0.88 to 1.39) 0.3894

+ dexamethasone

For delayed phase outcomes, the difference 1in
for regimens of ondansetron with dexamethason
For regimens aprepitant +tngndampeéeten,respenpe
without dexamethasond Dulpamn swie(f a E@BiRe.x a2O®2Wgd sone
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Tab3d32e The proportion achieving complete control in the
for each category relative to ondansetron alone. Resul't
performed bly. DRDPuBpOusi se tet ianlc.l,ud2iOn2g0 )vari abl es of anti eme
control
Proportion achieving complete RR (95% CI) P value
vomiting control in the delayed phase

Ondansetron (reference) 49.6% - -

Ondansetron + dexamethasone 44.2% 1.24 (0.88 t0 1.76) 0.2255

Aprepitant or fosaprepitant + Ondansetr 75.3% 1.32 (1.09to 1.61) 0.0052

Aprepitant or fosaprepitant + Ondansetr 49.1% 1.02 (0.76 to 1.37) 0.9118

+ dexamethasone

Di scussion with clinical advisors of the project
antiemetic regimens, with or without dexamethaso
popul ations, asytdmesttogercied vd mgmadti lghrlapy ar e usue
dexamethasone, and those receiving moderately en
without dexamethasone. Clinical advi sforcsh ematl hae rn
antiemetics are oftenAoindamsesromdaA oakiamseslhon
dexamet hasone + aprepitant. 1t is theoretically g
that may be acting as an effect modifier, as wel
l nvestigation of the underlying populations withi
only HEC were given antiemetic regimens given wit
MEC were given anveemetibouegdeeamegghasone, the |

popul artaib&3es (
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Tab33e Emetogenicity of chemotherapy and whet her dexamet

clinical trial
Antiemetic regi Emet ogenici| Proporti
Study dexamet hason chemot hera
Bakshi et al. lyes HEC 100
Gore et al. 20(Qyes HEC 100
Radhakrishnan dyes Mostly HEC 70
Chaudhary et allyes Mostly MEC 41
White et al 20(yes HEC and MEC (pl(Proporti
reported) reported)
Tan et al 2018 |yes HEC 100
Siddique et al .no N R N R
Dick et al 199%9no ME C 0
Sharma et al . ino MEC 0
Mal ek et al . 2(no HEC and MEC (p(Proporti
reported) reported)
Kang et al. 201Given at the phyMostly HEC 66% very
(<50% patients 1 emetogeni
dexamet hasone) chemother
HEC % NR
Ruktrirong et 4dno Mostly MEC 19.5
Sandoval et al |no Mostly MEC 38.7
Brock et al 19¢no HEC 100
Kovacs et al 20Given at the phyMostly MEC 31. 1%
(<50% patients 71
dexamet hasone)
Li et al 2021 no MEC 0

Paw S8hpong et(Rdw QHd 9Si nwausestedalt.o tdieehiedt)migeei ci t y,wdferceh e me
t his was ntolsetruedpyo rptudthé® niiocha trieopno.r t e d .

The option of separating clinical trials with pat
would produce very |Iimited network structures for
treatment effidaoy moxledl poipul acomes, where treat

those patients receiving HEC and MEC. The i mpact
effect estimates woul d -lbev dletdegé atewep | @ofr etdh au spg rmayj

Based on these considerations, it stildl may not k
with or without dexamet hasone, as it remains unc

patients withng thkeametshadors gieg&iacting as an ef

made that the final network structure would keecé
dexamethasone separate, and the Bwaoy ensaiam Rdvtgailwleiutl
33. For comparison, and to assess the effect on h
be conducted, grouping clinical trials giving ant
outcomes. Here, tyou nmay absee @ xip dhetteed ogenei ty of r
groups clinical trials giving antiemetics with o
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3.8ummary dat a

Tab34e Number of pattihentosiotetopeer i teme itngt al number of patients in each study,
phase)
Author and Year Interventions Arm | Intervention Arm 2 Complete response in acute phase | Complete response in delayed Complete response in the overall
1 (and 3 if applicable) phase phase
N/ total N/ total
N/ total
Arm 1 Arm 2 (and 3) Arm 1 Arm 2 (and 3) Arm 1 Arm 2 (and 3)
Sharma et al. 2020 Aprepitant + Ondansetron 22/37 12/41 21/37 15/41
Ondansetron 19/37 9/41
Malek et al. 2021 Aprepitant + Ondansetron 12/18 11/17 15/18 15/17
ondansetron NR NR
Bakshi et al. 2015 Aprepitant + Ondansetron + 24/52 5/44 17/52 13/44
Ondansetron + dexamethasone
dexamethasone 11/52 4/44
Kang et al. 2015 Aprepitant + Ondansetron 101/155 78/152 77/155 39/152
Ondansetron 61/155 30/152
Gore et al. 2009 Aprepitant + Ondansetron + 17/32 7/18 10/32 1/18
Ondansetron + dexamethasone
dexamethasone 8/32 1/18
Radhakrishnan et al. Fosaprepitant + Ondansetron + 70/82 49/82 64/82 42/82
2018 Ondansetron + Dexamethasone
Dexamethasone 57/82 34/82
Ruktrirong et al 2021 | Singledose Divided dose 68/96 66/98 NR NR/98
Ondansetron Ondansetron NR NR
Sandoval et al1999 Single dose Divided dose 12/16 9/15 16/16 15/15
Ondansetron Ondansetron NR NR
Chaudhary et a019 Ondansetron + Palonosetron + 84/100 88/100 79/100 88/100
dexamethasone dexamethasone 72/100 81/100
White et al 2000 Ondansetron + Ondansetron + 168/216 172/212 NR NR
dexamethasone dexamethasone NR NR/212
Brock et al 1996 Ondansetron lower| Ondansetron higher | 43/93 38/94 NR NR
dose dose NR NR
Kovacs et al 2016 Ondansetron Arm 2: Palonosetron | 95/162 90/166 (98/165) 46/162 48/166 (64/165)
lower doseArm 3:
Palonosetron higher
dose 39/162 39/166 (54/165)
Li etal 2021 Palonosetron Granisetron 83/100 72/100 NR NR NR NR
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Tan et al 2018 Ondansetron Arm 2: Palonosetron | 121/194 125/185 (129/186) 62/194 72/185 (99/186)

lower doseArm 3:

Palonosetron higher

dose 41/194 66/185 (79/186)
Siddique et al. 2011 Ondansetron Granisetron 21/30 27/30 18/30 12/30 NR NR
Dick et al 1995 Ondansetron Metoclopramide + 11/15 3/12 NR NR

dexamethasone NR NR

Tab3s5&umber of patients experiencing an event out of theut®t adelnayndecrammd

Author and Year Interventions Arm | Intervention Arm 2 Partial response in acute phase Partial response in delayed Partial response in the overall

1 (and 3 if applicable) phase phase

N/ total
N/ total N/ total
Arm 1 Arm 2 (and 3) Arm 1 Arm 2 (and 3) Arm 1 Arm 2 (and 3)

Sharma et al. 2020 Aprepitant + Ondansetron

Ondansetron 9/15 18/29 15/16 24/26 15/16 24/26
Malek et al. 2021 Aprepitant + Ondansetron

ondansetron NR NR NR NR NR NR
Bakshi et al. 2015 Aprepitant + Ondansetron +

Ondansetron + dexamethasone

dexamethasone 7/28 7/39 12/35 7/31 12/35 7/31
Kang et al. 2015 Aprepitant + Ondansetron

Ondansetron 27/54 36/74 26/78 33/121 NR NR
Gore et al. 2009 Aprepitant + Ondansetron +

Ondansetron + dexamethasone

dexamethasone NR NR NR NR NR NR
Radhakrishnan et al. Fosaprepitant + Ondansetron +
2018 Ondansetron + Dexamethasone

Dexamethasone 11/12 26/33 15/18 29/40 15/18 29/40
Ruktrirong et al 2021 | Singledose Divided dose

Ondansetron Ondansetron NR NR NR NR NR NR
Sandoval et al1999 Singledose Divided dose

Ondansetron Ondansetron NR NR NR NR NR NR
Chaudhary et ak019 Ondansetron + Palonosetron +

dexamethasone dexamethasone NR NR NR NR NR NR
White et al 2000 Ondansetron + Ondansetron +

dexamethasone dexamethasone NR NR NR NR NR NR
Brock et al 1996 Ondansetron lower| Ondansetron higher

dose dose NR NR NR NR NR NR
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Kovacs et al 2016 Ondansetron Arm 2: Palonosetron

lower doseArm 3:

Palonosetron higher

dose NR NR NR NR NR NR
Li etal 2021 Palonosetron Granisetron 1117 23/28 NR NR NR NR
Tan et al 2018 Ondansetron Arm 2: Palonosetron

lower doseArm 3:

Palonosetron higher

dose NR NR NR NR NR NR
Siddique et al. 2011 Ondansetron Granisetron 9/9 33 NR NR NR NR
Dick et al 1995 Ondansetron Metoclopramide +

dexamethasone 3/4 2/9 NR NR NR NR

Tab36&Number of patients experiencing an event out of the )t cdreedr dhansotbdeirnbéd kpaf({aen

phase)

Author and Year

Interventions Arm
1

Intervention Arm 2
(and 3 if applicable)

Nausea (any phase)

Decreased food intake/
appetite (any phase)

N/ total
N/ total
Arm 1 Arm 2 (and 3) Arm 1 Arm 2 (and 3)
Sharma et al. 2020 Aprepitant + Ondansetron NR NR NR NR
Ondansetron
Malek et al. 2021 Aprepitant + Ondansetron 3/18 6/17 0/18 3/17
ondansetron
Bakshi et al. 2015 Aprepitant + Ondansetron + NR NR 16/52 20/44
Ondansetron + dexamethasone
dexamethasone
Kang et al. 2015 Aprepitant + Ondansetron 13/155 17/152 NR NR
Ondansetron
Gore et al. 2009 Aprepitant + Ondansetron + 7 132. 4/18 NR NR
Ondansetron + dexamethasone
dexamethasone
Radhakrishnan et al. Fosaprepitant + Ondansetron + NR NR NR NR
2018 Ondansetron + Dexamethasone
Dexamethasone
Ruktrirong et al 2021 | Single dose Divided dose NR NR 5/96 10/98
Ondansetron Ondansetron
Sandoval et al 1999 Single dose Divided dose 1/16 0/16 1/15
Ondansetron Ondansetron
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Chaudhary et al 2019 | Ondansetron + Palonosetron + NR NR NR NR
dexamethasone dexamethasone
White et al 2000 Ondansetron + Ondansetron + NR NR 54/216 51/212
dexamethasone dexamethasone
Brock et al 1996 Ondansetron lower| Ondansetron higher | 39/93 36/94 NR NR
dose dose
Kovacs et al 2016 Ondansetron Arm 2: Palonosetron | 40/162 46/166 (56/165) NR NR
lower dose  Arm
3: Palonosetron highe
dose
Li etal 2021 Palonosetron Granisetron NR NR NR NR
Tan etal 2018 Ondansetron Arm 2: Palonosetron | 147/194 105/185 (109/186) NR NR
lower dose Arm 3:
Palonosetron higher
dose
Siddique et al. 2011 Ondansetron Granisetron 5/30 2/30 NR NR
Dick et al 1995 Ondansetron Metoclopramide + NR NR NR NR

dexamethasone

329



3.Model fit stati stics

Table 7: Model fit statistics for fixed effects, random effects, and random effects with an informative priobetwbenrstudyheterogeneity parameter, of studies
comparing antiemetic regimens for the prevention of outcomes of chemothiatymed nausea and vomiting in children.

o ] Model ] Betweenstudy
Qutcome Studies included in the network o IC totresdev | Number of data points ]
* indicates preferred model(s) heterogeneity (SD)
Fixed effects * 86.44 15.54 NA
Studies comparing antiemetic
) ] ) i Random effects 86.51 13.88 13 0.542
a regimens given with dexamethason
d=
3 Random effects with informative prior 86.63 15.54 0.0197
5
Q
o Fixed effects* 128.9 22.29 NA
< Studies comparing antiemetic
£ regimens given without Random effects 129.4 20.94 21 0.354
= g 9
o
= dexamethasone _ _ _
8 Random effects with informative prior 128.5 21.99 0.032
L
= Fixed effects * 215.6 4012 NA
g All studies included (antiemetic
© regimens given with or without Random effects 215.9 36.96 34 0.164
dexamethasone grouped) _ i i
Random effects with informative prior 2154 39.51 0.0258
% Fixed effects* 21.38 4.016 NA
= Studies comparing antiemetic
@ ) ) ] Random effects 21.32 3.932 4 0.999
3 regimens given with dexamethason
IS
Q Random effects with informative prior 21.14 4.037 0.0926
<
S ) ) ) ) Fixed effects* 20.13 5.582 NA
= Studies comparing antiemetic
§ regimens given without Random effects 20.8 5.558 6 1.003
S
'*% dexamethasone
a Random effects with informative prior 20.18 5.761 0.1302

330



o ] Model ) Betweenstudy
Qutcome Studies included in the network o DI totresdev | Number of data points ]
* indicates preferred model(s) heterogeneity (SD)
Fixed effects * 39.85 9.045 NA
All studies included (antiemetic
regimens given with or without Random effects 40.79 9.294 10 0.7734
dexamethasone grouped) __ i i
Random effects with informative prior 39.00 9.226 0.07713
Fixed effects 83.22 14.95 NA
@ Studies comparing antiemetic
o) . ) i Random effects 83.19 13.27 11 0.8327
= regimens given with dexamethason
o
3 Random effects with informative prior* 72.46 135 0.03946
>
&
S _ _ - Fixed effects* 72.7 14.87 NA
@ Studies comparing antiemetic
E regimens given without Random effects 71.49 12.94 13 0.7896
= dexamethasone
S Random effects with informative prior 72.54 14.56 0.05407
o
L
2 o ] ) Fixed effects 157.7 33.64 NA
g— All studies included (antiemetic
(e}
O regimens given with or without Random effects 154.3 26.85 24 0.428
dexamethasone grouped)
Random effects with informative prior* 146.4 31.12 0.05539
< Fixed effects* 21.81 3.912 4 NA
_g' Studies comparing antiemetic
@ . ) ] Random effects 21.9 3.963 1.001
5 regimens given with dexamethason
[}
g Random effects with informative prior 22.06 4.033 0.0819
e
£ _ _ - Fixed effects*
o Studies comparing antiemetic
§ regimens given without Random effects Insufficient data to run network
3 dexamethasone __ i i
§ Random effects with informative prior
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o ] Model ) Betweenstudy
Qutcome Studies included in the network o DI totresdev | Number of data points ]
* indicates preferred model(s) heterogeneity (SD)
Fixed effects* 28.94 6.103 6 NA
All studies included (antiemetic
regimens given with or without Random effects 29.42 5.853 0.03942
dexamethasone grouped)
Random effects with informative prior 29.07 6.158 0.757
Fixed effects* 68.33 10.32 11 NA
Studies comparing antiemetic
. ) i Random effects 68.97 10.5 0.858
o regimens given with dexamethason
©
= Random effects with informative prior 68.24 10.28 0.047
T
9 ) ) ) ) Fixed effects* 33.75 5.006 4 NA
o Studies comparing antiemetic
Q
ﬁ regimens given without Random effects 33.74 5.002 1.001
- dexamethasone
= Random effects with informative prior 33.83 5.051 0.07088
Q
(&]
% Fixed effects 106.2 21.4 15 NA
(_El Al studies included (antiemetic
S ) ] ] ) Random effects* 102.1 15.28 0.6664
O regimens given with or without
dexamethasone grouped) Random effects with informative prior 0.07086
104.9 19.73
= Fixed effects* 21.66 4.044 4 NA
% Studies comparing antiemetic
s ) ] ] Random effects 21.64 4.024 0.9945
< regimens given with dexamethason
é % Random effects with informative prior 21.57 4.01 0.1174
£ &
3 Fixed effects*
S Insufficient data to run network
E Random effects
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o ] Model ) Betweenstudy
Qutcome Studies included in the network o DI totresdev | Number of data points ]
* indicates preferred model(s) heterogeneity (SD)
Studies comparing antiemetic
regimens given without Random effects with informative prior
dexamethasone
o ) ) Fixed effects 35.46 9.643 6 NA
All studies included (antiemetic
regimens given with or without Random effects* 32.66 5.959 1.089
dexamethasone grouped) __ i i
Random effects with informative prior 35.39 9.763 0.07288
Fixed effects* 33.2 5.017 5 NA
Studies comparing antiemetic
) ) i Random effects 33.14 4,986 0.9967
regimens given with dexamethason
% Random effects with informative prior 33.12 4.965 0.09971
o
£ ) _ ) _ Fixed effects* 74.2 124 13 NA
3 Studies comparing antiemetic
(=
S regimens given without Random effects 75.21 12.78 0.6172
©
9 dexamethasone
=t Random effects with informative prior 73.89 12.17 0.06713
(]
(%]
3 o - Fixed effects* 105.5 17.55 18 NA
z All studies included (antiemetic
regimens given with or without Random effects 107.0 175 0.2558
dexamethasone grouped)
Random effects with informative prior 106.0 17.47 0.04884
Fixed effects NA NA
[J]
‘fg Studies comparing antiemetic Insufficient data to form
£ ) ) i Random effects NA
S regimens given with dexamethason network
i Random effects with informative prior NA
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Outcome

Studies included in the network

Model
* indicates preferred model(s)

9

totresdev

Number of data points

Betweenstudy

heterogeneity (SD)

Fixed effects NA NA
Studies comparing antiemetic -
) ) i Insufficient data to form
regimens given without Random effects NA
network
dexamethasone
Random effects with informative prior NA
Fixed effects* 49.37 11.52 10 NA
All studies included (antiemetic
regimens given with or without Random effects 50.57 11.95 0.4309
dexamethasone grouped)
Random effects with informative prior 49.99 11.78 0.0856

DIC: deviance information criterion, totresdev: Total residual devja®be standard deviation.

334



3.8dditi onal out comes

The research in this chapter has been publishe
Wal ker e(tWallker20etd4aanld. ,i s2 @2 4)o a vpariilnatb I(v&dardskiledarm e
et al ., ThAe2Be¢xt in this chapter, particul arly
closely and in some places wil/ be identical 1

met hods and discussion sectionsadaist beral edketaa

exploration.

N. B. Partial response outcomes were analysed u
patients minus those who had a complete respon

3. 5Partial response in the acute phase

Five clinical trials informed the analyses for
regimens with dexamethasone (153 patients acro
which gave them without ( 69 npeattiice rFtesg 8&vernoss)s (f o

APR 125mg D1 80mg l}f“j} + OND MD + DEX MD

OND Mbmi}'{ MD

FOSA SD 3mg/kg + @Lml}mu FDEX MD

APR 125mg D1 80mg D2-3 + OND MD
METO 0.27mg/kg + DEX MD

TT-ONRMD

GRAY SD Img

Fi g84 e Net work plot for the outcome partial response

proportionate to the number of participants assigne

proportionate to the numéeert bé r aspecibihe e vt caimg bosniss bdeetf
in Ch&ptremr !3 Reference source not found.
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For those not achieving a complete response in
ondansetron (MD) + dexamethasone (MD) increase
compared to ondansetron (MD) endexameubasenxea meM
metocl opramide 0. 27mg/ kg decreased the chances
(MD). For other comparisons, there FKFisg®%d ack o

Antiemetic regimens given with dexamethasone

OND MD + DEX MD vs APR 125mg D1 80mg D2-3 + OND MD +DEX MD 1,529 (0.603 to 4.027)
OND MD + DEX MD vs FOSA SD 3mg/kg + OND the MD + DEX MD 2406 (1.684 to 3.658) !
APR 125mg D1 80mg D2-3 + OND MD +DEX MD vs FOSA SD 3mg/kg + OND the MD + DEX MD 1626 (0.579 to 4437) ’

Antiemetic regimens given without dexamethasone

OND MD vs APR 125mg D1 80mg D2-3 + OND MD 0.983 (0 564 to 1.562) 1

OND MD vs METO 0.27mg/kg + DEX MD 0.274 (0.041 to 0.976) -

OND MD vs GRAN Img NA (NA to NA)

APR125mg D1 80mg D2-3 + OND MD vs METO 0.27mg/kg + DEX MD 0.28 (0.04 fo 1.114) —

APR 125mg D1 80mg D2-3 + OND MD vs GRAN lmg NA (NA to NA)

METO 0.27mg/kg + DEX MD vs GRAN 1mg vs NA (NA to NA)

[ T T T T T T T 1
0 05 1 15 2 25 3 35 4
Relative Risk (95% credible interval)

B Prafarcad modal: fixad affect

Fi g8 e Parti al respon8d houtbeabtatechbbaehédta pyl atd na f

rel ati vieorefefaeccht si nt erventi on. Valame s amd\ee vasbmodvidoanv. o Wia

onfeavour trhemed ciomtder venti on. Where there are no resul

that comparison was not estimable (i.e., had a very w
Error! Reference source not found.
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3.5Partial response in the delayed ph:

Data were insufficient to run an NMA comparing
Two clinical trials informed the analyses of <co
gave antiemetic regimens wiotsle déix ®@metdhddementl
regi rra gv-6)(

APR 125mg D1 BUmg/D&—l +OND MD + DEX MD

OND M +BEX MD

FOSA SD 3mg/kg + (&ndﬁ'ﬁﬁ +DEX MD

Fi g3 e Net work plot for the outcome partial re

proportionate to the number of participants assi

the number of ramrmddcerd d$edke trreisgpldsattishvaate csetmp a a iNSIADN

comparing antiemetic regi mebnbsr gV ivatni & s pBeaftiondecdk A
ource not found.

