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E D I T O R I A L

Reverse Lasagna's law: the ethics and undesirable 
consequences of overbooking patients for trials

 To accelerate recruitment in clinical trials, pharmaceutical compa-
nies are increasingly implementing a three-pronged strategy of (i)
activelyencouragingthegeneralpublictoparticipateinclinicaltrials
with novel medications; (ii) overbooking of study sites and coun-
tries;and(iii)competitiveenrolmentofstudypatients.Whilstsuch
anapproachiscommerciallyunderstandableandclinicallylaudable
because itcouldpotentiallyaccelerateaccesstonewmedications,
wequestiontheethicsandpossibleundesirableimplicationsforpa-
tientsandcallformorecarefulimplementationofsuchastrategy.

Weparticipated inseveralphase III trialson thepreventionof
migraine attacks withmonoclonal antibodies targeting calcitonin-
gene-relatedpeptideoritsreceptor[1].Thepromisingefficacyand
good tolerabilityof thesemedications seen inphase II trialswere
substantiallypromotedinthegeneralandsocialmediaaswellasin
medical journals.Inaddition,thepossibleintroductionofthefirst-
everclassofmigraine-specificprophylacticdrugsalsocontributed
significantlytothe ‘hype’.Participants inthephase III trialswould
receive veruminanycaseinopen-labelextensionphases.

Not surprisingly, expectationswere raised and the number of
trialvolunteersskyrocketed.Suchanoversupplyiscontrarytocom-
monexperience.Usually,assoonastrialsbegin,theactualnumber
ofeligiblepatientsdramaticallydropscomparedtopretrialestima-
tions, to riseagainafter the trialhasended [2].Thisphenomenon
hasbeenknownas‘Lasagna'slaw’since1979[3]butisstillrelevant
today[4].

Atfirstglance,an‘inverseLasagna'slaw’,thatis,moreeligiblepa-
tientsthanexpected,seemspositive.However,atthesametime,an
excessofstudysitesandcountrieswascontractedbythesponsor,
andpatientenrolmentwastobecompetitive.Inclusionwouldstop
assoonastheoveralltargetnumberwasreached,creatingcompeti-
tionamongstudysitesandeffectivelypatients.

Weexperiencedsuchanabruptstudyterminationprior tothe
studytargetdatewiththreedifferentcompanies.Highlymotivated
patients,who already had beenprescreened andhad received an
appointment date for inclusion, suddenly had to be told that ‘the
trialwasoverbooked’,similartoairlinepassengerswhoaretoldat
check-inthattheflightisoverbookedwithoutreceivingappropriate
compensationandanapologyfromthecompany.Studysitesstart-
inglater,forexamplebecauseofdelayedethicalapproval,hadtohalt

inclusionsafteronlyafewofalonglistofalreadyplannedpatients.
Understandably,patientswerefurious,notunusuallydirectingtheir
angertothestudypersonnel.

In conclusion,whilst appreciating the reasons to speed up in-
clusion,we are questioning the ethics of the chosen strategy. Ef-
fectively,patientswerefirsthypedtoparticipate inthestudyand
then told at the very last minute that they could no longer par-
ticipate despite extensive initial pre-screening and preparation.
Super-motivatedpatientsbecameseriouslydisappointedandunder-
standablyblamedthestudysite,not fullyawareof thecompany's
roleasstudysponsor.

Inthefuture,potentialparticipantsshouldbeexplicitlywarned
inadvance in the informedconsentof the riskofexclusionat the
very last minute and consequent intense disappointment. Study
sites should also be better prepared for the potential impact and
consequencesofcompetitiveenrolment.
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