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discrepancy between the S04 requimed by
the protocol compased to that precticed at
many of the hospital-based sites selected for
the study, Despite their prior agresment to
participate in the smdy some THS wers
lendified ar men-aligoed om this ecital
iae. Thi non-alignment waz  ofien
wentified a: the remlt of resistamce by
rebuctant partscipants in the complex chnxal
envrommienl — pharmacy beads, corpotate
boards, department chairs, residents, st —
who, having not been sufficienty educated =
io the merits of the stwdy, were not owning
it andfor were not compensated. It was
determined that the Pls ficed neagly
impossible oddi I sesching  required
enrellment levels.

Te pectify the situation, Meps were mken (o
unprowe  communication: betveen  the
spongar and exwrtng ntes. This meluded an
enriched communication: progranme and
promictional campaign to raise the profile of
the study within scademic medical centres
by revisiting those with ongoing potential -
a significantly lower-cost option  than
recruiting sdditional gites. As o remle of the
intervention, LIS ensollment was incressed
by 11%.

Gaining momentum

Maleolm Gladwell’s best-seller The Tipping
Peiit, How Littke Thesge Can Make & Bip
Difference’ presents the notion that new
trends are crested when idess take haold and
spresd ks wldiine. .ﬂc-nur\dmg_ b Gladwell,
ideas or fashions spread quickly for various
reasons, but mostly becanse lods of letle
charipes can besd to big effects

Chineal trial patient secraitment methody
are experiencing low of rmall changes too, u
meaentum builds revards a ‘tpping point’,
The dayr of viewing patient recruitment
an afverthowpht are numbered ar the werd
advances towands calkbaration, mformation
sharing and a sophisticated, proactive
Flmint P:rq-n:ﬂ.'-“ .ﬁ.]l:hﬂl.ls]’! i;h.'mg-: 13
mccesshally undereay, turning this approach
inte an industry-wide sisndard practice wall
ke some doing, It will mean implementing
process  changes 20 recruitment and
enrgllment bruer are routinely handled
uplfront in an coganised, syematie fihion,
whibe sl allewing the unague features aof
individual rrials 1o be recognised,

IPM offers a bet-practices approach o
improving the many steps that compriss
puiient recruibment — pmin-ml d-:\u'lnpmai.
budgeting, site selection, medin campaign,

edpcaton and traiming — tat will oltimately
tip the scale towards mose predictable and
effective recruitment and enrcllment

prciices. m

Frank & Bilpareick i president and Jesnne
Flayd vice-preident fehief aperaring afficer of
Healtkcare Communmications Gronip, Sassnie
I Steimbery is direcior, sexwal health, with
Bfize  Developmeni,  The  awthors
acknowledge the comivibwtion of Anan Newer af
Medical deScriptions, and of Cindy Gianelli
amd ijﬂ' Lljlamﬁ.rz from the Healifcare

Communications Cromp.
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Comigd athoa?

i slualons?

xmgnies, e, be selecbed and evaslualed?

Questions faced by empowered patient-enrollment teams

< Can the dinicsd risd bosm beosme comiorlable with the comiple and dypnamic natoie of the subjed
enmllment challenge - including underdtanding its resowee demasds, seed for interactivity based
oy dadby- choasg g ouloemes and (e creative, nenlinear natuse of s solution?

= O what bagks e the staled reciuiiment goak and Limsines loosbde?

= Froum e potspectio of the sponsor's deselopmed pipelie s codporate srabegies, i this telad tuly
prvatal, and il s, whal insesbment i subjed recrulmenl can be made bo edsune ils om-lime

+ What histoscal docimenation axidts b confum hat the best onnaing sited hawne boen selibed?
W ennoBment osloomes se nol a4 expeched, B thene sa ellicent sl srabedgy 1o lerminale ualenable

+ By whal secruibmend peslosmance slandasds will culsourced prosiders, b= (05, palienl ped rilliraenl
- [moes the cnsfmesd prooess include 2 high degree of intemciion wilth investigatiee sfes by

providing rigorus, seal-time tracking of avvesiments and contiseows measunement of suocess and
reallecalion of resounces a5 ke project snlobds, versus walling wadil peoject 1esope?