There was no evidence of difference beRiwegweme any
3-7) .

Antiemetic regimens given with dexamethasone

OND MD -+ DEX MD vs APR 125mg D1 80mg D2-3 + OND MD +DEX MD 1.636 (0.778 to 3.971)

.-

OND MD + DEX MD vs FOSA SD 3mg'kg + OND the MD + DEX MD 114 (08510 1.5)

e

APR 125mg D1 80mg D2-3 + OND MD +DEX MD vs FOSA 5D 3mg/kg + OND the MD + DEX MD 0.69 (0.276 to 1.551)

I T T T T T T T 1
0 03 1 15 2 25 3 35 4
Relative Risk (95% credible interval)

Fi g8#dPeart i al response initbieddgybagbtdephakem¢debdapysad
pl ot of r efloart ievaec he fifretcearsventi on. Prabfoewef @aadnoeuod ¢ lhe f i
secomdned i ntAerbvreenvtiiaotn.ons dErfr oireld Renf eCrheanpctee rs o3ur ce n

337



3.5Pa3rtial response in the overall ph:

Data were insufficient to run an NMA comparing
Two clinical trials informed the analyses of <co
gave antiemetic regimens wiotsle déix ®@metdhddementl
regi rra gB-8)(e

APR* MD 125mg D1 80mg P2-3 + OND MD + DEX MD

FOSA SD 3mgkg D1 + @ND the MD + DEX MD

Fi g3#8Net work plot for the outcome parti al response i

proportionate to the number of participants assigne

proportionate to the nunbed tohHe rrasmsdpaladieadewtearaerapi arsitudfd ri

to run an NMA comparing antiemet i Abbregygi méenongi deh i wietdl
BError! Reference source not found.

For those not achieving a complete response in
2-3) + On dMD) sdeetxraome tMB s o mer(eased the chances of |
compared t oMDndra dseextarngddf h(asdnkeo¢aprepitant 3 mg/
ondansMDrendexanmnD)higegdMe (

Antiemetic regimens given with dexamethasone

OND MD + DEX MD vs APR 125mg D1 §0mg D2-3 + OND MD +DEX MD 4.116 (1.386 to 18.32)

OND MD + DEX MD vs FOSA 8D 3mg/kg + OND the MD + DEX MD 1.262 (0.987 to 1.632)

APR 125mg D1 80mg D2-3 + OND MD +DEX MD vs FOSA 5D 3mg/kg + OND the MD + DEX MD 0.306 (0.067 to 0.944)

f T T T T T T T 1
0 05 1 15 2 25 3 35 4
Relative Risk (95% credible interval)

Fi g89Peart i al response i nb% htktayys eafatldr pchhaesmeo f(te ehsofuy sa d |

pl ot of r efloart ievaec he fifretcearsventi on. Pradberefradtoemo dtehe fi
secomdned i ntAerbvreenvtiiaotn.ons dErfri omreld Renf eCrheanpctee rs o3ur c e n
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3.5D0edcreased food intake

Five clinical trials informed the analyses of
regimens with dexamethasone (524 paFiege®&i®, acros
and three of which gave antiemetic emetic regim

di fferent ant Fiegme}@d.i c regi mens) (

APR* MD 123mg D1 80mg D2-3 + OND MD + DEX

Fig3#r®oddcdhtake/ appetite (all phases) (Studies <co
net work diagram of interventions. The size of th
i ntervention. Thse itshipcrkonpeosrst ioofn athee tlad ntehe number

compatrAibbomryvi at i oCnhsa pateefri mre!ld Renf er ence sour ce

APR®* MD 125mg D1 30mg D2-3 + OND MD

Fi g3l Food intake/ appetite (al/l phases) (Studi ec:
net work diagram of interventions. The size of th
i nterventi on.t hTeh el itnheisc kinse spsr oopfort i onate to the nu

compatrAibboryvi at i oCnhsa p8teefni ;mre!ld Renf er ence sour ce

No evidence of difference wasFiodp&lp ved for any
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Antiemetic regimens given with dexamethasone

OND MD + DEX MD vs APR 125mg D1 80mg D2-3 + OND MD +DEX MD 0.707 (0.4138 to 1.187)
Antiemetic regimens given without dexamethasone
N |

OND MD vs OND SD 0.6231 (0.2327 to 1.541)

e ——— e
OND MD vs APR 125mg D1 80mg D2-3 + OND MD 0.2355 (0.009569 to 1.974)

I
OND SD vs APR 125mg D1 80mg D2-3 + OND MD 03752 (0.01354 to 4.016)

[ T T T T T T T 1
0 03 1 15 2 25 3 35 4
Relative Risk (95% credible interval)

Fig3#rZood intake/ appeesteplatl dphaeleshi vatefrfventts on
| ess thawo wmetrhaemesck ciomtder venti on. Where there are no
treat ment effect for that comparison waAbmrdvieast i onad |

defined iHkr rChralptRerf e3r ence source not found.

3.8ensitivity anal yses

Grouping antiemetic regimens given with and wit

acute and delayed, made no discernible differen
antagonists given withH®8dan ssafgogntit, #Fioy&¥X®kand ab
However, in the delayed phase, comparison of fo
within these sensitivity analyses, and benefit

del ayed phase, we al 90 19ag/&gbamaf 210 ugH/ikggarosvreas
31 3Fi g8r¥, not identified in th-6)maFor aoampbeste/
in the overall phase, the was additional uncer

comparisons were inestimabl &j g8@tmpared to in t
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OND MD (with or without DEX) vs OND 8D

OND MD (with or without DEX) vs APR* MD 123mg D1 80mg D2-3 + OND MD (with or without DEX) T—

OND MD (with or without DEX) vs APR* MD 123mg D1 80mg D2-3 + OND 5D

OND MD (with or without DEX) vs PALO 5D 10pg/kg (with or without DEX) —_

OND MD (with or without DEX) vs PALO 8D 20pg/ks —_—
OND MD (with or without DEX) vs GRAN 5D Img T

OND MD (with or without DEX) vs FOSA 5D 3mg/kg D1 + OND the MD + DEX MD —_
OND MD (with or without DEX) vs PALOMD 5ug'kg + DEXMD T—

OND MD (with or without DEX) vs PALO 8D Spg/kg + DEXMD _

OND 5D vs APR* MD 123mg D1 80mg D2-3 + OND MD (with or without DEX)

OND 5D vs APR* MD 123mg D1 80mg D2-3 + OND 5D —
OND 5D vs PALO 5D 10pg kg (with or without DEX)

OND 5D vs PALO 5D 20pg'kg

OND 5D vs GEAN SD lmg

OND 8D vs FOSA 8D 3mg kg D1 + OND the MD + DEX MD

OND 8D vs PALO MD Spg/kg + DEX MD

OND 8D vs PALO 8D 3pg/kg + DEX MD

APR* MD 125mg D1 80mg D2-3 + OND MD ({with or without DEX) vs APR* MD 123mg D1 80mg D2-3 + OND 5D

APR* MD 125mg D1 80mg D2-3 + OND MD (with or without DEX) vs PALO SD 10pg kg (with or without DEX) _
APR* MD 123mg D1 80mg D2-3 + OND MD (with or without DEX) vs PALO 5D 20pgks L —
APR* MD 123mg D1 80mg D2-3 + OND MD (with or without DEX) vs GEAN 5D Img b

APR* MD 123mg D1 80mg D2-3 + OND MD (with or without DEX) vs FOSA 8D 3mg'kg D1+ OND the MD + DEX MD L —
APR* MD 123mg D1 80mg D2-3 + OND MD (with or without DEX) vs PALOMD Jug/kg + DEX MD —T

APR* MD 123mg D1 80mg D2-3 + OND MD (with or without DEX) vs PALO 5D Spg/kg + DEX MD —_

APR* MD 123mg D1 80mg D2-3 + OND 8D wvs PALO 8D 10pg/kg (with or without DEX)

APR* MD 125mg D1 80mg D2-3 + OND SD vs PALO 3D 20pg/'ks

APR* MD 123mg D1 80mg D2-3 + OND 5D vs GEAN 5D Img

APR* MD 123mg D1 80mg D2-3 + OND 5D vs FOSA 8D 3mg/kg D1 + OND the MD + DEX MD
APR* MD 123mg D1 80mg D2-3 + OND 8D vs PALO MD Spg/kg + DEX MD

APR* MD 123mg D1 80mg D2-3 + OND SD vs PALO 8D jug/kg + DEX MD

PALO 3D 10pg/kg (with or without DEX) vs PALO 5D 20pg/kg .
PALO 8D 10pg/kg (with or without DEX) vs GRAN 5D Img —

PALO SD 10pg kg (with or without DEX) vs FOSA SD 3mg/kg D1 + OND the MD + DEX MD _
PALO 5D 10pg/kg (with or without DEX) vs PALOMD Spg/kg - DEXMD T

PALO 3D 10pg/kg (with or without DEX) vs PALO 8D Spz'kg + DEX MD —

PALO SD 20pg'ks vs GRAN 5D Ilmg —

PALO 5D 20pg/kg vs FOSA SD 3mg'kg D1+ OND the MD +DEX MD L E—
PALO 8D 20pg/kg vs PALOMD 3ug/kg + DEX MD —

PALO 8D 20pg/kg vs PALO 8D Spg/kg + DEXMD —

GRAN SD Img vs FOSA SD 3mg/kg D1 + OND the MD + DEX MD
GRAN $D Img vs PALO MD Sug/kg + DEX MD
GRAN SD Img vs PALO 5D Spg/kg + DEX MD

FOSA 8D 3mg/kg D1 + OND the MD + DEX MD vs PALO MD Sug/kg + DEX MD —_—
526 M e D e NN YR B S8 Bk A we'ke * DEXMD I
[ T T T T T T T 1
a 0.5 1 1.5 2 25 3 35 4
Relative Risk
Fig3r&EFormlsot : relative risks (95% crhedieblre giimteeasv @li Vv e
or without dexamej haspnehareugcompeddc gpheapslieet ePrred £p 0 |
model s: random effect model wittuldyi mfed rematgiewne ipgryi gra rfa

abovef avnoeu r t-nhaemesce ciomntdebrbvreenvtiiadn .ons cEafriomedd Ried eCleapgteers o
ot found.
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Fig3&#r&orest pl ot : relative ri
dexamethasondg é&pbpe gheupedcome
Val abesvefavnoeur the s
that compari son was not

‘OND MD (with or without DEX) vs OND SD

OND MD (with or without DEX) vs APR* MD 125mg D1 80mg D2-3 + OND MD (with or without DEX)
OND MD (with or without DEX) vs APE* MD 125mg D1 80mg D2-3 + OND 8D

OND MD (with or without DEX) vs PALO 5D 10pg/kg (with or without DEX)

OND MD (with or without DEX) vs PALO 8D 20pz'ks

OND MD (with or without DEX) vs GRAN 8D Img

OND MD (with or without DEX) vs FOSA SD 3mg'kg D1 + OND the MD + DEX MD

OND MD (with or without DEX) vs PALO MD Spg'kg + DEX MD

OND MD (with o without DEX) vs PALQ 8D Jug'kgz + DEX MD

OND 5D vs APR* MD 123mg D1 80mg D2-3 + OND MD (with or without DEX)

OND 3D vs APE* MD 125mg D1 80mg D2-3 + OND 5D

OND 5D vs PALO 5D 10pg/kg (with or without DEX)

OND 8D vs PALO 8D 20p='kg

OND 5D vs GRAN 8D Img

OND 8D vs FOSA 5D 3mg/kg D1 + OND the MD + DEX MD

OND 8D vs PALO MD Spg/kg + DEX MD

OND SD vs PALO SD Sug/kg + DEX MD

APR* MD 123mg D1 80mg D2-3 + OND MD (with or without DEX) vs APR* MD 123mg D1 80mg D2-3 + OND 8D
APR* MD 125mg D1 80mg D2-3 + OND MD (with or without DEX) vs PALO 8D 10pg/kg (with or without DEX)
APR* MD 123mg D1 80mg D2-3 + OND MD (with or without DEX) vs PALO 8D 20pg'kg

APR* MD 125mg D1 80mg D2-3 + OND MD (with or without DEX) vs GRAN 8D Img

APR* MD 123mg D1 80mg D2-3 + OND MD (with or without DEX) vs FOSA 8D 3mg/kg D1+ OND the MD + DEX MD
APR* MD 123mg D1 80mg D2-3 + OND MD (with or without DEX) vs PALO MD Sug/kg + DEX MD
APR* MD 123mg D1 80mg D2-3 + OND MD (with or without DEX) vs PALO 8D Jug'kg + DEXMD
APR* MD 125mg TH 80mg D2-3 + OND SD vs PALO SD 10ug/kg (with or without DEX)

APR* MD 125mg D1 80mg D2-3 + OND 8D vs PALO 8D 20pg/kg

APR* MD 123mg D1 80mg D2-3 + OND 8D vs GRAN 5D Img

APR* MD 125mg D1 80mg D2-3 + OND SD vs FOSA 8D 3mg/kz D1+ OND the MD + DEX MD
APR* MD 123mg D1 80mg D2-3 + OND 8D vs PALO MD Sug’kg + DEXMD

APR* MD 123mg D1 80mg D2-3 + OND 8D vs PALO 8D Sug/kg + DEX MD

PALO 8D 10pg/kg (with or without DEX) vs PALO 8D 20ugks

PALO SD 10pg kg (with or without DEX) vs GRAN 5D Img

PALOQ 8D 10ug/kg (with or without DEX) vs FOSA 8D 3mg/kg D1 + OND the MD + DEX MD
PALO 8D 10pg/kg (with or without DEX) vs PALO MD Spgks + DEX MD

PALO 8D 10pg/kg (with or without DEX) vs PALO SD Sug'kg ~ DEX MD

PALO SD 20pg/ks vs GRAN 5D Img

PALO 8D 20ug/kg vs FOSA 8D 3mg/kg D1 + OND the MD +~ DEX MD

PALO 8D 20ug/kg vs PALO MD Sug/kg + DEXMD

PALO SD 20ug/kg vs PALO SD Spug/kg + DEX MD

GRAN 5D Img vs FOSA SD 3mg/kg D1 + OND the MD + DEX MD

GRAN 5D Img vs PALO MD Spg/kg + DEXMD

GRAN 8D Img vs PALO 8D Spg/kg + DEX MD

FOSA SD 3mg/kg D1+ OND the MD + DEX MD vs PALO MD 5pg/kg + DEX MD

FQES Srne i D e YR SRS R s Bk AAD Sweke ~ DEXMD
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OND MD (with or without DEX) vs APE* MD 123mg D1 80mg D2-3 + OND MD (without or without DEX)

OND MD (with or without DEX) vs PALO SD 10pg/kg (with or without DEX) t
OND MD (with or without DEX) vs PALO 5D 20pz'kg

OND MD (with or without DEX) vs FOSA SD 3mg'kg D1 + OND the MD +~ DEX MD

OND MD (with or without DEX) vs PALO MD 3pg/kg + DEX MD

OND MD (with or without DEX) vs PALO SD 5pg/kg + DEX MD

APR* MD 123mg D1 80mg D2-3 + OND MD {without or without DEX) vs PALO 8D 10pg/kg (with or without DEX)

APR* MD 123mg D1 80mg D2-3 + OND MD (without or without DEX) vs PALO 5D 20pg/kg

APR* MD 123mg D1 80mg D2-3 + OND MD {without or without DEX) vs FOSA 8D 3mg/kg D1+ OND the MD + DEX MD

APR* MD 123mg D1 80mg D2-3 + OND MD (without or without DEX) vs PALO MD Spg/kg + DEX MD

APR* MD 123mg D1 80mg D2-3 + OND MD {without or without DEX) vs PALO 8D Spg/'kg + DEXMD
PALOQ SD 10pgks (with or without DEX) vs PALO SD 20pzks

PALOQ SD 10pgke (with or without DEX) vs FOSA SD 3mg/'kg D1 + OND the MD + DEX MD

PALOQ SD 10pgks (with or without DEX) vs PALO MD Spg'ks + DEX MD

PALOQ SD 10pgke (with or without DEX) vs PALO SD Spg'ksg + DEX MD

PALO SD 20pg'kg vs FOSA SD 3mg'kg D1 + OND the MD + DEX MD

PALO SD 20pg'kg vs PALO MD 5Spug'kg + DEX MD

PALO SD 20pg/kg vs PALO SD Spgks + DEX MD

FOSA SD 3mg'kg D1 + OND the MD + DEX MD vs PALO MD Spg/kz + DEX MD

FOSA SD 3mg/kg D1 + OND the MD + DEX MD vs PALO SD Sug/kg + DEX MD
PALO MD 5pg/kg + DEX MD vs PALO SD Spg/kg + DEX MD

0 0s 1 15 2 25 3 35 4
Relative Risk

Fig&Ir®orest plot: relative risks (9b%rereegbimensngeve
or without dexame)j haepnehareugcompeddv e paialset e Presd pon
model s: randoab eV éfeaovhoswsre Viatizagneesd t e r vhnetrieonr .her e are no r
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3. BRI

MA

NMA checkl i st

Section/Topic

Item
#

Checklist Item

Reported on Page #

TITLE
Title

ABSTRACT

Structured
summary

INTRODUCTION

Rationale

Objectives

METHODS

Protocol and
registration

Eligibility criteria

Information
sources

Search

Identify the report as a systematic review incorpora
a network metaanalysis (or related form of meta
analysis).

Provide a structured summary including, as applica
Background: main objectives
Methods: data sources; study eligibility criteria,
participants, and interventions; study appraisal; a
synthesis methods, such as network rreetalysis.
Results: number of studies and participants
identified; summary estimates with corresponding
confidence/credible intervals; treatment rankings
may also be discussed. Authors may choose to
summarize pairwise comparisons against a chosg
treatment included in thedrnalyses for brevity.
Discussion/Conclusionsiimitations; conclusions
and implications of findings.
Other: primary source of funding; systematic revig
registration number with registry name.

Describe the rationale for the review in the context ¢
what is already known, including mention of why a
network metaanalysis has been conducted.
Provide an explicit statement of questions being
addressed, with reference to participants, interventiq
comparisons, outcomes, and study design (PICOS)

Indicate whether a review protocol exists and if and
where it can be accessed (e.g., Web address); and,
available, provide registration information, including
registration number.

Specify study characteristics (e.g., PICOS, length of
follow-up) and report characteristics (e.g., years
considered, language, publication status) used as
criteria for eligibility, giving rationale. Clearly describ
eligible treatments included in the tte@ent network,
and note whether any have been clustered or merg
into the same node (with justification).

Describe all information sources (e.g., databases w|
dates of coverage, contact with study authors to
identify additional studies) in the search and date la
searched.
Present full electronic search strategy for at least of]
database, including any limits used, such that it cou
be repeated.

Introduction
Section 3.1

Research aims section
14.

