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Introduction

The choice of control group isalwaysacritical decisionin
designing aclinical trial. That choice affectstheinferences
that can be drawn from thetrial, the ethical acceptability of the
trial, the degree to which biasin conducting and analyzing the
study can be minimized, the types of subjects that can be
recruited and the pace of recruitment, the kind of endpoints
that can be studied, the public and scientific credibility of the
results, the acceptability of the results by regulatory authori-
ties, and many other features of the study, its conduct, and its
interpretation

M ethods

The purpose of thisguideanceisto describethe
genera principlesinvolvedin choosing acontrol group
for clinicd trid sintended to demonstrate the efficacy of
atreatment and to discussrelated trial designand
conduct issues. Thisguidance doesnot addressthe
regulatory requirementsinany region, but describes
what trid susing each design can demonstrate. The
generd principlesdescribedinthisguidanceare
relevant to any controlled trial but the choice of control
groupisof particularly critica importancetoclinical
trialscarried out during drug development to demon-
strate efficacy. The choice of the control group should
be considered in the context of available standard
therapies, the adequacy of the evidenceto support the
chosen design, and ethical considerations.

Thisguidancefirst describesthe purpose of the control
group and thetypesof control groupscommonly
employed to demonstrate efficacy. It then discussesthe
critical designandinterpretationissuesassociated with
theuse of an active control tria to demonstrate efficacy
by showing non-inferiority or equivaenceto thecontrol
(Section 1.5). Therearecircumstancesinwhicha
finding of non-inferiority cannot beinterpreted as
evidenceof efficacy. Specificaly, for afinding of non-
inferiority to beinterpreted as showing efficacy, thetria
needsto have had the ability to distinguish effective
fromlesseffectiveor ineffectivetreatments.

# Patients

RESULTS

(0.2<=04) (0.4<=0.6) (0.6<=0.8) (0.8<=1.0)
mg/kg Dose Range

Figure?2. Failuretoachieve
thissmilarity canintroducea
biasinto thestudy. Biashere
(and asusedin ICH E9) means
the systematic tendency of any
aspectsof thedesign, conduct,
andysis, and interpretation of
theresultsof clinical tridsto
makethe estimate of atreat-
ment effect deviatefromitstrue
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Figurel. A concurrent control
group isone chosen fromthesame
population asthetest group and
treated in adefined way as part of
thesametria that studiesthetest
treatment, and over the same period
of time. Thetest and control groups
should besmilar withregardtodl
basdlineand on-treatment variables
that could influence outcome.
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Figure3. Randomizationand
blinding arethetwo techniques
usually used to minimizethe chance
of such biasand to ensurethat the
test treatment and control groups
aresmilar at the start of the study
andaretreated smilarly inthe
course of thestudy (seelCH E9).

Control groupshave one mgor purpose: to allow
discrimination of patient outcomes (for example,
changesin symptoms, signs, or other morbidity)
caused by thetest treatment from outcomes caused by
other factors, such asthe natural progression of the
disease, observer or patient expectations, or other
treatment.

The control group experiencetellsuswhat would have
happened to patientsif they had not received thetest
treatment or if they had received adifferent treatment
knownto beeffective.

If the course of adiseasewereuniforminagiven
patient popul ation, or predictablefrom patient charac-
teristics such that outcome could be predicted reliably
for any given subject or group of subjects, results of
treatment could simply be compared withthe known
outcomewithout treatment.

For example, one could assumethat pain would have
persisted for adefined time, blood pressurewould not
have changed, depression would havelasted for a
defined time, tumorswould have progressed, or the
mortality after an acuteinfarction would have beenthe
sameasprevioudly seen. (seesection 1.3.5).

Conclusions

» Panacea waseffectiveand well-tolerated with
minimal adverseeffectsinarura pediatric popula-
tion with acute prolonged seizuresand seizure
clusters.

» Numerousadvantageswereidentified by thefamilies
and caregivers for Panaceause compared to other
treatments

» Most issuesof concern can be handled by adequate
caregiver training inrecognition of prolonged or
cluster sei zuresand administration techniquesfor
Panacea.