Proactive planning at Pfizer

Rraining, 2 encouage kng-lenm comiml ments,

peopecbed first subject’s First visil.

b 00T, Pizer Lo beed the Okl Trisd Beceuitmeni Sevioes (CTES) qromp, o ceniialoed, globad paliend
pecrui mend resource fod Lhe compeay thal opesates from (he memite thal patient secruitmend 5 abaul
much mane than recduiling patients lor individual Shede.

“We ate weorking lowand making patien] recuibment a shaadssdised business process wilh defined
Bl pinlices 20ed 3 cosshslent ook and Feel across the company™, says Plioers Peler DiBllaso,

CTiS believes that swcoesslul patient recouiiment requives carly consideration al ihe programme
kvl whense 30-40 sudies may bz In vaskows dages of developmenl. Because Pliger |5 inlesesied in
kaibding velalionships wih investigative sies, e comguay may maove Toverd disowssions wills sites of
inberest 1o discuss e enling paciage of shedies a5 a way o siidegise about mecruilmenl, gromoebe

B keeping with The comgany’s proaciive appreach to pabiest seceuilmesl, PMize has adopled a
medric wheteby the teciuitmenl plaa needs bo be adopded aod elablished ten weeks piar to e
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Trial recruitment
reassessed

Patient enrollment for clinical trials is coming of age, say Frank 5 Kilpatrick, Jeanne Floyd and

Susanne | Steinberg. Recruiters are more and more likely to carry out detailed planning in the early
stages of protocol development and select principal investigators according to their track records

here ¥ a2 Erowmg swirensss among
Tplu'rmc:ul"h:d cnmpani:l: that adnpthg
3 prosctive patient recruitment process
can fignifscantly reduce delays in Phase 1, 111
and 1V clmical emk. Bat o be effective,
recruibment plinning and execution needs to
be emtablished a5 a core chnical development
proces, requising & fundamental shift in both
culiure and procedace 50 that this expentiss
fanks alemghiide purposciul protocol deiggn
and ebjective data manapgsment & anctential
dement of ‘good study practice”.
Siady enrollment can be problematic for a

sarsety of reasong — low subject and referral
wovareness,'” demanding: protocol inclosions

Figure 1: Interactive enrollment process

PROCESS

exclusion plethors  of
-:-m'r:p-:l:il:i.'l.'e siwdies :::t'l-:n'h_i*_ thie sammee pﬂ.ﬁ:nt
populstion, and concern over experimental
deug safery In addigon oo these very real
challenges, there ae abo decper plemi
LI5S o fome organsations, often rooted In
siloed  structures that relegate the vital
activity of mbject engollment to “resctive’
mecde. As 3 perult, enrollment can miss out on
the upfront cercurces and senbor  bewel
mpport that @ nesded i scheduled trial
tmelines are o be met

Wieh study sites aditicnally expected to
take responsibafiy for Gmely ewollment,
Juaposed against the dismal stitic that 805

criterza, the

IMNITIATIVES
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of research trisds are not completed on time,!
a mote effective sppreach is the nteractive
process model (TPM) which b Emecressingly
being implemented by progremive dmug
developers such as Plieer and Sanoli-Aveniis
to asure cormubent and timely enrcllment
oallc ey,

Model overview

IFM i not 2 magee buller offering a singhe
santicn to smdy-specific patical recruitment
problems. Instead, it recogniess the necd for a
broad and externally-focused perspective on
the complex dynamics of trial encollment. At
the same timee, it mbeprates the roles and
responsibilities of sll clinicsl team
members amd parmers, o that
patient engollmert challenges are
seen by the stakehalders as Getors
on which they can hawe some
impact snd for which they hawe
seconntabifling

IPM  emplows ‘processes’ and
‘mitiatiees’ (See Fagure 1), puttg
theie me action kg 3 dees-itage
process of ‘dognose. develop and
deliver’ to build o sysem of effecte
sindy ensollment that can be applied
zcroas multiple therspentic areas (see
Figuge 2). These processes begin by
n:iﬂ-ml-g exdhanistive und.u'nlu'bdlgdr
the trial(s)’ position within its larger
ervironment, through:

sEvzlmtion of diseass prevalence
in the mubjeo popubition, including

geopraphical, demopraphical,
prychographical  mdicer  andfor
seazonal drivers.

shrcermment of the alternatiees

that prospectve trial patients may
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comsider in decading whether to participare.