Appendix section
1.3.6

Inclusion and
exclusion criteria
2.3.2

Study identification
section 2.3.1

Appendix section 2.2
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Study selection

Data collection
process

Data items

Geometry of the

network

Risk of bias within

individual studies

Summary
measures

Planned methods
of analysis

Assessment of
Inconsistency

Risk of bias across
studies

Additional
analyses

RESULTSA

9

13

S2

16

State the process for selecting studies (i.e., screenir
eligibility, included in systematic review, and, if
applicable, included in the metnalysis).

Describe method of data extraction from reports (e
piloted forms, independently, in duplicate) and any
processes for obtaining and confirming data from
investigators.
List and define all variables for which data were sou
(e.g., PICOS, funding sources) and any assumptior
and simplifications made.
Describe methods used to explore the geometry of
treatment network under study apdtential biases
related to it. This should includ®w the evidence
base has been graphically summarized for
presentation, and what characteristics were compile|
and used to describe the evidence base to readers)
Describe methods used for assessing risk of bias off
individual studies (including specification of whethef
this was done at the study or outcome level), and h
this information is to be used in any data synthesis|
State the principal summary measures (e.g., risk raf
difference in means). Also describe the use of
additional summary measures assessed, such as
treatment rankings and surface under the cumulati
ranking curve (SUCRA) values, as well as modified
appraches used to present summary findings from
metaanalyses.
Describe the methods of handling data and combit]
results of studies for each network metaalysis. This
should include, but not be limited to:
1 Handling of multi -arm trials;
i Selection of variance structure
1 Selection of prior distributions in Bayesian
analyses; and
1  Assessment of model fit.
Describe the statistical methods used to evaluate t
agreement of direct and indirect evidence in the
treatment network(s) studied. Describe efforts take
address its presence when found.
Specify any assessment of risk of bias that may aff
the cumulative evidence (e.puyblication bias,
selective reporting within studies.
Describe methods of additional analyses if done,
indicating which were prspecified. This may include
but not be limited to, the following:
1 Sensitivity or subgroup analyses;
1 Metaregression analyses;
1 Alternative formulations of the treatment
network; and
I Use ofalternative prior distributions for
Bayesian analyses (if applicable).

Section 2.:
Screening 1
Section 2.:
extraction
Section 2.:
extracti on

Determining the
structure of the
networks section 3.2.4

Section 2.3.5

Implementation
section 3.2.3.1
measures of effect

Implementation
section 3.2.3.

NA no loops in the
network to allow for
evaluation

Noted for side effect
outcomes section
3.34

Determining the
network structure,
section 3.2.4.
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Study selection

Presentation of
network
structure
Summary of
network
geometry

Study
characteristics

Risk of bias within
studies

Results of
individual studies

Synthesis of
results

Exploration for
inconsistency

Risk of bias across
studies

Results of
additionalanalyse:

DISCUSSION

Summary of
evidence

Limitations

17

S3

18

20

S5

22

23

24

25

Give numbers of studies screened, assessed for
eligibility, and included in the review, with reasons f
exclusions at each stage, ideally with a flow diagran
Provide a network graph of the included studies to
enable visualization of the geometry of the treatme
network (chapter 3 results section 3.3)

Provide a brief overview of characteristics of the
treatment network. This may include commentary g
the abundance of trials amandomized patients for
the different interventions and pairwise
comparisons in the network,gaps of evidence in the
treatment network, and potential biases reflected by
network structure.

For each study, present characteristics for which dg
were extracted (e.g., study size, PICOS, follopv
period) and provide the citations.

Present data on risk of bias of each study and, if
available, any outcome level assessment.

For all outcomes considered (benefits or harms),
present, for each study: 1) simple summary data fo
each intervention group, and 2) effect estimates an
confidence intervals. Modified approaches may be
needed to deal with information from larger network|
Present results of each metaalysis done, including
confidence/credible intervall larger networks,
authors may focus on comparisons versus a partic
comparator (e.g. placebo or standard care), with ful
findings presented in an appendix. League tables a
forest plots may be considered to summarize pairwi
comparisons. If additival summary measures were
explored (such as treatment rankings), these shoulg
also be presented.

Describe results from investigations of inconsistenc
This may include such information as measures of
model fit to compare consistency and inconsistency
models, P values from statistical tests, or summary
inconsistency estimates from different partshe
treatment network.

Present results of any assessmemisif of bias across
studies for the evidence base being studied.

Give results of additional analyses, if done (e.g.,
sensitivity or subgroup analyses, metgression
analyses, alternative network geometries studied,
alternative choice of prior distributions for Bayesian
analyses, and so forth).

Summarize the main findings, including the strength
evidence for each main outcome; consider their
relevance to key groups (e.g., healthcare providers,
users, and policynakers).

Discuss limitations at study and outcome level (e.g.
risk of bias), and at review level (e.g., incomplete

retrieval of identified research, reporting bias).

Prisma flow diagram
section 2.4.1

chapter 3 results
section 3.3

Appendix 2.5 Table
of Study
characteristics in
children

Risk of bias tablé

Summary data are
presented Appendix
3.3

Reported forest plots
chapter 3 results
section 3.3

NA no loops in the
networks

Discussion of
heterogeneity across
studies and potential
impact on results
included in section
3.5.3.2

NA

Section 3.5

Section 3.5
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Conclusions

FUNDING
Funding

26

27

Comment on the validity of the assumptions, such
transitivity and consistency. Comment on any concg
regarding network geometry (e.g., avoidance of cer
comparisons).

Provide a general interpretation of the results in the
context of other evidence, and implications for futur
research.

Describe sources of funding for the systematic revig
and other support (e.g., supply of data); role of fung
for the systematic review. This should also include
information regarding whether funding has been
received from manufacturers of treatmentthia
network and/orwhether some of the authors are coj
experts with professional conflicts of interest that co
affect use of treatments in the network.

Section 3.6

Funded by an NIHR
doctoral fellowship.

NIHR302291
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3.Poster designed for children an

Q\'\)Preventing nausea and vomiting in children and young

people undergoing chemotherapy.
Information for patients and families about on-going research.
Ruth Walker, Sofia Dias, Bob Phillips, University of York.

Background What are clinical trials?

Despite the availability of effective anti-sickness medicines, an Clinical trials are research studies

estimated 70Z of children undergoing treatment for cancer will "9‘ that test new treatments. People are
experience chemotherapy-induced nausea and vomiting (CINV). Ll often randomly assigned to receive
Research into ways to prevent CINV is ongoing, with clinical trials l ? different treatments and then their
testing new medicines by comparing them to those already in use. M outcomes are compared.

In clinical trials of anti-sickness

The findings from existing clinical trials have also been combined medicines outcomes might be not

using a technique called ‘meta-analysis’. This gives a better feeling or being sick. m
overview of how well one medicine works compared to another. -y
However, "meta-analysis” only combines findings for one treatment :—"& _!L
comparison, so we don“t know how well all anti-sickness medicines R esu‘ts

work compared to one-another.

Methods

More recently we have combined the findings of clinical trials using a
different statistical technique called a “network-meta-analysis”,
which allows you to compare more than two treatments at the same

We found 19 clinical trials of 3523 children.
Patients and families had told us outcomes including nausea, quality and
quantity of sleep, appetite, need for 2 feeding tube and side effects

(unintended effects) of anti-sickness medicines were important.

Clinical trials only consistently reported nausea, vomiting and need for

time. additional (rescue) anti-sickness medication, on the day of chemotherapy
(acute CINV) and in the days after (delayed CINV) so these were the
We focused on clinical trials that compare anti-sickness medicines which AR 8 E s e
m i in children
B AU T ended_ flor prevenjcmg Gy c Ildre‘ _(and e The following anti-sickness medicines/ combinations of medicines were
tend to be the newer medicines). Patients and their families told us compared, and are listed broadly in terms of how well they prevent nausea
which outcomes were most important and we tried to focus on these.

and vomiting.

By comparing each anti-sickness medicine with every other, we hoped

1 Olanzapine (Zyprexs, Zentiva) + NK1 antagonist™ +
to better understand which works best to stop children and young Ondansetron (Zofran)
people feeling sick from chemotherapy. 1 NK1 antagonists* + Ondansetron
2. Palonosetron (Aloxi)
3 Ondansetron alone
4, Granisetron (Kytril, Sancuso)
When we shared the results with patients and their families they told us: *Like aprepitant and fosaprepitant (Emend, Ivamend)
«  Taking multiple tablets each day was difficult when you felt sick. The combinations of anti-sick dicines, and those which contain newer
- Anti-sickness medicines could make side effects of other medicines including NK1 antagonists and Olanzapine tend to better prevent
treatments worse, particularly constipation nausea and vomiting, but may come along with more side effects.
¢ They might modify the number/ type of anti-sickness medicines they
take o try and prevent side effects These more effective combinations are currently recommended for children
«  Nausea and vomiting before chemctherapy and in the days after at high risk of CINV, i.e. those on chemotherapy regimens which are very
e i likely to make you sick. However, more research is needed to know whether

other children would also benefit from these anti-sickness medicines.

How well medicines prevent and

ing isn’t the whole story, whilst taking multiple anti-sickness medicines =
might lead to less nausea and vomiting, it could lead to more (or make worse existing) side effects such as constipation

and sleepiness, which are not trivial to patients. We will try to encourage those running clinical trials to focus on the

outcomes that matter most to patients, and consider testing combinations of fewer anti-sickness medicines

(including those given intravenously) to see if patients can safely reduce the number of tablets they take each day.

oy #T |
) ) L
This project is funded by the NIHR Doctoral Fellowship Programme NIHR302291
The views expressed are those of the author and not necessarily those of the NIHR or the Department of Health and Social Care 1 L e

Fig&#2® Poster designed to share with children and f ami
we | | as their impact on the interpretation of the
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4 Chapter Four Appendi X
4. BUGs <code

This code will run a joint NMA for adults and c
the treatment effect parameters (through the pa
I nformation is al sestuldygr dicctemr amedneb & tyweean

The code reported in this Deatsi en( Deidass PetddrBa la.c,qu
Adaptations have been informed(Nykwbakdicoanda@2

4 . 1Filxed effects model
# Binomial -Rekatiweo® skog

# Fixed ef2X epcapulnaotdieolns, functional relationship "l ambda’
model { #oxxx ROGRAM START
for (i in 1:ns){ # LOOP THROUGH STUD
mul[ FlJog(p[i,1])

pl[i 1] ~ dunif (0, 1) # vague priors for all trial base
for (k in 1:nalil]){ # LOOP THROUGH ARMS
r[i,k] ~ dbin(p[i,k],n[i,k]) # binomi al |l i kelihood
rhat fp[ik]Jk]< * n[i, k] # expected value of the numerat
# Deviance contribution

dev [ #2 k¥ (<r[i, Klog*( r(hlactd (ir, [ki],)K] )

+ (n[i,k]) -[i-llolgXnhiatk] ., k])))

}# close loop for the ar ms

# The residual deviance for each study

# summed residual deviance contribution for this trial
resdespml{dev[i,l:na[il]ll])

}# close |l oop for the studies

# models for-Ilinear predictors

#

# ADULTS LOOP

for (i in 1:nsA)({

for (k in 2:naf[i])/{
Olg(pErmL[kI]]) +< mi-Indgl(ep [tia,[ 1] k) ,
el ta

[di[ 1k td [«1 kt] fitih,ils] 1p a#r t edlted for adults and children
}
}
# CHI LDRENS LOOP
for (i in (nsA+1): (nsA+nsC)){

for (k in 2:naflil]){
| og ( pEmuylki]]) +< mi-Indgi(ed [tia,[ 1] K] ,

del t -[di[,2k]t—c[[i<2,kt]{]tih,ils]]pa#rt edited for adults and children
}

totresdenresdev]|]) # Tot al Resi dual Deviance

for (k in 2:nt){

d[{1,k] ~ dnorm(O0O0,.0001) # vague prior for adu
d[ 2 ,-&[] 1 <k] + | &AbNGTIKONAL RELATI ONSHI P for children

3

for (k in 2:4) ({

l ambdal k] ~ dnorm( mu_1I| ambda, tau_| ambda) # prior
expl amb-@éapk] ambdal k] )

}

mu_I|l ambda ~ dnoirm{OpODi O001)o# <lbaring parameter

tau_| a-plhdvd sd -2 amddaeativadenpr eci siraml = v(al /i metcveg en

sd_| ambda ~ dnor m(O0, prec2)l1 (0,)
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preeow(@)5, # SD = 0.5

for (k in 5:6)
|l ambda[ k] ~ dnor m(m®f @r. @dtli)ve prior fow sbar
}

ing parameter

# estimate treatment effect of Ol anzapine regimens from th

Child.pred[ imge&hl+<mu_I| ambda
Child. pred_ ihg@h2+<mu_I| ambda
# Adapt using consistency equations

Child. pre@hmedngr-add 2megnl

Preddx pgE( Chi
PredexxE( Chi

pred_mean3)

| d.
|l d. pred_mean2)

#estimate treatment effect of Olanzapine regimens taking i

I

|l ambda_new ~ dnorm(mu_I| ambda, tau_I|l ambda) # predictive int:¢
Child. preddfibht®frval lambda_new

Child.preddfbteéfval RPRambda_new

#Adapt using consi s-tddcy equation d25= #d15

Child. predChinteérpaé@]iznt2dr val 1
Pred_inteexrpy(adhli | d. pred_interval 2)
Pred_inteexrpv(alh2i I<d. pred_interval 3)

for (j in 1:2){ # LOOP OVER POPULAT
d[j ;0] < # treat ment ef fect is zero for reference treat.
# pairwise RRs -wWiocsre alolmppaos siolnlse pair

for (cl)i)n{ 1: (nt

for (k in (c+1):nt){

I nRR[ j-dEj-Hk] <c]
RR[{j .-exlp]( d&[j kd])
}
}
# ranking on relative scale
for (k in 1:nt) {
# rkpf+ohk€d[j, ],k) # assumes events are "good"
rk[j-ranhkegd[j, ],k) # assumes events are "bad"
best[¢q&kdl <(rk[j,k],1) #calculate probability that treat
# calcul ates problabbkesty that treat k is h
for (h in 1:-egufl sprebp[jkh, k) <}
}
} # close | oop over popul ati
} # *** PROGRAM ENDS

N. B. Within t hbee tBideGesnad o ps coctsee o4 1 /

abetPaeemance
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4. IRa&2ndom effects model

# Binomial -Rekaztiweo® skog
# Random effecasmmbdiebl $§ orf mottional relationship 'l ambda’
model { # *** PROGRAM STARTS
for(i in 1:ns){ # LOOP THROUGH STUDIE
wli, Q@] < # adj usrtrmettti dlosy imalztéro for control arm
del t a-[0i , 1] < # treat ment effect is zero for control
mul[ Flog(p[i, 1])
p[i,1] ~ #duwaguée,ppiors for all trial baselines
for (k in 1:nal[i]) { # LOOP THROUGH ARMS
r[i,k] ~ dbin(p[i,k],n[i,k]) # binomial l'ikelihood

rhat Fp[Lik]Jk]l< * n[i, k] # expected value of the numerators
#Deviance contribution

dev [ 2 k¥ (<r[i, Klog*( r(hlactd (ir, [ki],)K] )

+ (n[i,k]) -*[i-llolgXnhiatk] ., k])))
} # CLOSE LOOP FOR ARMS
# summed residual deviance contribution for this trial
resdespml{dev[i,l:nal[ill])
} # CLOSE LOOP FOR STUDI ES
# models for linear predictors
#
# ADULTS LOOP
for (i in 1:nsA)({
for (k in 2:nal[i]) { # LOOP THROUGH ARMS
log(pEkmylkil) « mi-hodepblalil]k),

# tsspdedi fic LOR distributions

del tal[i, k] ~ dnorm(md[i, k], taud[i, k])

# mean of LOR di satrrm bturtiiealn sc orwietcht inounl)t i
md[is&[J1,<¢ed[id kgg[Ji, 111 + sw[i, k]

# precision of LORadmstriblUticoms e¢twi doh) mul ti
taud[-i ak]AXT kk
# adjust mamtm fRCITsmul t i
wli , -kdelkta[ 1, ki, k] ] + d[21,t[i,1]1])
# cumul ative adjmstmenatsfor multi
swli-skm(w{li yu)( k
} # CLOSE LOOP FOR ARMS
}
#CHI L DRENOCP
for (i in (nsA+1):(nsA+nsC)) {
for (k in 2:naf[i]l) { # LOOP THROUGH ARMS
log(pEmylkil) « mihodeblalid]k),
# tspgedi fic LOR distributions
del tali, k] ~ dnorm(md[i, k], taud[i, k])
# mean of LOR di satrrm bturtiieln sc orwietcht inounl)t i
md[i;s&[J2,<td[i2 ktJ[]i, 1] ] + sw[i, k]
# preciS|on of LORadmstriblUticoms e€cwi oh) mul ti
taud[-iak]1XY Kk
# adjust mamtm fRCTsmul t i
wli -kdelkta[ 2, ki, k]] + d[2,t[i,1]1)
# cumul ative adjomstmeatsfor multi
swl i-skim(ww{li o) k
} # CLOSE LOOP FOR ARMS
}
totresdenresdev][]) # Tot al Resi dual Deviance
sd ~ dunif (0, 2) -tri#alvagbDe prior for between
t aup <w (-2)d , #t beadawepneci girdml = v(al/i bmentcved e n

for (k in 2:nt){

d[{1,k] ~ dnorm(O0,.0001) # vague prior for adu
d[ 2 -¢&[]1<k] + | AfMbONGTIKONAL RELATI ONSHI P for children

H

N -
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|l ambda[ k] ~ dnorm(mu_I| ambda, tau_I|l ambda) # Lambd
expl ambeéapk] ambdal k] )

}

mu_l ambda ~ dnoirm{OpDi O601f)ow Slbaring parameter
tau_ | a-plodvgd sd _-2amddpreci sion = (1/ wvariance)
sd_| ambda ~ dnor m(O0, prec2)1 (0,)

preeRow(@)5, # SD = 0.5

for (k in 5:6) ({
|l ambdal k] ~ dnor mi(m®f Opi0i0Odr) for sharing mamameter
}

# estimate treatment ef fect of Ol anzapine regimens from thi

Child. pred[_ime&hl+<mu_I| ambda
Child. pred_Mihege@h2+<mu_1| ambda

using consistency equations
Child. pre@hmednpr-add 2medgn 1

Preddx x(C

il d. pred_mean3)
Predex x(C | d

.pred_mean?2)

jum pien

#estimate treatment ef fect of Ol anzapine regimens taking i1

|l ambda_new ~ dnorm(mu_I| ambda, tau_I|l ambda) # predictive int¢
Child. preddfiht®rval lambda_new
Child. predd[fbhtéfval Pambda_new
Child. predChintt@rpraéd[iznt2dr val 1

#Adapt using consistdkehxzy equation d25= d15

Pred_ i nteexrpy(adhli | d. pred_interval 3)
Pred_i nteexrpyadh2 | <d. pred_interval 2)

for (] in 1:2){ # LOOP OVER POPULAT
d[j ;0] < # treat ment effect is zero for reference treat
# pairwise RRs -wWiocsre alolmppaors siolnlse pair

for (cl)i)n{ 1: (nt

for (k in (c+1):nt){

I nRR[ j-dEj-Hk] <c]
RR[j ,-exlp] d&[ j kd])
}
}
# ranking on relative scale
for (k in 1:nt) {
# rkpf+mBhk€d[j, ],k) # assumes events are "good"
rk[j-rahkgd][ ], ],k) # assumes events are "bad"
best[¢gqkdl s<(rk[]j,k],1) #calculate probability that treat Kk
# calcul ates problabbkesty that treat k is h
for (h in 1l:-eguflsprep[jkh, k) <}
}
} # close |l oop over populati
} # *** PROGRAM ENDS

354



4. Qu mmary data informing joint networks of chi
TabdldAdul t clinical trial data informing the joint
Author and Year Interventions Arm | Intervention Arm 2 Complete response in the acute Complete response in the Complete response in the overall
1 (and 3 if applicable) | phase delayed phase phase
N/ total
N/ total N/ total
Arm 1 Arm 2 (and 3) Arm 1 Arm 2 (and 3) Arm 1 Arm 2 (and 3)
Kim et al. 2017 Aprepitant + Ondansetron + 234/244 244/250 176/244 | 173/250 174/244 171/250
Ondansetron + | Dexamethasone
Dexamethasone
Warr et al. 2005 Aprepitant + Ondansetron + 329/438 293/428 238/438 | 208/428 221/438 178/428
Ondansetron + | Dexamethasone
Dexamethasone
Patel et al. 2020 Aprepitant + Ondansetron 68/74 58/72 43/74 41172 41174 36/72
Ondansetron
Rapoport et al. 201( Aprepitant + Ondansetron + 379/430 327/418 301/430 | 248/418 292/430 229/418
Ondansetron + | Dexamethasone
Dexamethasone
Poli-Bigelii et al. Aprepitant + Ondansetron + 194/283 168/286 158/283 | 115/286 1471283 107/286
2003 Ondansetron + | Dexamethasone
Dexamethasone
Schmoll et al. 2006 | Aprepitant + Ondansetron + 213/244 191/245 180/244 | 152/245 175/244 146/245
Ondansetron + | Dexamethasone
Dexamethasone
Yeo et al 2009 Aprepitant + Ondansetron + 45/62 45/62 40/62 36/62 29/62 26/62
Ondansetron + | Dexamethasone
Dexamethasone
Stiff et al 2013 Aprepitant + Ondansetron + 87/92 78/89 NR NR 74192 59/89
Ondansetron + | Dexamethasone
Dexamethasone
Hesketh et al. 2003| Aprepitant + Ondansetron + 235/264 207.746/266 199/264 | 148/266 191.928/264 139.118/266
Ondansetron + | Dexamethasone
Dexamethasone
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Herrstedt et al. 2009 Aprepitant + Ondansetron + NR NR NR NR 219.964/433 180.2/424
(first cycle only) Ondansetron + | Dexamethasone
Dexamethasone
Morteza et al. 2021 | Aprepitant + Ondansetron + 77.08/82 74.62/82 80.36/82 | 75/82 80.36/82 74.62/82
Ondansetron + | Dexamethasone
Dexamethasone
Grunberg et al. 201] Fosaprepitant + | Ondansetron + 987/1147 | 1001/1175 824/1147 | 844/1175 797/1147 | 823/1175
ondansetron + | Dexamethasone
dexamethasone
Weinstein et al. Fosaprepitant + | Ondansetron + 468/508 453/507 396/508 | 341/507 387/508 333/507
2016 ondansetron + | Dexamethasone
dexamethasone
Aapro et al 2006 Palonosetron Arm 2: 146/223 132 (126)/ 223 107/146 101 (86)/ 233 94/146 91 (73)/ 223 (221)
+dexamethasond Palonosetron + (221) (221)
dexamethasone,
Arm 3
Ondansetron +
dexamethasone.
Gralla et al. 2003 Palonosetron Arm 2: 139/189 153(127)/189 122/189 | 140 (102)/189 | 111/189 131 (93)/ 189 (185
Palonosetron Arm (185) (185)
3 Ondansetron
Dong et al 2010 Palonosetron Ondansetron 42/44 42/45 37144 27/45 25/44 21/45
Palonosetron Arm 2: NR NR NR NR 15/48 17 (10)/ 48 (47)
Palonosetron Arm
Mattiuzziet al. 2010 3 Ondansetron
Yu et al 2009 Palonosetron Granisetron 86/104 75/104 62/104 55/104 NR NR
Huangetal 2013 | Palonosetron Granisetron 56/117 49/119 59/117 | 36/119 43/117 32/119
Gebbia et al. 1994 | Ondansetron Granisetron 44/92 40/90 15/92 13/90 NR NR
(study 1)
Gebbia et al. 1994 | Ondansetron Granisetron 54/82 54/82 35/82 42/82 NR NR
(study 2)
Gralla et al. 1998 | Ondansetron Granisetron 62/107 54/117 NR NR NR NR
(without dex use)
Navariet al. 1995 | Ondansetron Arm 2: Granisetror] 168/331 152 (155)/328 NR NR NR NR

low dose Arm 3:

(328)
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Granisetron high
dose
Fox-Geiman et al. Ondansetron Arm 2; NR NR NR NR 17/34 16 (16)/ 34 (34)
2001 Ondansetron, Arm
3: Granisetron.
Noble et al. 1994 Ondansetron Arm 1 163/183 161/176 NR NR 68/183 69/176
(first cycle data) Ondansetron, Arm
2: Granisetron
Park et al. 1997 Ondansetron Arm 1 25147 22/48 14/47 13/48 NR NR
Ondansetron, Arm
2: Granisetron
Martoniet al. 1996 | Ondansetron Arm 1 43/58 50/66 NR NR NR NR
(cycle one data) Ondansetron, Arm
2: Granisetron
Spector et al. 1998 | Ondansetron Arm 1 106/184 95/187 NR NR NR NR
Ondansetron, Arm
2: Granisetron
Ruff et al. 1994 Ondansetron low| Arm 2: 97.35/165 | 83 (95)/163 (169) NR NR NR NR
dose Ondansetron high
dose Arm 3:
Granisetron
Chevallier et al 1994 Granisetron Metoclopramide + | 100/143 93/138 NR NR 51/143 65/138
dexamethasone
Aapro etal. 1993 | Granisetron Metoclopramide + | 125/143 95/141 NR NR 66/143 61/141
dexamethasone
Levitt et al. 1993 Ondansetron Metoclopramide + | 69/84 71/80 reported | reported 51/84 57/80
dexamethasone separately] separately by
by days2 | days 25/
5/
Koralewiski etal. | Ondansetron Metoclopramide + | 36/41 25/33 32/41 25/33 NR NR
2001 dexamethasone
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Tab42é&dul t

clinical

tri al

data of

ol anzapi

ne regi

mens,

Si

mnol ctheddirent he |

Author and Interventions Arm Intervention Arm 2 Complete response in acute phase| Complete response in delayed phas{ Complete response in the overall
Year 1 (and 3 if applicable) N/ total phase
N/ total
N/ total
Arm 1 Arm 2 (and 3) Arm 1 Arm 2 (and 3) Arm 1 Arm 2 (and 3)
Ithimakin et al.| Olanzapine (low Arm 2: 39/47 Arm 2: 38/ 46, 35/47 Arm 2: 35/ 46, 33/47 Arm 2: 30/ 46,
2020 dose) + Aprepitant  Olanzapine (high Arm 3: 39/47 Arm 3: 34/47 Arm 3: 32/47
+ Ondansetron +| dose) + Aprepitant +
dexamethasone Ondansetron +
dexamethasone
Arm 3: Aprepitant +
Ondansetron +
dexamethasone
Yeo et al. 2020 Olanzapine + Aprepitant + 42/60 31/60 56/60 45/60 39/60 45/60
Aprepitant + Ondansetron +
Ondansetron + dexamethasone
dexamethasone
Tienchaianandg Olanzapine + Ondansetron + 15/21 7/19 10/21 5/19 10/21 4/19
etal. 2019 Ondansetron + Dexamethasone
Dexamethasone
Vimolchalao et Olanzapine + Ondansetron + 24/32 10/32 22/32 14/32 22/32 8/32
al 2020 (first Ondansetron + Dexamethasone
cycle data) Dexamethasone
Tabd43€hi |l d clinical trial data of ol anzapine regimens, nused to deter mi
Author and Year Interventions Intervention Complete response in the acute phas| Complete response in the delayed Complete response in the overall
Arm 1 Arm 2 (and 3 if phase phase
applicable) N/ total N/ total
N/ total
Arm 1 Arm 2 (and 3) Arm 1 Arm 2 (and 3) Arm 1 Arm 2 (and 3)
Olanzapine + | Aprepitant + 90/120 68/120 85/120 54/120 73/120 44/120
Naik et al 2020 | Aprepitant + Ondansetron +
dexamethasong
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Ondansetron +
dexamethasong

Moothedath et Olanzapine + Ondansetron + | 38/63 35/65 46/63 31/65 30/63 22/65
oothedath €t | 5, qansetron + | Dexamethason
al. 2022
Dexamethason
. i 14/19 16/21 15/19 18/21 11/19 16/21
Moshayediet al Olanzapine + | Ondansetron +

2021

Ondansetron +

Dexamethason

Dexamethason
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4 . Babl

e of

preferred

model s

T a b4t4@dlodel fit statistics for Bayesian information sharing models usebsess improvements in the precision of treatment effect estimates in cfiielren

network excluding olanzapine regimenys Comparison of fixed effects, random effects, and random effects with an informative prior informing the between

study heterogeneity parameters.

o ) Model ) Betweenstudy
Outcome Studies included in the network o IC totresdev | Number of data points ]
* indicates preferred model(s) heterogeneity (SD)

2 Studies comparing antiemetic Fixed effects 244 55.25 o NA
= . . .
5 % regimens given with dexamethason Random effects* 573 3331 0.064
c <
8 o
. % Studies comparing antiemetic Fixed effect 353 64.7 NA
%_ & regimens given without 52
g dexamethasone Random effects* 348 52.19 0.085
(@)
E Studies comparing antiemetic Fixed effects 228 43.98 30 NA
£ o . . .
5 o) regimens given with dexamethason Random effects* 573 34.98 0.083
= i
$ § Studies comparing antiemetic Fixed effects 111 23.13 NA
= ®
%_ [J) regimens given without 16

° 0.487
g dexamethasone Random effects * 106 16.27 :
O
£ Studies comparing antiemetic Fixed effects 235 42.73 NA
£ . . . 32
S % regimens given with dexamethason Random effects* 530 31.71 0.093
S &
S =
o O Studies comparing antiemetic Fixed effects* 93 12.39 NA
s O
22 regimens given without 14
g dexamethasone Random effects 95 13.09 0.348
(@)
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T a b4r5Model fit statistics for Bayesian information sharing models usquddict the effect of olanzapine regimens in childfienluding olanzapine
regimens in adulty. Comparison of fixed effects, random effects, and random effects with an informative prior informing the ksttwiseimeterogeneity

parameters.
o ) Model ) Betweenstudy
Qutcome Studies included in the network o DIC totresdev | Number of data points ]
* indicates preferred model(s) heterogeneity (SD)
£ £ 2 | Studies comparing antiemetic Fixed effects 290 69.7 NA
23 &8 4 . N 41
§ g 2 < | regimens given with dexamethason Random effects® 574 42,84 0.061
(&) -

(=] n
£ = % o | Studies comparing antiemetic Fixed effects 275 51.08 . NA
2 9% 35 & . . .
g g g £ | regimens given with dexamethason Random effects* 570 20.39 0.078
% E ? o Studies comparing antiemetic Fixed effects 288 50.30 a1 NA
o 9 > ] . . .
g = g < | regimens given with dexamethason Random effects* 582 2051 0.092
O 8 g

T a b4t6dodel fit statistics for Bayesian information sharing models useutdadict the effect of olanzapine regimens in childfienluding olanzapine
regimens in adults and children, for comparison with predictiony. Comparison of fixed effects, random effects, and random effects with an informative prior
informing the betweeistudy heterogeneity parameters.
o ] Model ] Betweenstudy
Outcome Studies included in the network o IC totresdev | Number of data points ]
* indicates preferred model(s) heterogeneity (SD)

% £ % o Studies comparing antiemetic Fixed effects 326 70.70 47 NA
2 9 & a : ; i
§ § o < | regimens given with dexamethason Random effects* 309 23.44 0.065

(=] n
% E % § Studies comparing antiemetic Fixed effects 315 61.7 43 NA
2 O B . . .
§ § 2 £ | regimens given with dexamethason Random effects* 308 20.85 0.083

o c

361



Model

Betweenstudy

Outcome Studies included in the network o DI totresdev | Number of data points }
* indicates preferred model(s) heterogeneity (SD)
% = ? o | Studies comparing antiemetic Fixed effects 327 70.56 47 NA
g g 8 S | regimens given with dexamethason{Rzndom effects* 321 21.07 0.093
O o E
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Tabd7®ost erior distribtudgpnbeferogkeaeachetywpamameter fr
effects meddly afatcahi lachd t he random effects model
Outcome| Antiemetic Child only data Child and adult data
regimens given
with Random effects model Random effects model
dexamethasong
Complete| YES sd sample: 300000 =d sampl=: 150000
response | [
resp 3] 22
in the : o
(o] |-
acute oL . . . . oL . . . .
0.0 1.0 20 3o 4.0 0.0 0.1 0z 0.3 04
phase o i -
NO o sd sample: 300000 . =d sample: 150000
S ool
2l 2
ol D_C!-
(=l [ ey | T T T T
0.0 02 04 05 foooor0z 03 D4
31 * =
Complete YES sd sample: 300000 sd samgle: 150000
Sof ool
_response Bt ot
in the &g-]\ ol
ol ; . . i o = T T
delayed 00 10 20 30 40 o0 02 o 1
phase o . =d
NO sd sample: 150000 sd sample: 150000
Zo| B
oa B AN T
C).--Il.n n'.n 1'.:: zl.n a'n D"I':' 00 10 20 20
sd *% =d
Complete YES o sd sample: 300000 sd sample: 150000
—cf Do
response EE @t
. =i —|-
in the ‘la_:ﬂ ol N
Ovel’a" < EITEI IJ_TEI 4?3 E—f[l e DTD D:E D:4 D:E
phase e . sd
NO | 39 sample: 200000 sd sample: 150000
=i 2|
=l o).
|
S oSy _
0.0 2.0 40 6.0 Lo Ry T T T T
sd . 1.0 0.0 1.0 20 a0
sd *kk
*Preferred model random ef f ect sstwidyh haent e rnofgoernneaitti yv ep e
**Preferred model random effects
***pPreferred model fixed effects
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Bayesian methods for incorporating adult clinical trial evidence to improve
the estimation of treatment effects in children.

Ruth Walker, Centre for Reviews and Dissemination, University of York

[ Background - \
Issues of conducting clinical trials in children :i‘\ | G ‘ ’

+ There is often a lower disease incidence in children compared to adults.

« Children may be reluctant te receive a treatment of unknown efficacy or take on the additional time 3
commitment of being involved in research 4.\

+ Pharmaceutical companies may be wary of the increased effort required ta canduct research with

/

Clinical trials

children (1).
A Inform healthcare decisions by
Consequences for children's healthcare | determining the eomparative
efficacy of treatment options. This is
+ Fewer children to take partin clinical trials that investigate how well medicines work often dane by randomising patients
to receive one treatment or the other
Less is known about the safety and efficacy of medicines in children compared to adults. This means and comparing their outcomes.
children are not always treated with the most effective medicines. ,
¥
Bayesian methods for bining clinical - Bayesian mformaltsl:; sharing methods
trial evidence. Indirect treatment (15Ms)
comparisons Incorporating adult data may help to overcome the

Decisions within healthcare are often informed by
multiple clinical trials comparing treatments of interest.

. - 1 Tuei . / \ Bayesian ISMs extend the traditional Bayesian NMA to
ysis (NMA) can { ‘borrow strength’ from a separate but related
° ° population (3).

scarcity of evidence in the children's population

2 Combine data from multiple clinical trials of multiple

different treatments 1 This ‘indirect comparison’
parison (dec) s + The model lud te li icator f
o Allow for comparisan of each treatment with every estimated by subtracting the estimate delmn Z rha"’d'”( ude 2 separate inear P'ej"l" ‘?’hm
other, of a direct comparisen dgc) (a adults and children or 2 meta-regression model with a
o Estimate ‘indirect’ treatment comparisons treatment compared in a clinica trials) binary study Icyc\ covariate for (adult/children) within
from another () with a common the linear predictor.

comparator (i.6., treatment A}

+ Bayesian NMA takes prior information or beliefs that e = o ae - oy ag.(2)

are updated by the model, based upon on the clinical

These estimate the difference in treatment effect
between children and adults, as an unknown parameter

trial data,
Prior distribution =" inthe model {A).
+ Prior distribution
Data MCMC methods |
5110100 / Children's data Adult data
It A class of algorithms that allows !
random sampling of a_ probabilistic 01,1000, 0,1,0,1,1,0.0,
space. 1 [
= — The methods ‘search for the
Bayesian NMA m -
yesial ode parameters values that have a higher _—
prabability of giving rise the data, and Bayesian NMA model
revisits these areas mare oftan
“osterior Distrit : | In doing so the algorithm
Unknowns © - treatment effect; simultancously creates the posterior |
parameters o variance distribution and samples from it 1o Posterior Distribution:
estimate unknawn parameters values. © - treatment effect { in children)

& variance (in children)
Aldifference in treatment effect betwaen adults and children)

The model includes 2 generalised linear regression
model and uses Markov chain Monte Carlo method
(MCMC) to create a posterior distribution (the
probability distribution after seeing the data) for each of
the unknown parameters,

+ This approach may be safer than models that assuming
adult data is generalisable to children, as there may be
differences in the relative treatment effects between
the two populations

‘When children's data is sparse, these analyses may still
not be able to estimate treatment effect with much
certainty.

, L

Anticipated impact for children’s healthcare

Including adult evidence can help to improve how certain we are about the effectiveness of medicines in children. This can:

+ Help healthcare providers decide which medicines to prescribe and help patients and carers better understand their treatment options

* Help reach about new medici sooner, without the need to do so many trials in children and young pecple. Instead, smaller clinical trials
could be used to confirm findings.

Referances:

Guo &, etal. 2017, "Statistical modelling for Bayesian ext

(1) Gamalo-Sisbers M, Savic J, Basu C, Zhao ¥, Gopala

1an b rapolation of adult elinical trial i
(2) Dias, 5., Ades, T, Welton, N. J., Jansen, 1., & Sution, 4. (2018). Netwark Meta-Analysis for
(3) Nikolaidis, G.F:, Woods, B., Palmer, 5. ot él. Classifying information-sharing methods. BMC Medical R

stion. ', Pharmaceutical Statistics 2017; , 16: 23249

ision 9. Wiley:
Methodelogy 21, 107 (2021)

National Institute for This praject is funded by the NIHR Dactoral Fellowship Programme NIHR3022%1. The views expressad are
N I H R | Health and Care Research those of the author and not necessarily those of the NIHR or the Department of Health and Social Care.

Fi g#4XTehi s poster was presented at the N8 Computati onse
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Background

Data on treatment effect in children is often lacking
compared to that in adults, in part, due to a lower disease
incidence in children.

Incorporating adult evidence into evidence syntheses that
inform child health policy, may be useful, as it may
improve our understanding of how treatments work in
children. However, this approach may also be risky as
children may respond differently to treatments compared

to adults.

Can Adult Evidence Improve Our Understanding Of Treatment Effect In Children?
Ruth Walker, Bob Philipps, Scfia Dias

University of York

Research aims

This concept was explored using data from randomised
control trials (RCTs) evaluating anti-sickness
medications in patients receiving chemotherapy.

The main aim was to determine whether the inclusion of
adult evidence could improve the precision of treatment
effect estimates in children and/or change conclusions
about which treatment are most effective.

@

Firstly, a Bayesian
network meta-analysis
(NMA) comparing
anti-sickness medicines
recommended for use in
children, was
conducted using data
from child RCTs only.
These analyses were
conducted using BUGS
software.

Adult evidence was
then incorporated
into these analyses.
The NMA model was
modified to
simultaneously
combine child and
adult data, whilst
estimating differences
in relative treatment
effect between the

Methods

Models assuming all
studies estimate the
same effect (fixed-
effect), were
compared to models
assuming study
effects are
exchangeable or
similar (random
effects).

Outcomes of
‘complete response’
i.e. novomiting or use
of rescue medication,
were assessed in the
acute (0-24hrs post
chemotherapy) and
delayed (24hrs-5 days
post chemotherapy)
phase.

The ability of the
analyses to improve
our understanding of
how well treatments
work in children was
assessed.

E

two populations.

x i

'Y

Results

Sixteen studies were included in the analyses, four (1118 patients) in children and twelve (8034 patients) in adults. In the NMA’s of child data, the
fixed effects models mainly were preferred. Differences in relative treatment effect between the two populations meant when incorporating adult

evidence into the NMA of child data, random effects models were mainly preferred.

On average, children gained greater relative benefit from anti-sickness medicines compared to adults (when medicines were compared to the
reference treatment ondansetron), as shown in the example below for complete response in the acute phase (other outcomes showed similar

results).