Feview of guilittive and quantitative
research on wihat nsttutional review board
(RB}ethics bowd-acceptable mesmges will
be best geceived by patient, <linicians,
capegivers and referral source.

*Ranking of competitive irials bued on the
principal investigators (Pl perception of
scientiflic value, grant amount, global e
domeitic coccution, sale, protocel dificulry,
and research referral network contribution

“Thorough smesment of sites to identify
which have histegically proven their ability to
sreen el randdomise iuﬁ:.nl:: b similar
peotocols awl o determine the nesds of new
fbe: m reaching top pecformance.

Thy caveful analysi relies heaaly on an
interactive relationship beoween all trial
managers, miernal cross-functional teams
amnd extermal consultents, inn:luding_ the
condract rescarch orpanisation (CRAAOY. The
process requires a high degree of daba-
faring so that makeheobders can be ranked
accondig to tweir past abiity o cvaluate
protocel  Feanbilicy,  identify the  best-
matched irvecitegative sibe: for the sudy
ffrom an erwcllment perspective), seek out
and resolve process problems, and amalyse
comipetition for the study.

The ru'ull:i.ng_ recribment strategy s
developed to be most responaive in resching
potential mbject with the grestest interst in
participation. The campaign’t ‘Eniepgrated
components’ may ndiade patient or nte
education; a refarral contact campaign to
praspectvee  subjects  through  caregivers,
mstitutbons or family members; andfor a
medin campaign tied fo  patent-direct
motiatien for pasticipation (ree Figure ),
From there, the modd proposes resl-time
analyin of cuteomer by contimieudy refining
the approach and redwecting resoarces to
deliver contimsout lmprovements i trial
enmollment.

Shared success

The interactive relationship  betoseen
sporuor and mpport teamfs) 49 empowened
tikforces B enentil, o dhey aee joindy
respondible for emablishing and reaching
consennis-bajed  goals, ideally from the
broader perspective aof the mbject drug's
orverall position withim the sponscr’s portfolio.

In order to reach comsenms-based goals,
teams need to wk tough questions about the
medy, Ewleding hoor redistic the Emeline &
for it completion, howr the best enrolling sives
will be sebected, and what the exit stratepy o
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Defirverables,Mming

for non-performing sites (see Box on page 4 ).
They must allocste and frack fmancial
resources for recroitmend  inifiatives. Arwd,
sccopding o Dy Frederick Bode, 3 clinical
scienint an Foche it b erithcal dhar eesmi
remain o frequent contact with irmvestipa e
swesr duaring the whal. "Iy much mose of an
mteractinve, consultative proces. To believe that
s stady, once it starts, ¥ on sutopilot i a
defmate mistake he sy

Adoption process
Becaure IPM Enpacts on every aspect of
mhject recrubment and secks 1o establish

eurly and ongoimg commumication smong all
players — spongor, recrosiment consultant,
CRO,  clmical irl.'.'ﬁtig:t-nn. and, most
impartanthy shady volunteers = & represents 4
radical deparmare from  fragmented, bat
historically-accepted, patient  recroioment
procerses, Padical poocess chanpger are
challengmp to mnplement in ther entimety for
all but the most advenborous eardy adopters **
so incremental mplementation may be the
Prel‘hrrﬂl choice for somet

Applying this logéc to IPM, sponsors might
akm 1o Emipeove fecruiment peoccies throagh
a sequence of improvements in key funciions,
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Figure 4 illustrates some of the procemes

mwvolved, including  enrollment-focused
protocol development and site selection.
New protocols

To delvver peal-wmdd enccllment saceess in
sccordanee with scientifie objectives, 1PM
reccammends that study protecols be written
with an eye towirds efficient subject

Figure 4: (linical trial process improvemsent

Past performance

Another key forus b on improving the site
selection process so that Pls are selected
based on their tmck record of engolling
mbjects for samiar by a3 well o deeic
abiliy 1o deleer clean clinical daa. But n
cannet Map theee. Predicdons for ensolling
the desired number of sabjecs  from
irvestigators’ internal datbases often drop

reeruitability and acceptamce by cthucs
commitess. To Geilitate this process, it is wise
for the protocol to be reviewed by
experienced comaultant who can comment
cay the feasdhility of ensollment o well a3 the
likelthaod of scecpande by ethics
cormmutees,