Including adult evidence introduced (in most cases), additional uncertainty into the analyses, making estimates of treatment effect in
children, less precise. Even for outcomes where precision was improved, our understanding of which anti-sickness medicines work in children

receiving chemotherapy has not changed.

APR MD 125mg :80mg D2-3 + OND + DEX.

OND + DEX vs APR 125mg D1 80mg D2-3 + OND + DEX

OND + DEX vs FOSA SD 3mg/kg D1 + OND + DEX

OND + DEX vs PALO MD 10ug/kg dose + DEX MD

APR 125mg D1 £0mg D23 + OND + DEX vs FOSA SD 3mg/kg + OND + DEX
APR 125mg D1 §0mg D2-3 + OND + DEX vs PALO MD 10ug/kg dose DEX MD

FOSA SD 3mg/kg D1 + OND + DEX vs PALO MD 10ug/kg dose + DEX MD

B Child estimate (ehild data only) Freed effect
e Child stimate (ot model) Rasdoe effects
1 W Adult estimate for comparision (Joint model) Random effects|
e e A B B S 1
1

15 2 25 3 35 4 5
Relative Risk

Figure 1. Network ciagram for antiemetic regimens given with Figure 2. Forest plot: Relative sk (R {
s in the acuts (959 Cef] in edults estimiate the joint model of
phas: le size is propartional ta the number of patients and f

g anticmetic reg

shaun far cemparisan. The cutcor

L mode of ettt Iyetiow). AR
\plete respanse in the acute ahase (0-24
the o

Values of above

the number of the ines equais th number of ol

, both

5. At doses prepitant, FO PALO DE;
ar i PR= e g N8 N e " in =
aprapitant, FOSA= fossprepitant, PALO= palonosstron, DEX= ioit ) fved by the s
_ -
ot
Conclusion

Adult evidence should not be assumed generalisable to children, and methods of synthesising child and adult data should
account for differences in treatment effect which may be present. For the inclusion of adult evidence to be beneficial,
there may need to be sufficient similarities in treatment effect between the child and adult populations. It may therefore
be advisable to compare relative treatment effects in primary studies, between child and adult populations, before

deciding whether to include adult evidence in syntheses of child data.

This project has been conducted by Ruth Walker at the University of Yori and Is funded by the NIHR Dactoral Fellowship Frogramme NIHR302291.
i  tha authar and ofthe NIHR arthe Health and Secial Care.
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(Il ead),

y(systemfit)
y(boot)
y(survival)
y(gl mnet)
y(tidyverse)
y(broom)
y(fixest)
y(sandwi ch)

y(pscl)

y ( MASS)

y(ordinal)

# Obtain the treat ment

SuUumma

# OR
2004

)

S umma
ame _

Ri

effect

chard

Ri

(log

ey, Mi r i

Rel ati ve

Appendi x

Ri sk)

peard 0. wyi ed2d@ 1 &b sn
del

i Ve

and

am Hatt|l

ry( Owtl moime e me alertho, rb(i nomi al (| innakme" loofg " )s,t uddat d PD_f |

usi nog eag rRosisi soonn model ,

ry( Outeaqgd mg c & me akertho, rf(ami |y

of _ study I PD_file

# Obtain the treat ment

SuUumma

effect

wi t h

robust er{(d@dobps, was
= poisson(link="10o0g
(log Rate Ratio) and

ry ( Ouwtl croomued €< me aAcrtho, r (draat nme _=o f _

# Obtain the treat ment

mo d e

-pol r(&att)ome (fact ornfamen) of dasttaudHe s PD=f TREE)

effect

(log

Odds Rati o)

stuydy | PD_file
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# replace 6outcomed with the name of the outcome var,
treatment variabl e.

# Obtain -ssthedywi ¢tdirnel ati on between the treatment effec
foll owing function:

BOOTSTRARInction(data, indices)|{

name_of _staddatBDbi hidliees, ]

reg-ylengtcome_barertporf(ami |y = poisson(link="1o0og"),dat a
treat .-coef (4dummary(regl))["factor (Arm)1", "Esti mate"]
reg-g3lengtcome_faorthorf(amily = poisson(link="1o0og"),data

treat -coef (Qummary(reg2))["factor (Arm)1l", "Esti mate"]
regressc¢oeths .  coef.1, treat.coef. 2)
return(regress.coeffs)

}

## Now produce the bootstrap sample using the above f
# Set the seed for reproducibility.

set.seed(12345)

resubbst{dama_ocf | POt diletic = BOOTSTRAP, R = 2000)

# (takes about 30 seconds)

print(results)

## Cal cul ate the correlation between the treatment ef

cor+clor<(resul ts$t[,1], results$t[,2], method = "pearso

corrl

# Repeat for different outcome pairs dmadld-lesdea bdaet a t o
5-6.
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5. 1Da&t a used for tamelmwlitsi (araii ant eanmd tyas i s)

TaboléData for outcome 1) compl ete reascpudamrese,hax)e vomiting, and 3) nausea i
Study Y1 Y2 Y3 Vi1 V12 V13 V22 V23 V33 SE1 SE2 SE3 Corl2 Corl3 Cor23
Bakshi 1.4178 | -0.53031( 0 0.198381( -0.02015| 0.00E+00| 0.021521| 0.00E+00| 1.00E+04| 0.4454 | 0.146702| 0.00E+00| -0.30832 | O 0
Radhakrishnan 0.368945( -1.1578 | -0.835| 0.010153[ -0.02399| -0.01445]| 0.121034| 0.047291| 0.213536( 0.100762| 0.3479 | 0.4621 | -0.68431 | -0.31036 | 0.294161
Kang 0.24517 | -0.47755| O 0.009475( -0.0132 | 0.00E+00| 0.023768| 0.00E+00| 1.00E+04( 0.09734 | 0.15417 | 0.00E+00| -0.87986 0 0
Sharma 0.7088 [ -0.55659| 0 0.077395( -0.04931| 0.00E+00| 0.049731| 0.00E+00| 1.00E+04| 0.2782 | 0.223004| 0.00E+00| -0.79482 | O 0
Merck (unpublished) 0.048974| O 0 0.010525( 0.00E+00| 0.00E+00| 1.00E+04| 0.00E+00| 1.00E+04| 0.102591| 0.00E+00| 0.00E+00| O 0 0
Gore 0.441833[ -0.38485| 0 0.093952( -0.06452 | 0.00E+00| 0.089832| 0.00E+00| 1.00E+04| 0.306516| 0.315653| 0.00E+00| -0.66683 | O 0

YLog rel atovariiask@nd &Ed-wirtrhoirn Ltowudy correlation.

Tab532eData for outcome 1) compl ete r edsepoapyseds e 2) vomiting, and 3) nausea in
Study Y1 Y2 Y3 V11 V12 V13 V22 V23 V33 SE1 SE2 SE3 Corl2 Corl3 Cor23
Bakshi 0.1174 | -0.05551| 0 0.092477| -0.041958| 0.00E+00| 0.02038 | 0.00E+00 | 1.00E+04| 0.3041 | 0.14276 | 0.00E+00| -0.96647| 0 0
Radhakrishnan 0.433484| -0.8452 | -0.393 [ 0.014894| -0.023588| -0.01495( 0.077173| 0.020791 | 0.183784| 0.12204 | 0.2778 | 0.4287 | -0.69574| -0.28576( 0.17458
Kang 0.667 -0.47587| O 0.025376( -0.01324 | 0.00E+00| 0.010718| 0.00E+00 | 1.00E+04| 0.1593 0.10353 | 0.00E+00| -0.80258( O 0
Sharma 0.4391 | -0.38285| 0 0.06285 | -0.0495 | 0.00E+00| 0.049543| 0.00E+00 | 1.00E+04| 0.2507 | 0.222583| 0.00E+00| -0.88712| 0 0
Merck (unpublished)| -0.12717( O 0 0.028696( 0.00E+00| 0.00E+00| 1.00E+04| 0.00E+00 | 1.00E+04| 0.1694 0.00E+00( 0.00E+00| O 0 0
Gore 0.384674| -1.95606| 0 0.027897| -0.09671 | 0.00E+00| 0.745979| 0.00E+00 | 1.00E+04| 0.167023| 0.863701| 0.00E+00| -0.67038| 0 0

Tabo3®ata for outcome 1) compl ete r esvpeamsdd, pzh)asveomi ti ng, and 3) nausea in
Study Y1 Y2 Y3 V11 V12 V13 V22 V23 V33 SE1 SE2 SE3 Corl2 Corl3 Cor23
Bakshi 0.8608 | -0.15082 0 0.297679 | -0.0158262 0.00E+00 | 0.008026( 0.00E+00| 1.00E+04| 0.5456 | 0.089589| 0.00E+00| -0.32378( O 0
Radhakrishnan 0.528961( -0.7056 | -0.336 | 0.022414 | -0.0159472| -0.037026 | 0.049863| 0.02518 | 0.117649| 0.149714| 0.2233 | 0.343 -0.72103| -0.47702| 0.328757
Kang 0.6964 | -0.38948| 0 0.036481 | -0.013378 | 0.00E+00 | 0.007574| 0.00E+00| 1.00E+04| 0.191 0.08703 | 0.00E+00| -0.80481| 0 0
Sharma 0.8499 | -0.47271| 0 0.112292 | -0.048935 | 0.00E+00 | 0.035388( 0.00E+00| 1.00E+04| 0.3351 | 0.188117| 0.00E+00| -0.77628( O 0
Merck (unpublished)| -0.1271 | O 0 0.028696 | 0.00E+00 | 0.00E+00 | 1.00E+04| 0.00E+00| 1.00E+04| 0.1694 | 0.00E+00| 0.00E+00| 0.00E+00| O 0
Gore 0.279314( -1.75539( 0 0.023219 | 0.00E+00 | 0.00E+00 | 1.00E+04| 0.00E+00| 1.00E+04| 0.152378| 0.00E+00| 0.00E+00| -0.52518( O 0

Y-Log relatovariiask@nd &Ed-wirtrhoirn Ltoudy correlation
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5.1Da3t a used for-amalysivar(adei mevdmaal analysis with seve

TaboH4®at a for outcome 1) complete responseac2ifenphasa severity, and
Study Y1 Y2 Y3 V11 V12 V13 V22 V23 V33 SE1 SE2 SE3 Corl2 Corl3 Cor23
Bakshi 1.41 0.00[ -0.69] 0.19[ o0.00[ -0.02] 1000 0.00 0.03[] 0.44] 0.00[ 0.17| 0.00| -0.33[ 0.00
Venkat 0.36|/ -0.21] -1.68 0.01| -0.00f -0.03 0.01f 0.01 0.26|/ 0.10[ 0.10[ 0.51| -0.48/ -0.59[ 0.34
Kang 0.24 0.00f -0.71f 0o.00[ 0.00[ -0.01] 1000 0.00 0.05[ 0.09( 0.00( 0.23[ 0.00( -0.64 0.00
0.70 0.00[ 0.47] 0.07[ 0.00[ -0.05[ 1000 0.00 0.06[] 0.27] 0.00[ 0.26| 0.00[ -0.76[ 0.00
Sharma
Merck 0.04 0.00[ 0.00 0.01f o.00[ 0.00[ 1000 0.00| 1000 0.10( 0.00( 0.00| O0.00[ 0.00f 0.00
Gore 0. 44 0.00[ 0.00[ 0.09[ 0.00[ 0.00[ 1000 0.00|] 1000 0.30/ o0.00[ 0.00[ -0.48/ -0.59[ 0.47
TabSb®ata for outcome 1) complete responsede2pnyraupbasseverity, and
Study Y1 Y2 Y3 V11 V12 V13 V22 V23 V33 SE1 SE2 SE3 Corl2 Corl3 Cor23
Bakshi 0.11| 0.00| -0.20f 0.09[ 0o.00[] -0.04] 1000 0.00|] 0.03[ 0.30[ 0.00[ 0.18[ 0o.00[ -0.85] 0.00
Venket 0.43/ 0.16/ -1.66/ 0.01f -0.00f -0.02f 0.02| 0.02| 0.23|] 0.12| 0.15| 0.48 -0.31[ -0.47( 0.26
Kang 0.66( 0.00[ -0.50f 0.02[ 0.00[ -0.01] 1000 0.00( 0.03[ 0.15( 0.00[ 0.19( 0.00[ -0.43f 0.00
0.43|] 0.00[ 0.46/] 0.06| 0.00[ -0.06] 1000 0.00|] 0.09| 0.25[ 0.00| 0.30[ 0o.00[ -0.84] 0.00
Sharma
Merck 0.12( o.o00f 0.00|f 0.02|] 0.00|] 0.00| 1000 0.00| 1000 0.16| 0.00( 0.00[ 0.00( O0.00[ 0.00
Gore 0.38{ 0.00[ 0.00[ 0.02[ 0o.00( 0.00[ 1000 0.00[ 1000 0.16( 0.00f 0.00[ 0.00[ -0.65 0.00
TaboSe®ata for outcome 1) complete responsepova)y andupdaseeverity, and
Study Y1 Y2 Y3 V11 V12 V13 V22 V23 V33 SE1 SE2 SE3 Corl2 Corl3 Cor23
Bakshi 0.86/ 0.00[ -0.24[ 0.29| 0.00{ -0.02 1000( o0.00f 0.03] 0.54 o0.00f 0.2127] 0.00 -0.25| 0.00
Venket 0.52 -0.47/ -1.66] 0.02| -0.01] -0.03 0.04| 0.02[ 0.17] o.15 0.21| 0.41| 0.48 -0.50 0.32
Kang 0.69 o.00/ -0.55( 0.03| 0.00[{ -0.01 1000 o.00f 0.03[ 0.19 0.00[ O0.18] 0.00 -0.42| 0.00
Sharma 0.85 0.00| -0.45 0.11| 0.00 0.05 1000( o0.00f 0.05/ 0.33 0.00f 0.24|] 0.00 0.72 0.00
Merck -0.120 0.00[ 0.00 0.02[ 0.00 0.00 1000 0o.00f 1000 O0.16/ 0.00| O0O.00| 0.00 ©0.00 0.00
Gore 0.27/ 0.00/ 0.00 0.02| 0.00 0.00 1000 o.00f 2000 0.15 o0.00[ 0.00| 0.00 -0.11| 0.00
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5. 1R 4c o dneu Iftoirv atainatl & smet a

#Uni var i atnealmestias using REML for comparison with multi

uni v. yidmerteande n<( Y1, SE1, Study, data = MVMA,
sm = "l ogRR", comb.random = FALSE )

uni v.yl.reml # View resul:¢t

uni v.y2merteande n<( Y2, SE2, Study, data = MVMA,
sm = "l ogRR", comb.random = FALSE )

uni v.y2.reml # View resul:'t

uni v.y3merteande n<( Y3, SE3, Study, data = MVMA,
sm = "l ogRR", comb.random = FALSE )

uni v.y3.reml # View resul:¢t

##r oduci ng tchoev avrairainacnec ematri x for the MVMA

y -&s . matri x( MVMA[ 2: 41])

y # View result

# and columns relating to the variances and covarianc
S -gas. matri x(MVMA[5: 101])

S # View resul' t

#Fi tting the multivariate model using mveta

model .t hr eenvanett aqmes S met hod="reml ") # met hod = Afi x
print(summary(model .three.outcomes),digits=3)

# Producing Odds Ratios and Confidence intervals
(cico<nfint (model .three.outcomes))

# Cls assuming normal ity

confint.default(model .three.outcomes)

## odds rati os
exp(coef(model .three.outcomes))
## RR and ClI

exp(cbind(RR = coef(model .three.outcomes), <ci))
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5. 1U.n5di vliiedvueed! correl ations
TabSlt7eeports the strength of the relationship be
complete response at the individual | evel The
outcome) and complete responrset (at phoestiwa eere maiu
vomiting in both Radhakrishnan et al 2019 and
correlation is seen been nausea and vomiting o
TabS7€orrel ations (phi coefficient estimates) between
estimated from RadlRalthiakhnasmnamdaelt Na2 XK B&20@Pgt.28120, 2
Nausea and complete response Nausea and Vomiting
Study Radhakr.i Nai k et Radhakr.i Nai k et
al ., 2 al ., 2
Acute phase -0.615 -0.651 0.413 0.622
Delayed phase -0.510 -0.647 0.175 0.628
Overall phase -0.523 -0.723 0.237 0.697
Radhakri shnd@aneat maht Q20Bm@sapsepitant + omwdanset
ondansetron + dexamethasone.
Nai k etTradat2nfe2n0t: co@lpami aminne + aprepitants + ont
aprepiomammsetron + dexamethasone.
As expected, in both studies, nausediaghd) e omi t i
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Figure5-1 Relationship between pairs of continuous outcomes (nausea sedityoaton Symptom Assessment SCEEAS)) and vomiting severity (number of vomits) at the individt

level estimated from Radhakrishnan et al. 2(R&dhakrishnan et al., 201@anel AC) and Naik et al. 202Naik et al., 202Qpanel DF).
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5.1.9ensianavliytsyes f or main anal yses

Tabo8Mul ti varamaley sies aof outcomes, compliatctéudéespgohPBb, aaraxaoglgu daigndgt epoadhai teannt g,/ st u
dexamethasbhe antiemetic regi men.

Univariate analysis | Confidence| Multivariate analysis**| Confidencel Multivariate analysis**| Confidence| Between
(Fixed effects) * interval (Fixed effects) interval (Random effects) interval study
RR (95%ClI) width RR (95%CI) width RR (95%CI) width heterogeneity
Acute 0.433 (0.175to 1.073) 0.898 0.550 (0.231 to 1.309) 1.078 0.51 (0.261 to 1.235) 0.974
phase 0.001
Delayed
0.675 (0.291 to 1.564) 1.273 0.897 (0.397 to 2.029) 1.632 0.733 (0.319t0 1.687) 1.368
phase 0.001
Overall | 714 0.365101.399)| 1.034 1.162 (0.678t0 1.994) |  1.316 0.837(0.456 to 1.535) 1.079
phase 0.004
Only those patients given dexamethasone were includewddy,n arhce mmnad agtse sf rfaom mS tehrema&K aentg eelt
*I'ncluding data on nausea

onl y)ystetse wfeirxxed nd fofremetd mhygde®inewass udyed *as i nké urdenlaagt i dveet ar iosnk c o

Tabi98Mul t i varanaley sried aof outcomes, compl et e r es peoxncsleu dinnagu saecgagnedenglh tvebindi g tignpgt,i e nntcsl/

wi t hout d e xianmetthhea saonntei emet i ¢ regi men.

Univariate analysis | Confidence| Multivariate analysis**| Confidencel Multivariate analysis**| Confidence| Between
(Fixed effects) * interval (Fixed effects) interval (Random effects) interval study
RR (95%CIl) width RR (95%CI) width RR (95%CI) width heterogeneity
Acute 0.433(0.175t0 1.073) 0.898 0.549 (0.231 to 1.307) 1.077 0.486 (0.203 to 1.163) 0.96
phase 0.001
Delayed
0.675 (0.291 to 1.564) 1.273 0.869 (0.381 to 1.980) 1.599 0.713 (0.309 to 1.643) 1.334
phase 0.001
Overall | 714 0.365101.399)| 1.034 0.952 (0.521t01.738) |  1.217 0.832(0.441 to 1.570) 1.129
phase 0.011
Only those patients given dexamethasone were includewddy,n arhce mmad agtse sf rfaom mS tehrema&K aentg eelt
*I ncluding data on nausea

onl y.,ysteltse wfeireed nd fofrenetd mygde®inewass udyed *as i nié urdenlaagt i dveet ar iosnk ¢ o
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TaboleMul t i varanmaley sries aof outcomes, compl et e erxeed puadn 1@, anpudnagah tpantdd gptnatnsi /tsitnugd,i eosn |w
wi thout d e xianmetthhea saonntei emet i ¢ regi men.