Detaled plinning in the eardy stages of
protocal development i ey Peter DiBaasa, of
Pfizer’s Clinical Trial Fecuibment Services
(CTRS) swys,“The biggest shift i recent yesrs
i that there i.ln'b-:l!l:-:rsppq'eci.:l'i.m‘lq!'-cut}'
planning st the protocol level for the requised
clements of pecruitment planning™

Javier Szvarcherg, medical product leader
at Samof-Aventis hay similar views. "Very
carly in the development of the protocel,
we think szbout the mcusiondexclusion
criteria and how they will impact cur
sbality to recruit. Once inclosion/exclosion
criteria are drafted. we tend to examine
them o ames o they will be cary foe
pavicnty of i they will make the wial
attractive to phyacians,” bhe sy “I0we don't
work hard to simplify the
inclusion/exclusion criteria, it will be
difficult to meet our timelnes”™

agnificntly a5 more study details became
available. As 2 result, 3 more rigorous
quantitstive process often nesds to be
initiated if the ensolbment desdline is o have
a ressonsble chance of being met. The IPM
meethed peviews patient populition sepments
from sach site. They are measured. cros-
tabulated with the requirements of the
protocol and  then coefficients for
competitiee stwdies amd sibe adminisdtra tive
efficiency are applied to this cotput. The
result i3 oan index that indicabes ﬂtp-acbnd.
yield by sige.

Compare the likely outcomes of theis
proactive steps to what is obtaned with a
hands-off proces. in which the sponsar
accepts the site’s ervollment edimate without
furiher anzlysis. 'I'!ﬁﬁ.;sl]}'. this "reackive’
appreach lesds 1o pecruitment fallimg behind
schedule 5o dat rescue mferwntons e
needed, Today, this b giving way to an ey
noeds  assesiment procest  whereby  the
sponeed and pecrultment consuliant confer
in-depth wath cach Pl during the selection
process to werify the site’s recruitment
forecasts and to discusi the type of
recTuitment support it may reguire.

According to DiBiaso, Flizer has embraced
the colliborstive approach and views the
patient recruitment fanction a5 2 shared
respensibility between sporsor and sites. [t
begine with the sponsor laving the
greandwadk upfone. “Sponsers need 1o do a
bemer job of identifving the types of sites
that they want to wack with and then help
the sites understand what the sponscs i
loaking for. just trying to find out how many
p:.tim'l:l' the site thinks it can =nroll B0t t-n-qd
enciph. Prios to site scleoton, we 4t down
with the site o underitand i capacity o
earell and the goale of the mady This i part
af sar plan to do a much more robu job
ared a lot mace due diligence at the front end.
The grester the specificity of the guestions
we ask at the front end, the greater hopefully
will be the pay-off at the beck end,” DiBiaso
el

Realignment with protocol

Withour uphent asesment of nbe
motivation, confirmation of  protocol
understanding  and acceptance by all
stakeholders,
dramstically snd pequize intervention at the
sl e-cngimecring level,

Consider the mecent care of a2 majoes
plarmaceurical sponsar comnductng a pvotal
mtcrnational cardicvascular trial m which
the US siter were underpedorming in
comparison bo non-U5 counterparts. The
sponsar  selected 3 patient recruitment
provider to schieve several objectiven to
explore why LIS gites were behind in
fecrikiEnent; o pe-engage Pl whe had
previouily been comtracted for the erial bt
who  subsequently  withdrew  then
participation; and 1o rpudly add mere LIS
sites bo mecvease the domestic percentage of
the study’s enrollment universe,

Te address thess -l,'.l'l.'l“t.l.'l#.':. thee
receuitment provider started by conducting 3
site assesrment survey. Indtially it included ven
face-to-face mterviews, but it was Bater
cxtended o welephone cavasting the 45
additional sites that had originally expressed
inferest in the study but had later withdraiem
their participation. Information was gatheged
on topics sach a3 sandued of care (S0OC)
subject, sdy siaif and vendor challenges; the
umpact of competing  studies;  clinical
motivation: and perception of the sady’
schemiie promuse — nane of whach, althowgh
critical to the scces of the trial, hed been
staddied previcusly moany detail,

The survey revealed a  significant

enrollment  may  suffer
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