Univariate analysis | Confidence| Multivariate analysis**| Confidence| Multivariate analysis**| Confidence| Between
(Fixed effects) * interval (Fixed effects) interval (Random effects) interval study
RR (95%CI) width RR (95%CI) width RR (95%CI) width heterogeneity

Acute

phase 0.433 (0.175t0 1.073) 0.898 0.581 (0.245 to 1.376) 1.131 0.550 (0.230 to 1.305) 1.075 0.001
Delayed

phase 0.675 (0.291 to 1.564) 1.273 0.778 (0.344 to 1.764) 1.421 0.748 (0.325t0 1.721) 1.396 0
Overall | 2140365101399 1.034 0.966 (0.561t0 1.663) |  1.103 0.790 (0.415 to 1.504) 1.089

phase 0.001

*I ncluding data on nausea only, the fixed effect

moare | c wms| aitsee dr eassp d rhsee raenhveal tgiiswedsn g e ke d |

374



5.8 ul ti vari at eAnhNdtywsa\dkA | MEVE a
PIO=~@Nq 6 YT + W

A random effect multivariate NMAA(mManhhody dkerijv

was conducted i n & pBanyBelsd S nVefriddeneavpdp.kDd.axmh pl ace
di stributi en udry tchoea rveiltaltiimns, 4dsnaaryp croartrien ga ttihoe
outcome pair and 4 Amdanwar e toifanlu.n o e2s0t ladalB)ey t he s
However, given thesltiudiyt €edrmemadrn onf ewitti mart es a
uncertainty around the mean estimate was too |
covariance Imakelix.bdbasseést he bounds esft utdhye pr
correlation were t-ooveidiehbl|l ekismpds nigbhli @ matnhmoinx .
standard error was i mputed (ataldl. dw ,f @ars ttthe sc ovim
of the-cwarniramanéde mhtermati ve approach was consi
witdtwmdy correlation estimates were fixed for ¢
i mpl ausi bl e.

| PD studies created a network of three treatmen
(2) NK1 antagonists (aprepitant or fosaprepitan
(3) olanzapine + aprepibhaast #+nderbmeittiasdneat Me
between those receiving regimens with or withou
only those patients who received dexamethasone
patientsof{regatrdéestshey received dexamet hasone
a

nalyses with al/|l patients would make up the p

The multivariate NMA all owed for the incorporat
no | PD i 6Aafianaadtl eehi s ROl 4pgssi ble provided t|
arm and the corresponding svandabdeeonrocaftoul t

studies comparing those antiemetics present in
analyses. Sensitivity analyses excluding studie
reported in this appendi x.

l ncorporation of AD from clinical trials compar
network is also possible and was considered. Ho

wit-hfady correlations wdréd et me ang md oar ot darey dirrma
and given this would I|Iikely incorporate additd.i
appropriate.
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As the code provi dAd hiam aA eh asrad oegt-ea0idedcalfiCodmd | t | v a
NMA, the results weebtfeompanedatroaaerandbmsi s,
studies informing the anal ¥tsosi,nfochmisdmeda ylae pwe
heter ogene(iRho dheasr aefic taedr. § e GtR1do de and data for
NMAG section for further det aiol sdet eRensiunlet swhweetrhe

i mprovement in precision was made with the mult
the multivariate analysis) included studies rep
and/ or overal/l phase.

5.2R 2code fsarudwi tchoirr el ati ons/ arm | ev
The same code is ustudyocaderereéelvaet itdie estihmates as i s u:
5. BR1 code §toudwi tbimel ati ond) . However, to obtain th

each arm (as r-dMAicedefY ormodief MVYohafgkem fibatnholt ArEmM)io.
# Obtain the treatment effect (1l og RR) and its standal
Out cofAellongt c e me afertid,rb(i nomi al (I i memel_od" st udmrt aPH_fil e

# replace 6outcomed with the name of the outcome var,
treatment variable.

5.2Da3t a used-NMATr t he MV

To run-NtMAe uMY ng t he code pr o(VAcdheadn a ne tiAnahlB.0,@ S2el® D 4altl )wa r2e
three data files are required. The first provides a ||
al ong with tshteu dnye acno rwietlhaitni on for outcome pairs, and t

numbearr nosf i n each study.

Iist(

N1= X, #no of datapoints

N2= X, # no of studies x no of outcomes (5 x 3:
ns= X, # no of studies

no= X, #no of outcomes

nt.total =c( X, X, X),

mn. r hoWX X9 ( X #smeay odbébr wel &t inons from | PD for each out

# se.r@oWs=, c)0,. 05, #O-s0ebdof cwirtrheilmmati ons from | PD for each ol

#se.rhoW needs to be small for it to run with the uniform |
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NA = ¢(2,2,2,2,2) # no. of arms in each study (five studie:c
) )
END
The wstiwmdyw correl ati on estTiamBlde savddeesiede d of i mrh otrhme t hRD
distribution in th&MMhai(h.anat gsimnfohoWhan#MVse. rhoW v
However, as detailed in the methods section of the ma
vari-amceceamatri x for the informative prior distribut.
for all outcome pairs). The data are derived from all
dexamethasone). The unpupbpilosvihed Mef cknsatuidayy caoar ubed tav e do
nausea was not reported, and for the outcome of vomit
estimate a relative effect in the acute, del ayed and
TabolelWi t stmdy correlation estimates between outcome p
derived from the I PD of clinical trials i

Acute phase

R12 (Complete response

R13 (Complete respons

R23 (Vomit, Nausea)

vomit) nausea)
Bakshi et al. -0.3083237 X X
Naik et al. -0.8519577 -0.5771314 0.6317941
Kang et al. -0.87986 X X
Radhakrishnan et al -0.6843064 -0.3103594 0.2941614
Sharma et al. -0.7948215 X X
Mean (mn.rhoW) -0.70385386 -0.4437454 0.46297775
Standard error (se.rhow) 0.104406473 0.133386 0.16881635

Delayed phase

R12 (Complete responsg

R13 (Complete respons

R23 (Vomit, Nausea)

vomit) nausea)
Bakshi et al. -0.9664697 X X
Naik et al. -0.8312205 -0.5039884 0.5394396
Kang et al. -0.8025795 X X
Radhakrishnan et al -0.6957413 -0.2857564 0.1745803
Sharma et al. -0.88712 X X
Mean (mn.rhoW) -0.8366262 -0.3948724 0.35700995
Standard error (se.rhoW) 0.044969941 0.109116 0.18242965

Overall phase

R12 (Complete response

R13 (Complete respons

R23 (Vomit, Nausea)

vomit) nausea)
Bakshi et al. -0.3237785 X X
Naik et al. -0.8519577 -0.6070872 0.6642133
Kang et al. -0.804805 X X
Radhakrishnan et al -0.7210332 -0.4770154 0.3287573
Sharma et al. -0.77628 X X
Mean (mn.rhow) -0.69557088 -0.5420513 0.4964853
Standard error (se.rhoW) 0.095336456 0.0650359 0.167728
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Data file two provides information on the treatment e
compl ete response in the acute, delayed and overall p
whil st data from aggesggatledat astaneéi es &t e given a un
i n nume rstudyal(l, ard[pisr tie arm number within the trial (not the numbering within the network),

y[] is the treatment effect within that particular arm and se[] is the &dsacstandard errof(a b5F1e2Ta b | e
5-1 3T a b51el

Tab3lelr eat ment effect by arm, and the dat aad wntpeu tp hi
Study studyid] study(] arm[] y[,1] y[,2] y[,3] se[,1] se[,2] se[,3]
Bakshi 11 1 1 -2.1518 | -0.123614| NA 0.4204 0.055317 NA
Bakshi 11 1 2 -0.734 | -0.653926/ NA 0.1472 0.135873 NA
Naik 22 2 1 -0.53408 | -0.9249 | -0.72824| 0.07801 0.1145 0.09611
Naik 22 2 2 -0.24512 | -1.5669 | -1.34373| 0.04915 0.1816 0.15696
Radhakrishnan 33 3 1 -0.514899| -1.0394 | -1.7677 | 0.090626 0.1493 0.2434
Radhakrishnan 33 3 2 -0.145954| -2.1972 | -2.6027 | 0.044046 0.3143 0.3928
Kang 44 4 1 -0.65395 | -0.76214 NA 0.07845 0.8729 NA
Kang 44 4 2 -0.40876 | -1.2396 NA 0.05763 0.12708 NA
Gore 55 5 1 -0.944461| -0.587787 NA 0.119898 | 0.1216837 NA
Gore 55 5 2 -0.498991| -1.029619 NA 0.09617347| 0.09515306 NA
Sharma 66 6 1 -1.2287 | -0.346276] NA 0.2428 0.100462 NA
Sharma 66 6 2 -0.5199 | -0.902868] NA 0.1357 0.199093 NA
Merck 77 7 1 -0.1941 NA NA 0.0793 NA NA
Merck 77 7 2 0.1451 NA NA 0.0649 NA NA
TaboleIreat ment effect by arm, and the dat adeilnapyuetd f
_ yl.1] yl.2] y[.3]
Study studyid]] study[] arm([] R(llg% (log Risk) R(:g% se[,1] se[,2] se[,3]
Bakshi 11 1 1 -1.1963 | -0.360003 NA 0.2317 0.100387 NA
Bakshi 11 1 2 -1.0788 | -0.415515] NA 0.197 0.101504 NA
Naik 22 2 1 -0.76461| -0.6593 | -0.64272| 0.09949 0.0897 0.08816
Naik 22 2 2 -0.30228( -1.3437 | -1.34373| 0.0554 0.157 0.15696
Radhakrishnan 33 3 1 -0.66905| -0.9102 | -1.9218 0.10777 0.1346 0.2667
Radhakrishnan 33 3 2 -0.23556( -1.7554 | -2.315 | 0.057265 0.2431 0.3356
Kang 44 4 1 -1.34707( -0.3285 NA 0.13775 0.05092 NA
Kang 44 4 2 -0.68001( -0.80437 NA 0.08005 0.09015 NA
Gore 55 5 1 -2.89037( -2.890372| NA 0.0693877§ 0.06938776[ NA
Gore 55 5 2 -1.02962| -0.934309| NA 0.0951530§4 0.09668367[ NA
Sharma 66 6 1 -1.0055 | -0.455476] NA 0.2056 0.118622 NA
Sharma 66 6 2 -0.5199 | -0.902868 NA 0.1357 0.199093 NA
Merck 77 7 1 -0.348 NA NA 0.111 NA NA
Merck 77 7 2 0.475 NA NA 0.128 NA NA
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Tab5leff r eat ment effect by ar m, and the dat aovierpaultl fpo

Study studyid([] study[] arm[] Y] yi.2] Y2l se[,1] se[,2] se[,3]
(logRR) | (log RR) (log RR)
Bakshi 11 1 1 -2.3749 | -0.097638 NA 0.4762 0.048839 NA
Bakshi 11 1 2 -1.5141 | -0.248461 NA 0.2663 0.075107 NA
Naik 22 2 1 -0.9694 | -0.50509| -0.46313| 0.11876 0.07527 0.07126
Naik 22 2 2 -0.45447| -1.03136| -1.03136| 0.07073 0.12527 0.12527
Radhakrishnan 33 3 1 -0.880359| -0.6931 | -1.5735 0.13121 0.1104 0.2159
Radhakrishnan 33 3 2 -0.351398| -1.3987 -1.9095 0.072098 0.194 0.2664
Kang 44 4 1 -1.60944| -0.23995 NA 0.1633 0.04252 NA
Kang 44 4 2 -0.91301 | -0.62943 NA 0.9907 0.07594 NA
Gore 55 5 1 -2.89037| -2.89037| -1.79175| 0.0693877 | 0.0693877 | 0.101020
Gore 55 5 2 -1.25276| -1.13498| -0.84729| 0.0905612 | 0.0931122 0.1
Sharma 66 6 1 -1.5163 | -0.247836 NA 0.2945 0.082824 NA
Sharma 66 6 2 -0.6665 | -0.720546 NA 0.16 0.168903 NA
Merck 77 7 1 -0.348 NA NA 0.11 NA NA
Merck 77 7 2 -0.475 NA NA 0.128 NA NA
Finally, the third data file provides information on
presence of each outcome within the clinical trial an
I PD are in &t atctkkat exnrgmwdhgdregate data are in blue te>

studyid1[] allows data files two and three to be linked, t[,] indicates the treatment numbering in the network, o]
equals the outcome number out[] if this outcome i®regal in the clinical trial, otherwise it equals 0, and na[]is

the number of armd(a b5-1e5T a b5-1e6T a b5-1¢).
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Tabblesfr eat ment numbering for each arm within the netuv

clinical trial and the nuanbetre ofih ®@veme si. n each cl
Study studyid1[] s[] t[,1] t[,2] t[,3] of] out(] na]
Bakshi 11 1 1 2 NA 1 1 2
Bakshi 11 1 1 2 NA 2 2 2
Bakshi 11 1 1 2 NA 0 3 2
Naik 22 2 2 3 NA 1 1 2
Naik 22 2 2 3 NA 2 2 2
Naik 22 2 2 3 NA 3 3 2
Radhakrishnary 33 3 1 2 NA 1 1 2
Radhakrishnan 33 3 1 2 NA 2 2 2
Radhakrishnary 33 3 1 2 NA 3 3 2
Kang 44 4 1 2 NA 1 1 2
Kang 44 4 1 2 NA 2 2 2
Kang 44 4 1 2 NA 0 3 2
Gore 55 5 1 2 NA 1 1 2
Gore 55 5 1 2 NA 2 2 2
Gore 55 5 1 2 NA 0 3 2
Sharma 66 6 1 2 NA 1 1 2
Sharma 66 6 1 2 NA 2 2 2
Sharma 66 6 1 2 NA 0 3 2
Merck 77 7 1 2 NA 1 1 2
Merck 77 7 1 2 NA 0 2 2
Merck 77 7 1 2 NA 0 3 2
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Tab5lesTr eat ment numbering for each arm within the netw
clinical trial and t he nudndleapyheads ed c msneisn each cl
Study studyid1[] s[] t[,1] t,2] t[,3] of] out[] naf]
Bakshi 11 1 1 2 NA 1 1 2
Bakshi 11 1 1 2 NA 2 2 2
Bakshi 11 1 1 2 NA 0 3 2
Naik 22 2 2 3 NA 1 1 2
Naik 22 2 2 3 NA 2 2 2
Naik 22 2 2 3 NA 3 3 2
Radhakrishnary 33 3 1 2 NA 1 1 2
Radhakrishnan 33 3 1 2 NA 2 2 2
Radhakrishnary 33 3 1 2 NA 3 3 2
Kang 44 4 1 2 NA 1 1 2
Kang 44 4 1 2 NA 2 2 2
Kang 44 4 1 2 NA 0 3 2
Gore 55 5 1 2 NA 1 1 2
Gore 55 5 1 2 NA 2 2 2
Gore 55 5 1 2 NA 0 3 2
Sharma 66 6 1 2 NA 1 1 2
Sharma 66 6 1 2 NA 2 2 2
Sharma 66 6 1 2 NA 0 3 2
Merck 77 7 1 2 NA 1 1 2
Merck 77 7 1 2 NA 0 2 2
Merck 77 7 1 2 NA 0 3 2
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Tab5ler eat ment numbering for each arm within the netw

clinical trial and the nuombemalaeanc mmebn each cl
studyid1[] studyid1[] s[] t[,1] t,2] t[,3] of] out[] naf]
Bakshi 11 1 1 2 NA 1 1 2
Bakshi 11 1 1 2 NA 2 2 2
Bakshi 11 1 1 2 NA 0 3 2
Naik 22 2 2 3 NA 1 1 2
Naik 22 2 2 3 NA 2 2 2
Naik 22 2 2 3 NA 3 3 2
Radhakrishnary 33 3 1 2 NA 1 1 2
Radhakrishnan 33 3 1 2 NA 2 2 2
Radhakrishnary 33 3 1 2 NA 3 3 2
Kang 44 4 1 2 NA 1 1 2
Kang 44 4 1 2 NA 2 2 2
Kang 44 4 1 2 NA 0 3 2
Gore 55 5 1 2 NA 1 1 2
Gore 55 5 1 2 NA 2 2 2
Gore 55 5 1 2 NA 3 3 2
Sharma 66 6 1 2 NA 1 1 2
Sharma 66 6 1 2 NA 2 2 2
Sharma 66 6 1 2 NA 0 3 2
Merck 77 7 1 2 NA 1 1 2
Merck 77 7 1 2 NA 0 2 2
Merck 77 7 1 2 NA 0 3 2
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5. 2R 4c o d e -NfMAr

Thi ssNMA model code

MV

s takeéAchrmom afmedh dafpapdl gite dali.n 2@pledn B u

Version 3.2. 3.
model {

# i = data point (one for each arm
# arm = study arm

# s = study

# m = outcome

#Li kelihood for arm |l evel data
#===========Z=Z==========-=
for (i in 1:N1){

t mpl{sitjludy i d[i]

y[i,1:3] ~ dmnor m( mean.

omegal[i,-1n¥el s

cav.

#define elemeéentdy obvawitanoe matrix

co

V.

ma t-[pio,wi(,sle][ is 1]

. mat-[pio,w3(,s3¢e][ is 3]
. mat-[sie[li,,2]] *s e
. mat-[sie[li,,31]] *se]

. mat-[sie[2,,32]] *se]

. mat-[cio,v3 ,maJt [ £, 1

. mat {cio,v3 ,majt [ i £ 2

for(m in 1:no){

. mat-[piowe(,s2¢[ is 2],

. mat-[ciov2 majt [ £, 1,

2)
2)
2)
, 2] *cor[i, 1]
, 3] *cor[i, 2]
, 3] *cor [i, 3]
2]
31]

3]

of

wi t h

sel[ i, m] ~ dnor m(O, prec.se[m])T
# in OpenBUGS truncation is indexed
uni f.arpn.,mMjo-Wsmlrt (12)*se.rhoW m]/ 2)

uni f . bihn ., mi o W[ m] +(sqgrt(12)*se.

cor[i, m] ~

}

each

ma t#[ iwj-stthjichy preci si on

T(

rhowW[ m]/ 2)

y[study[i],arm[i], 1:

study),

3], omegali,,])
matri x

, ) not |

# parameter a

dunif (untddyw[comiel atniidn bpo d enl] )

# param

# within
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}

for(j in 1:ns){
for(k if 1:NA[]j])
for(m in 1:no) {

mean. y[-jmufk,j mim] <+ delta[]j, k;snpJeci fic treat ment e# feeftisne

#Random ef fesdtusd yb entowlesd n

deltal[-p, 1, m] < # delta in control arm to zero for

wl[j, 1;0m] <-arm adjust#wemul tn control group set to zeroc

for(k in 2:NA[j]){

delta[j,k,1:no] ~ dmnorm(md[]j,k,1:no],precBK[]j,k,1:no, 1:n

for(m in 1:no) {
for(mm in 1:no) {

precBK[ | ,-pbrm@mcim] rir)]/*k * ( k -study preci s#i obnetmwaeterni X

#Consistency relations between basic parameters

for (i in 1:N2) {

t mp2{sitjudy i d1[ i ] # temp var
for(k in 2:naf[i]l) {

md[s[i] ,-KdwwftiFiJow{[ik]qg[i,1]])*equals(o[i],out[i]) +

wls[i],H.deutt[ai[sH(id[,okutd-atfoial{]ii kJ9[i,1]1))*equals(o[i],ou
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swls[i] rkymuw(d]plucl)R])/ (k

#Constraints

# Effect in usual <care arm
d[1,a] <

d[2,-a] <

d[3,-a] <

#Prior distributions and
prec|[ 1l: nionviemsod( s<i gmal[ , ])
sd.se~ dunif (0, 2)

for(m in 1:no) {

prec. sepqw] s2d. s e,

sigmal-p,om]( sd[ m], 2)

sd[m] ~ dunif (0, 2)

for(j in 1:ns){

mulj, m] ~ dnorm(O0, 0.001)
}

for(k in 2: nt.total[m]){

or [ mekx]p (d[ m, k])
001)

d[ m, k] ~ dnorm(0, O.

# consistency equations:
OQutcomed[ 2-8%]J1, 2]

RR1_28xp( Outcomel_23)

Outcome2] 2303, 2]

RR2_28xpgOQutcome2_23)

S

set

t

parameters

[o]

t

zero

0]

estimat e
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OQut come-3d[233d343, 2]
RR3_28xpx( OQutcome3_23)

#spherical parameterization ( We i

pi-3< 1415
for (i in 1:2) {
for(j in (i+1):no) {
si gmadrihoj[li ,§1*sd[i]*sd[]]
si gmadsji,gimMa[<£, ] ]
gli-0i] <
ali,j] ~ dunif (0, pi)

rhof-injplrod(gl.i]l, 9gl.j])

g[ 1,-1] <

gl 1.-@9s kal

[EnY
N
~

gl 2-2ifnkal1,2])
g[1-8¢dskal[1,3])
g[2,-8]lnka[1,3])*cos(a[ 2, 3])

g[ 3,-8iinka[1,3])*sin(al[ 2, 3])

and

Hi ggins

2013)
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5. 2R 5code and data for the univariate

# This is a randonrareni ftercitasl smowdi etlh fao rbrierbohntiiavlie Irii kseklsi ha@o¢
OpenBuGs Version 3.2.3. It incl2tades$ nd wrimesttouenybteit we emr |
heterogeneity parameter. This informative prior was d
(Rhodes ewh@dnal g9dadédamgtsas with binary outcomes from
Systematic Reviews to obtain predicti?sé¢ adii sttriichutfioond
types of ewmtucsemanorfpaljletyi veemind subjective). A predic
objective outcomes (from clinical trials awitthi<«5Q hpar
Bayesian NMA comparing antiemetic regimeee botcbimkedre

The besttwedymn het erogeneity standard deviati o?n was then

model { # *** PROGRAM STARTS
for (i in 1:ns){ # LOOP THROUGH STUDI E
wli , Q@] < # adj usrttmettti dlos imal téro for control arm

del t a-[0i , 1] < # treat ment effect is zero for control

mulkllog(p[i,1])

p[i,1] ~ duwmageeéd,pad)iors for all trial baselines

# esimation of -sftiuxdeyd V' aryipa nccae ' within

V[ i1/ &[i,231/+n[2/,reli, 1]

ws [-1) v [i]

wWs gfwis][<i ] *ws][i]

for (k in 1:nafl[i]) { # LOOP THROUGH ARMS
r[i,k] ~ dbin(p[i,k],n[i,k]) # binomial l'ikeli hood
rhat Fp[ik]Jk]l< * n[i, k] # expected value of the numerators

# Deviance contribution
dev[ 2 k¥ (<r[i, KlJog*( r(hlastg (ir, [ki],)K] )
+ (n[i,k]) -*[i(-llolgXnhiat k], k])))

}
# summed residual deviance contribution for this trial
resdespml{dev[i,l:na[il]ll])
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for (k in 2:naf[i]l) { # LOOP THROUGH ARMS
log(pEmylkil]) « mi-hodebf{afid]k),

# tspdedi fic LRR distributions

del tal[i, k] ~ dnorm(md[i, k], taud[i, k])

# mean of LRR di satrrm bturtiialn sc o(rwietcht i nownl)t i
md[is&k[Qt[<d] &K]1,2]11 + swl[i, k]

# precision of LRRadmstribuUuticomnse¢wioh) multi
taud[-i ak] XY kk

# adjust mamtm fRCTsmul t i

wli kdektad[i[k]Jk]] + d[t[i,1]])

# cumul ative adfjmstmenatsfor multi

sw[i-skm(wili] }I)} k

}

}

totresdenresdev]|]) # Tot al Resi dual Deviance

d[ 1-p < # treat ment effect is zero for reference treat m

# vague priors for treatment effects

for (k indaommY{} .O0pKNL) ~

#sd ~ dunif (0, 2) tri#lvasgue prior for between

#1 a-p ow (-25)d , #t beawepneci sirdml| = v(al/i baentcvegd e n

W<ssum(ws][])

Wsgsum(wsql[])

ssqgW* (Ansy / (Wevgq\WV) # fixedstudyyiwadi amciet hi n
prior-1pr ewcar< var

logit.isq ~ dt(location_mu, prior.prec, df ) # empirical

sd. £¢sqg*-i sq) F'¢tlysmigcaslt'udyi vlairm ance

i sexp(logit.isqg)/ (1+exp(logit.isq))
tauwl/<ssd. sq

sd-sqrt(sd. sq)

# pairwise RRs and -WwiRRs domparlils @ms si bl e pair

for (cl)i)n {1: (nt

388



for (k in (c+1):nt) {
I nRR[ ed [kKd [ < ]

RR[ ¢ -&) p <dd[[ke]] )

}

}

# ranking on relative scale

for (k in 1:nt) {

rk[4]t +<Bnk (d#] alssumes events are "good"

# rk-rlapk€d[], ¥) assumes events are "bad"

best-lelquat s ( r#k [cka]l ,cu) at e probability that treat k is best
# calcul ates problabbkesty that treat &k is h

for (h in 1:emqgudl s (prrko[bk[]h,,hk)] <}

}

} # *** PROGRAM ENDS

list(ns=2, nt3320 |lodatiFolm,  mvar= 1.63)

tf, 1y, 1pl, 20,2 0,20, 23[,3F[,3h[,3hal]# Study

2 56 116 3 30 115 NA N A N A 2 # Nai k
1 14 82 2 15 82 N A N A N A 2 # Venkat
END

list(ns=2, nt3320 l|lodatiFoldm,  mvar= 1.63)

Del ayed

tf, 1y, 1pl, 20,2 0,20, 23[,3Y[,3h[,3hal]# Study

2 61 116 3 30 115 NA N A N A 2 # Nai k
1 12 82 2 17 82 N A N A N A 2 # Venkat
END

list(ns=2, nt3320 lodatiFoldm,  mvar= 1.63)
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Overall

tf.rr 0. 2pl, 230,280,200, 280, 3F[.,30h[,3hal[]# Study
2 73 116 3 41 115 NA NA NA 2 # Nai k
1 17 82 2 21 82 NA NA NA 2 # Venkat
1 14 17 2 15 27 NA NA NA 2 # Gor e
END

5. 2Rebsul t s of the multivariate NMA

5.2 . @Garlrel ation at the individual | evel bet w

The multivariate NMA wdsadiynfcomrmed ahy omh e swii tmhait
vomi ting outcomes studies deRadRakfiromn&adbakal
Nai k et( Mdi.k 20t2TGalibilgd, 28280) hese were the only st

outcomes within their | PD.
TabStle8B Wistthuidny correlation in treatment effect estimates bet
(Nai k et al ., 2020)
Within -study correlation between outcome pairs
Nausea and Complete respons; Nausea and Vomiting

Acute phase -0.577 0.632

Delayed phase -0.504 0.539

Overall phase -0.607 0.664

Treatment comparison: Olanzapine + aprepitant + ondansetron
Analyses including both I PD and AD, as well as
dexamethasone from the antiemetic regimens, wer
comparabl e with tThaeb5i24d a 95L2eliT a b2 .a nlAd ry s&lsl (out co
mul tivariate analyses introduced significant am
and | argely more imprecise than the random eff e

i nf or mi ng-stt uae ybgdewesietny parameter). The mul tivar
the benefit of adding olanzapine to aprepitant,
in the acut e, del ayed and overall Tphohlsede. (as i d
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5.2 .FBes2ul t s -NdfA tfltoe MW e

TabStleAnaliymsaé Isudi P D

ng |

bi

nary

out come

of nausea

andi aggueigrad epabaitant ahdst udi ¢ hewianhhoetmedeé xameglh ane ¢

Random effects Random effects
L . Between L . Between
Treatment Univariate Confidence Multivariate Confidence
Phase . i . . study . . . study
comparison* analysis** RR interval width heterogeneit analysis*** interval width heterogeneit
(95%Crl) genetty RR (95%Crl) genetty
1 0.994 (0.491to 1.975 1.48 0.553 (0.0459 to 6.324) 6.28
Acute phase 2 0.529 (0.233t0 1.18) 0.95 0.054 0.299 (0.009 to 9.066) 9.06 1.003
3 0.533 (0.357 t0 0.789 0.43 0.541 (0.044 to 6.869) 6.83
1 1.339 (0.698 to 2.598 1.90 0.759 (0.0769 to 7.171) 7.09
Delayed phase 2 0.653 (0.303 to 1.42) 1.12 0.0556 0.378 (0.01 9.75 1.947
3 0.491 (0.326 t0 0.716 0.39 0.506 (0.03 5.63
1 1.177 (0.668 to 2.154 1.49 1.046 (0.227 to 4.567) 4.34
Overall phase 2 0.657 (0.341 to 1.303 0.96 0.0459 0.625 (0.033 to 8.665) 8.63 0.9264
3 0.561 (0.405to 0.761 0.36 0.573 (0.0537 to 5.911) 5.86
*Treat ment comparison codes: 1) ondansetron + dexamethasone vs aprepitant +
2) ondansetron + dexamethasone vs olanzapine + aprepitant + ondansetron + de
3) aprepitant + ondansetron + dexamethasone vs olanzapine + aprepitant + ond
**l ncluding data on nausea only, *** jncluding data on complete response, vV 0
RRrel ative risk

ondansetro
xamet hason
ansetron +
miting and
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5.2.%eml3sitivity analyses

Tabi2eAnaliymsélsudi ng | PD aadaxaqlgudeignagt ep adtaiteant s/ st wchi ¢ hewiatnhho etmed é xamegh ang o

Phase Treatment uns/zrr}g?emai:igiz** _Confidence | Betweenstudy Mul?i\?;rcijz;[rgaer]::;ts?s** _Confidence | Betweenstudy
comparison* RR (95%Crl) interval width | heterogeneity RR (95%Crl) interval width | heterogeneity
1 0.994 (0.491 to 1.975) 1.48 0.534 (0.056 to 5.026) 4.97
Acute phase 2 0.529 (0.233 t0 1.18) 0.95 0. 054¢€ 0.290(0.010 to 8.785) 8.78 0. 9861
3 0.533 (0.357 to 0.789) 0.43 0.543 (0.045 to 6.791) 6.75
1 1.339 (0.698 to 2.598) 1.90 0.762 (0.0¢ 6.41
Delayed phase 2 0.653 (0.303 to0 1.42) 1.12 0.0556 0.381 (0.0 9.64 0.9714
3 0.491 (0.326 to 0.716) 0.39 0.494 (0. 04 5.60
1 1.177 (0.668 to 2.154) 1.49 1.111 (0. 272 4.38
Overall phase 2 0.657 (0.341 to 1.303) 0.96 0.0459 0.646 (0. 074 8.14 0.9468
3 0.561 (0.405 to 0.761) 0.36 0.559 (0.0H4 5.62
*Treat ment comparison codes: 1) ondansetron + dexamethasone vs aprepitant + ondansetro

2) ondansetron + dexamethasone vs olanzapine + aprepitant + ondansetron + dexamethason
3) aprepitant + ondansetron + dexamethasone vs olanzapine + aprepitant + ondansetron +
**l ncluding daftiaxedh ;fafusccta maod gl preferred in all analyses, * * * jtrsc lguidvienng ddeaxtaameat rh acsoonmpe

included inmtKangnatysaés2b0d86 and the Merck (unpublished) study, and no data from Sharn
RRrel ative risk
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Tab32elAnal ysi s

ek cll RO ooyl w gaonide g & tpehitd eptnat )s/ st udi es

withi mrtiwéetaout ecexiamet égis

Random effects . Random effects Confidence
Phase Treatment* univariate analysis** 'Conf|der]ce Betweenstudy Multivariate analysis** interval Betweenstugiy
comparison RR (95%Crl) interval width heterogeneity RR (95%Crl) width heterogeneity
1 0.994 (0.491 to 1.975) 1.48 0.519 (0.049 to 5.287) 5.24
Acute phase 2 0.529 (0.233 t0 1.18) 0.95 0.05486 0.280(0.008 to 8.229) 8.22 0.9308
3 0.533 (0.357 to 0.789) 0.43 0.541 (0.040 to 6.59) 6.55
1 1.339 (0.698 to 2.598) 1.90 0.741 (0.056 to 8.969) 8.91
Delayed phase 2 0.653 (0.303 to 1.42) 1.12 0.0556 0.363 (0.010 to 13.12) 13.11 1.026
3 0.491 (0.326 to 0.716) 0.39 0.496 (0.040 to 6.363) 6.32
1 1.177 (0.664 to 2.162) 1.49 0.814 (0.099 to 6.73) 6.63
Overall phase 2 0.657 (0.341 to 1.314) 0.97 0.0459 0.463 (0.019 to 11.49) 11.47 0.9913
3 0.561 (0.405 to 0.761) 0.35 0.572 (0.049 to 6.975) 6.93
*Treat ment comparison codes: 1) ondansetron dexamethasone vs aprepitant + ondans

2) ondansetron + dexamethasone vVvs
3) aprepitant + ondansetron +

**I ncluding data on nausea only,
RRrel ative risk

* * %

ol anzapine
dexamet hasone
including

V'S

dexamet h
ondansetr
vomi ting

+ aprepitant + ondansetron +
olanzapine + aprepitant +
data on complete response,
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Tab52eAnal ysi s

ek clRODioogl agghwegaudi dgt pati ent s/

st udi @hewiatnh d letmed é xa metgh anse

Random effects Betweenstudy Random effects Betweenstudy
Treatment | univariate analysis** Confidence heterogeneity | Multivariate analysis** Confidence heterogeneity
Phase comparison* RR (95% Crl) interval width RR (95%Cirl) interval width
1 0.994 (0.491 to 1.975) 1.48 0.0548 (569 (0.0521 to 5.61) 5.56 1.005
Acute phase 2 0.529 (0.233 10 1.18) 0.95 0.306 (0.011 t0 9.43) 9.42
3 0.533 (0.357 to 0.789) 0.43 0.541 (0.044 to 7.11) 7.07
1 1.339 (0.698 to 2.598) 1.90 0.0556 0.808 (0.076 to 9.123) 9.05 0.9628
Delayed phase 2 0.653 (0.303 to 1.42) 1.12 0.395 (0.013 to 13.08) 13.07
3 0.491 (0.326 to 0.716) 0.39 0.495 (0.042 to 6.305) 6.26
1 1.177 (0.664 to 2.162) 1.49 0.0459 0.793 (0.082 to 7.363) 7.28 0.9879
Overall phase 2 0.657 (0.341 to 1.314) 0.97 0.449 (0.0148 to 13.1) 13.09
3 0.561 (0.405 to 0.761) 0.35 0.567 (0.050 to 6.902) 6.85
*Treat ment comparison codes: 1) ondansetron + dexamethasone vs aprepitant + ondans
2) ondansetron + dexamethasone vs olanzapine + aprepitant + ondansetron + dexameth
3) aprepitant + ondansetron + dexamethasone vs olanzapine + aprepitant + ondansetr
**I ncluding daftiaxeh afafusceta mod ¢l preferred in all analyses, * * * jtrsec lguidvielng data on
dexamethasone were imcKanegdeti nalt h20 amadryd etshed rderck (unpublished) study, and no da
RRrel ative risk
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6 Chapter

Si

X

Appendi x

SIONCc qc¢ et BT WnVYl W~x ~A

6. LUH.PID f or mat
| PD was read into R in a wide format, i . e. one row per partici
TabBle An example of the | PD fNowRmani trhe qtuhier entu [ ttoi ncnoan douacctk asgne M Ln
Study | PatlD | Arm [ Treatment Sex | AgeRand Weight Diagnosis ChemoBlock| Emetogenicity | Dex | AcuteComControl | DelayComControl| OverallComControl
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6. IA;2Zgregat e

dat a

conduc:

Child population
Tab62e Aggregate data informing the sensitivity analyses
Study Treatmen| Arm AcuteComControl | DelayComControl | OverallComControl | Total | AgeRand_mean Age_sd| Sex
t N
Moshayedietal. | 1 Ondansetron 16 18 16 21 8.5 25 47.5
2021
Moshayedietal. | 3 Olanzapine + 14 15 11 19 10 15 18.7
2021 Ondansetron
Tanetal. 2018 1 Ondansetron 121 62 41 194 511 4.81 52.9
Tanetal 2018 5 Palonosetron 5ug 124 72 66 181 5.07 4.13 51.4
Tanetal 2012 6 Palonosetron 10ug 129 99 79 186 4.97 4.38 51.4
Gore etal. 2009 |1 Ondansetron 7 1 18 15 191 25
Gore etal. 2009 | 2 NK1 antagonist 17 10 8 32 15 1.73 33
Kovacsetal 201¢ 1 Ondansetron 95 46 39 162 8.18 5.17 40
Kovacsetal. 2014 6 Palonosetron 10ug 90 48 39 166 8-07 4.81 47
Kovacsetal 2014 7 Palonosetron 20ug 98 64 54 165 8-39 4.91 54
Lietal. 2022 6 Palonosetron 10ug 83 NR NR 100 10.2 2.8 32
Lietal 2022 8 GRAN SD 0.05 mg/kg| 72 NR NR 100 10.2 19 36
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Adul

t

popul ati on

conduct e

Tabek3dddggregate data informing the sensitivity analyses
Study Treatment Arm AcuteComControl DelayComContro| OverallComControl| Total N | AgeRand_mear Age_sd | Sex
Kim et al. 2017 1 Ondansetron 238 173 171 250 60.9 115 44.9
Kim et al. 2017 2 NK1 antagonist 227 176 174 244 59.7 114 45.6
Warr et al. 2005 1 Ondansetron 293 208 178 428 52.1 10.9 100
Warr et al. 2005 2 NK1 antagonist 329 238 221 438 53.1 10.7 99.5
Poli-Bigelli et al. 1 Ondansetron 180 123 114 286 53 14 49
2003
Poli-Bigelli et al. 2 NK1 antagonist 216 176 163 283 54 13 48
2004
Schmoll et al. 2006| 1 Ondansetron 191 152 146 245 58 11 35
Schmoll et al. 2006| 2 NK1 antagonist 213 180 175 244 59 11 39
Hesketh et al. 2003 1 Ondansetron 203 145 136 266 58 12 38
Hesketh et al. 2003 2 NK1 antagonist 231 196 189 264 59 12 37
Morteza et al. 2021} 1 Ondansetron 73 73 73 82 56.22 10.27 | 50
Morteza et al. 2021| 2 NK1 antagonist 78 78 78 82 53.32 13.73 | 50
Grunberg et al. 2 NK1 antagonist 1001 844 823 1175 55.9 12 36.3
2011
Grunberg et al. 2 NK1 antagonist 987 824 797 1147 55.2 11.9 37.1
2011
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6. Qode

for ML NMR

The R code for the main analkgsiess{ionei stdet APD:

extension of this code needeéd etgo eismsp loenme nitn ctl hues

aggregate dat a, is freely available at
https://dmphillippo.github.io/ multamndai/sritnfcdrem
by work conducted ByPhRHIilliippmo et adl.., 2020)

l'i brary(cli)

l' i brary(mul tinma)

l'ibrary(dplyr) # dplyr and tidyr for data
l'ibrary(tidyr)

l' i brary(ggpl ot 2) # ggplot2 for plotting cov
l' i brary(rstantool s)

l i brary(

options|(

readxl)

mc. cores = parallel::detectCores())

setwd("~/ Data")

| PDr ead.

csv("I PD. csv")

## Variables need to be set as numeric to be u

nma_i-pBD<%>%

mut at e (

Age = a
Sex = a
Wei ght
ChemoBI

s.numeric(Age),
s.numeric(Sex),
= as.numeric(Weight),

ock= as.numeric(ChemoBl ock),
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Diagnosis= as.numeric(Diagnosi s),

AcuteComControl= as.numeric(AcuteComControl),

# Set treademeeatecifassets using class model

trtclass = case_when(Arm == 2 ~ "NKI1 antagoni
Arm == 1 ~ "H5HT3 antagonist",
Arm == 3 ~ "OLZ + OND",
Arm == 4 ~ "OLZ + APR + OND"),

# Check complete cases for covariates and out

complete = complete.cases(AgeRand, Sex, Chemo
)

# check for missing values in the | PD.
sum(!nma _ipd$compl ete)

mean(!nma _ipd$compl ete)

#Exclude these missing values from analyses

nma _-fpdter(nma _ipd, complete)

#Set up the networks, setting the | PD with set

Net wor k-sleRDipd(nma_ipd,

study = Study,

trt = Treat ment,

r = AcuteComControl,
trt_class = trtclass,
trt _ref = "Ondansetron"
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Network _ | PD

### -NMMR model s###
##speci fiyn fwoeradkaldyi Y¥@2) priors on each parameter.

summary(normal (scale = 10)) # check the range

di stributions
##The regression models are specified with reg

# The outputs wildl include the prognostic effe
treat ment .

## Fixed effects model

FE_Modnenta<( Net wor k _ 1 PD,

trt _effects = "fixed", # fixed effect mo d e
link = "logit", ## | ink function

|l i kelihood = "bernoulli™",

regression = ~(Age + Sex)*.trt, 1
# class_interactions = "common",
prior_intercept = normal (scale = 10),
prior_trt = normal (scale = 10), # vague |
prior_reg = normal (scale = 10),

init_r = 0.1, # initial wvalues

QR = TRUE)

outpptinamt( FE_Model)
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# Random effects model

RE_Modmma&Net wor k _| PD,

trt _effects = "random", # random effect
link = "logit",

|l i kelihood = "bernoulli", ## |link functi
regression = ~(AgeRand + Sex )*.trt, ,
# c¢class_interactions = "common?",
prior_intercept = normal (scale = 10), #
prior_trt = normal (scale = 10),
prior_reg = normal (scale = 10),
prior_het = half_normal (scale = 2.5),
init_r = 0.1,

QR = TRUE)

outpptinrt ( RE_Model

—

# convergence checks

l' i brary(rstan)

stan_trace(as.stanfit(FE_Model), par s c("d",

stan_trace(as.stanfit(RE_Model), par s c("d",
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6. Bable of outcomes reported by each study provi
Tab6H4®©®ut comes included withi+i ntdhi e altADs e oorf ewahcihc hc Itirniiaclasl ctornitarli but ed to each
included in the appendix that were not reported in the
Study Complete | Complete Complete Rescue Rescue Rescue | Nauseain| Nauseain| Nauseain Severe Severe Severe
response| responsen | responsen | Medication | Medication | Medication Acute delayed | overallphasg Nausea Nausea Nausea
in acute delayed overall in acute in delayed | in overall Phase phase acute phasq delayed overall
phase phase phase phase phase phase phase phase
Childrenbés clinica trials
Kang et al. 2015 N N N N N N
Merck (unpublished) N N N N N N
Radhakrishnan et al. 2019 N N N N N N N N N N
Bakshi et al. 2015 N N N N
Sharma et al. 2020 N N N N
Naik et al. 2020 N N N N N N N N N N N N
Moothedath et al. 2022 N N N N
Adul tds clinical trials
Weinstein et al. 2016 N N N Analyses with adult data were only planned for complete response outcomes.
Rapoport et al. 2010 N N N
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Results of interaction anal yses

popul ati on

chapter six of this thesis, prognostic fact
tcomes. However, here in the appendiexgyr(Eefsasrn otnr

r each outcome are repa@rseduichurer hpri hbkbeudina

dicating the beta and interaction coefficient
d a bullet point summary of the prognostic f
mpeeresponse outcomes), the network plot and
gregate data, are reported (as no additional

ey were not conducted for the remaining outc

4Colmp |l et e response in the acute pha:
e finategPeBsmétoam model for outcome complete
variates of age, diagnosis and | ength of <chel
eferred (DIC: fixed effects 1181 vs random e
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Olanzapine + Ondansetrogy,

Olanzapine + Aprepitant + Ondanselm"

1 antagonist

Number of studies — 1 == > mm : 0 < [l 5

Treatment Class *

SHT3 antagonist * NK1antagonist * OLZ+<APR<OND * OLZ+OND

Total sample size ) 100 O 200 O 300 O 400

Fi g6l. e Net wor k pl ot

acute.phase

beta[AgeRand]

beta[Diagnosis]

beta]ChemoBlock]

beta[AgeRand: triclassNK1 antagonist]

betalAgeRand:tclassOLZ + APR + OND]

beta[AgeRand: triclassOLZ + OND]

beta[Diagnosis: ticlasshK1 antagonist]

Parameter

beta[Diagnosis: triclassOLZ + OND]

foredghesdiPOn neccwoipi enet i eceme nc &

betalDiagnosis.triclassOLZ + APR + OND]

beta[ChemoBlock: triclassMNK1 antagonist]

beta[ChemoBlock: triclassOLZ + APR + OND]

beta[ChemoBlock: triclassOLZ + OND]

d[NK1 antagonist]

d[Olanzapine + Aprepitant + Ondansetron]

d[Olanzapine + Ondansetron]

Fi gt2Feor est pl ot
ng the beta and interaction coefficients

indicati
compl et e

response

-
e
S
»
-
.
=
2
g
— e
S O —
B
> o
2 0 2

log odds ratio

t heed POs siied wof kefmeteance cthi ¢ @t me

Ob Y ahe aacawpeee pAilt&smtd,a nGNeDX -Ne m r oK

6AgeRasdéa continuous covariate for age abtl oroadn deco:
solid tumour, 6C

h e mo Bsl ioncgkl 6e nad thly encadr gy -croeldaii yn eant hee 10c
regi men.
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6. 4.1l1PO0 megae®sogmostic factors

T Those with a solid tumour diagnosis have a
response in the acute phase compared to thos:s
(0.208 to 0.684).

f For ev-gegroinmcrease in age, the odds of achi

phase reduces by ~10% OR 0.905 (0.861 to 0.

6. 4.11P2 megaesstenactions with treatment eff

T When ondaymoahéemot herapy regimen, the relatiyv
+ ondansetron compared to ondansetron, reduc
regimen (OR 0.407 (0.194 to 0.8520n NsBstAO
beneficial for bothdpantrieqitmwmems, swnegh eotamar n

at t heir mean value.

T A one unit increase in age translates into
effects of NK1 antagonist + ondansetron comp
and a ~ 22% increase in the r eliatei wwe aepfrfeepcitt
ondansetron compared to ondansetron (OR 1.22
derive greater relative benefit from addit:i

relative treatment eff gdtts ifsorseaeged 0, elak ha

6. 4.9emBsi ti viltRD ameay ayessessi on i ncluding aggregsea
The finatepbPBsmeba model , inclusive of aggregat
the fixed effects model was preferred (DI C: fix
main analyses, increamsdrnga agde riisslkssfocClaN\e di nwittl

modi fies (increases) the treatment effect of b
aprepitant + ondansetron (relative to ondanset
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Palonosetron 20ugy—

Palonosetron 1044 /

Palonosetron EUB‘“" //

Clanzapine + Ondansetron

Total sample size () 200 O 400 O 500 O 800

‘Ondansetron

(GRAN SD 0.05 mgrkg

1 antagonist

lanzapine + Aprepitant + Ondansetron

Number of studies — 1 == > mm 3 Hl <« [l 5

Treatment Class *® SHT3antagenist ® MK1antagonist * OLZ+APR+OND OLZ + OND

Data — AgD — IPD

Fi g6r3Neet wor k pl ot for rtelgeg elsD omet wonrckl unseitvae of aggr ega

compl ete response in the acute phase
betalAgeRand] |
beta[AgeRand: iriclassMK1 antagonist] -
g
&
beta[AgeRand: irclassOLZ + APR + OND] ——
betalAgeRand: triclassOLZ + OND) ——
d[GRAN 3D 0.05 mg/kg] &
&
@«
E
g d[NK1 antagonist] | —_—
o
d[Olanzapine + Aprepitant + Ondansetron] | &
d[0lanzapine + Ondansetron] T * =
d[Palonosetron 5ug] —*
d[Palonasetron 10ug] 1k
d[Palonosetron 20ug] &
-2 1 0 1 2 3

log odds ratio

Fi g64Feorest plot for-rtelye elsBRD ome ti marl ku smevtea of aggregat
ondansetctn) di pophkhdiicanhi ng the beta and interaction
adjusted treatmentcempeéeteforspbaseuDbdbmbheapé ntee PRPRPR:S
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aprepi t-oomtd,anGNeDt-Nemnr okKIni n -Ls dAgeR&aNndé&ous covari at

randomi sati on.

6. 4Ca2mpl et e response in the delayed p

The finatepbPBPsmeba model for outcome complete r
age, sex, diagnosis and | ength of chemotherapy

(DIC: fixed effects 1195 vs random effects 118

O +On ﬁ

ol + o + O " 1 antagonist

Number of studies — 1 == 2 = 3 Il « [l 5

Treatment Class * 5HT3antagonist * NK1antagonist * OLZ+APR+OND OLZ +« OND

Total sample size () 100 O 200 CT 300 O 400

Fi gotNeet wor k pl ot f or rtelge elsBD ome tf viboor iipHreetteay r ece m® nes e |
del ayed phase
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betalSex] —

beta[AgeRand] L
beta[ChemoBlock] ——
beta]Diagnosis] —— |
betalSex.triclassNK1 antagonist] —
beta[Sex.triclassOLZ + APR + OND] —_—
beta[Sex: triclassOLZ + OND] —_— T
betalAgeRand: triclassMNK1 antagonist] L ] =
5 betalAgeRand: trtclassOLZ + APR + OND] - 3
g betalAgeRand: trtclassOLZ + OND] ——
LS:" beta]ChemoBlock: friclassNK1 antagonist] —_—
beta[ChemoBlock: trtclassOLZ + APR + OND] —_—
beta[ChemoBlock: triclassOLZ + OND] T 2
beta[Diagnosis:iclassMNK1 antagonist] —
beta[Diagnosis:.iriclassOLZ + APR + OND] *
beta[Diagnosis: triclassOLZ + OND] +*
d[MNK1 antagonisi] e e
d[Olanzapine + Aprepitant + Ondansetran] T 2 =
d[Olanzapine + Ondansetron] -
] -3 3 6

0
log odds ratio

Fi gotGFeor est pl ot t h-redg POssniedtwof kefmetaeance cthi ¢é @t mepiuhd)
the beta and interaction coefficients for eacbmploetae

in the del aGleXlaphapeampe,.e pARROmtd,a n@NeO-Memnu,r oKKIni n -ils a
continuous covariate for age amaldmpdimiesatdbbDoagnoSers

bl ood csamlcied ,t dmmwBilrgc & hee bi-seanygl eodayi ahe mouH-diay p
chemotherapy regi men.

6. 4.12P0 megae®sobgnmostic factors

f Those with a solid tumour diagnosis have a
response in the delayed phase compared to th
(0.229 to 0.835).

T For ev-gegroinmcrease in age, the odds of achi
phase reduce by ~6% (OR 0.941 (0.923 to 1.0

6. 4.12P2 megae$sstenactions with treatment eff

T When ondaymahéemot herapy regimen, the relatiyv

+ ondansetron compared to ondansetron are re
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day regimen (OR 0.262 (0.101 to 0.657). N.B.
NK1 antagonists to onddayethemotberpatyi erigs
other covariates are held atdayiemegsneatnhe ad b

CR just crosses the |ine of no effect but i
6. 4.2emBsi ti viltRD ameay ayessessi on i ncluding aggregse
The finatebPBPsmeba model, inclusive of aggregat
sex. Here, the random effects model was preferr

As with the main anal ywesh Bncreraskeangedgei sk at$

phase.

Palonosetron 20ugpe—o— ¢ Ondansetron
Palonosetron 10ug 1 antagonist
Palonosetron Sug lanzapine + Aprepitant + Ondansetron

Olanzapine + Ondansetron

Total sample size () 200 Q 400 O 500 O 800

Number of studies — 1 == > mm 3 1l + [l 5
Treatment Class 5HT2 antagonist  ® NK1antagonist * OLZ+APR+0OND OLZ + OND

Data — AdD — IPD

Fi g67TNet work plot for-rtelye elsBRD omegt warck umseitvee of aggreg:

compl ete response.in the del ayed phase
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beta[Sex] ——

betalAgeRand] *

beta[Sex triclassMK1 antagonist] ———————

L

beta[Sex triclassOLZ + APR + ONDY]

o
L1}
&
beta[Sex triclassOLZ + OND] g
beta[AgeRand: triclassMK1 antagonist] k3
§ betajAgeRand: triclassOLZ + APR + ONDY] ——
@
E |
g betaj4geRand: triclassOLZ + OND] ——
o
d[MK1 antagonist] .
d[Olanzapine + Aprepitant + Ondansetron] .
d[Olanzapine + Ondansetron] g
(=1
d[Palonosetron Sug] i

.

d[Palonosetron 10ug]

d[Palonosetron 20ug] g

log odds ratio

Fi g68Feorest plot for-rtelye elsRD ome ti marl ku smevtea of aggregat
ondansetctn) di pophbdiicani ng the beta and interaction
adjusted treatmentcembéet efoespbeaseut Obhbhacbteli ared APIR
aprepi t-omtd,anGNeDt-Nemnr okKKIni n -Ls dAgeR&andéous covari at
randomi sation and O0Seaxléd ¢ mhalaebi nary covari a

6. 4Ca8Bmpl ete response in the overall p |

The finatepbPBPsmeba model for outcome complete r
age, diagnosis and |l ength of chemotherapy bl ock
fixed effects 1168 vs random effects 1155).
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Olanzapine + Ondansetromy,

’”%dansetrun

Olanzapine + Aprepitant + Ondansetro’ 1 antagonist

Nurmber of studies — 1 == > mm : Hl « [l 5

Treatment Class * 5HT3antagonist = NK1antagonist * OLZ+APR+OND OLZ + OND

Total sample size () 100 Q 200 O 300 Q 400

Fi gotGNeet wor k pl ot

overal.l phase

beta[ChemoBlock]

beta[AgeRand]

beta[Diagnosis]

beta[ChemoBlock: triclassMK1 antagonist]

beta[ChemoBlock: triclassOLZ + APR + OMND]

beta[ChemoBlock: ticlassOLZ + OND]

betajageRand: triclassMK1 antagonist]

beta[AgeRand: ticlassOLZ + APR + OND]

Parameter

betajAgeRand: triclassOLZ + OMND]

beta[Diagnosis: triclassMK1 antagonist]

beta[Diagnosis: ticlassOLZ + APR + ONDJ

beta[Diagnosis: ticlassOLZ + OND]

d[MK1 antagonist]

d[Olanzapine + Aprepitant + Ondansetron]

d[Olanzapine + Ondansetron]

-2 0 2
log odds ratio

ejeq

for rtelgea elsBD ome tf oo fRpHneetteau r e e M@ ne & i

Fi gt ®or est

pl ot

t hreed POs nied wof kemetance cthi ¢ @t ment

popul,atiimdcdi cating the

bet a

and

nteract.

(]

n coeff

for the

oammgloentee ofesponse.

Qb dorez @ piamea e pAPpHaag e

ondanset-Nemnu,r odKIn i

n -is @aAgeR&and&Gous

covar

ate for

cien
OND
age

a binary-tlovad i astoelcidad ,t A mour ,

chemot her apmu kdeagyi ncehne,molt her apy

6ChemoBsioncgklbe ad &y nary
regi men.
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6. 4

IR megae®sogmostic factors

T For ev-gegr oinmcrease in age, the odds of achi

phase reduce by ~10% (OR 0.905 (0.852 to O.

f Those with a solid tumour diagnosis have a

response in the overall phase compared to th
(0.1237 to 0.507).

6. 4.I3P2 megaceisqnitemactions with treat ment eff

I A ounrmi t increase in age translates into a -~/

effects of NKI1 antagonist + ondansetron comp
and a ~ 17% increase in the r eliatei we aepfrfeepcitt
ondansetron compared to ondansetron (OR 1.1

children derive greater relative benefit fr
6. 4.BemBsi tiviltRD ameay ayessessi on i ncluding aggregsea
The finatebPBPsmeba model, inclusive of aggregat
the random effects model was preferred (DI C: fi
the main analyses, increasengeageiisk ads dcdiNat e d
however, no interaction effect for this covari
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Palonosetron 20ugy—— " Ohdansetron

Palonosetron 10ug’ 1 antagonist

Palonosetron 5ug” lanzapine + Aprepitant + Ondansetron

Clanzapine + Ondansetron

Total sample size O 200 Q 400 O 600 O 800

Number of studies — 1 == 2 mm 3 1l + [l 5
Treatment Class 5HT3 antagonist * NK1antagonist * OLZ+APR+OND OLZ + OND

Data — AgD — IPD

Fi g6 ®et work plot for-rtiye elsBRD omegt warck umseitvee of aggreg

compl ete response. in the overal/l phase
betalAgeRand] *
beta[AgeRand:.triclassMNK1 antagonist] -
o
@
o
beta[AgeRand: ticlassOLZ + APR + OMND] g
beta[AgeRand: iriclassOLZ + OND] —-—
T
© d[NK1 antagonist] - »
E
ful
o
o d[0lanzapine + Aprepitant + Ondansetron] L
d[0lanzapine + Ondansetron] '
[=1
d[Palonosetron Sug] L 2
d[Palonosetron 10ug] T »
d[Palonosetron 20ug] L 2
2 1] 2 4

log odds ratio

Fi g6XZorest plot for-rtlye elsBD ome tiwmorl ku smevtea of aggregat
ondansetctn) di pophbediicani ng the beta and interaction
adjusted treatmentcempeéetefoespbeaseut@Qoinkreodyienmal | APDR

aprepi t-omtd,anGND-Nemnmy okKKInin -Ls dAgeRa&andédous covariat

randomi sati on.
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6. 4dRedscue medication in the acute pha:

The finatepgPBsmeba model for outcome Orescue me
age, diagnosis and | ength of chemotherapy bl ock
fixed effects 456 vs random effects 456).

Olanzapine + Aprepitant + Ondansetr ?‘@ndansetrnn

Total sample size O 120 O 160 O 200 O 240

Treatment Class ° SHT3antagonist ® NK7antagonist ®  OLZ +APR +OND

Numnber of studies — 1 1l 2

Fi gorr dlet work pl ot for -rtelge elsBD omet vioe & ct uheet @peudti ccoamea oonf i

acute phase
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betalAgeRand] -

beta[Diagnosis] ——
beta[ChemoBlock] —
betalAgeRand: triclassMK1 antagonist] L]
o
beta[AgeRand: triclassOLZ + APR + OND] - g
=
E beta[Diagnosis: triclassMK1 antagonist] I
o
@
o
beta[Diagnosis: triclassOLZ + APR + OND] L
beta[ChemoBlock: trtclassNK1 antagonist] —_—
beta[ChemoBlock triclassOLZ + APR + ONDJ —_——
d[MK1 antagonist] ——
a
d[Olanzapine + Aprepitant + Ondansetron] —_—
o 10 20

log odds ratio

Figaer£orest plot thregPOsanieonmwofkefmetance cthi ¢ @t ment ¢
popul,atiimdcdi cating the beta and interaction coefficien
for the mwmescwanemedi cati o.n ObmZ ahe apampee pARBRsnet , OND
ondanset-INemnu, odkKIni n -ls @AgeRanddédous covariate for age
a binary-ltloovad i adoelci®dd ,t dmour, O6ChemoBlsoicnkg§l € sda bi nce

chemot her apmu kkdeagyi ncehne,molt herapy regi men.

6. 4.14P0O0 megae®Psobgmostic factors

T For ev-egeq §r onecrease Iin age, the odds of n
~15% (OR 1.150 (1.068 to 1.258).

6. 4. 14P2 megaessatenactions with treatment ef f

T For diagnosis (blood cancer vs solid tumour)
treatment effect, suggesting those with soli
olanzapine + aprepitant, but both derive so
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T Those on a multiday regimen derive | ess bence

ondansetron, compadraeyd rteog itnheons,e bount aa gsaiinng | eb o

6. 4Reébscue medication in the delayed pl

The finatepPBPsmeba model for the outcome of &r

included the covariates of age and diagnosi s. I

fixed effects 514, vs random effects 506)

Olanzapine + Aprepitant + Ondansetri { Ondansetron

Total sample size O 120 O 160 O 200 O 240

Treatment Class 5HT2 antagonist ® NK1antagonist * OLZ +APR +OND

MNumber of studies — 1 . 2

Fi gorr ®et work pl ot for -rtelge elsBD omet vier & ct uheet @oeudti ccoame oonf i
del ayed phase
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Figar@®@orest plot t hreedPOssiedwo¢kemetance cthi ¢ @t ment

popul.,atiimdchi cating the beta and interaction coefficien

for the wmescwanemedi cati on. i QbZ bhae zdeiagpyedApRaanste, OND

ondanset-Nemn,r oMKIni n -ls @AgeRa&andadous covariate for age
a binary-lxloovad i @adoelci®dd ,t dmour .

6. 4 .PBraddlgnostic factors

None

6. 4.15nt2eractions with treat ment effect

T For diagnosis (blood cancer vs solid tumour)
treatment effect, suggesting those with sol

Ol anzapine + Aprepitant, but ferabbvh gefbdeps
line of no effect.

417























































































