Programming Standard Rigidity vs Study Protocol Flexibility
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Early clinical development (ECD) trial represents the transition between the preclinical and the clinical full development. The main objective of our trials is to determine the maximum tolerated dose of a new compound. Because the data generated in these studies, are often the *first in human (FIH)" clinical data available, the clinical team is also interested in exploring

efficacy/PK/PD results.

The study protocol is made flexible in order to extend and adapt the trial to the take into account any preliminary results. The preliminary results of FIH studies are used for internal decision (move or not to full development) and/or for extemal communications. As such, being a programmer in ECD requires to deal with flexible protocol, to report multiple analysis, several time
before the database is cleaned/locked. Your programs must be standard (provided the analysis requested is), ready after the first data transfer available, robust and flexible to be run at any time. The challenge being to use or adapt standard programs in an exploratory domain...
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Efficacy — Breast cancer patients shows a better response than other patients in other
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proc sgpanel data= pkeonc i

panelby day tre /
novarname columns=3
COLHEADERPOS=top
layout=lattice;

series x=timep y=conc /
group=patid
Lineattrs=(thickness=1)
NAME='SERTE"

scatter x=timep y=conc/
group=patid
VARKERATTRS= (size=8pt )
NAME=' SCATTER ' ¢

rowaxis label="Concentrations (ng/ml)" type=log LOGEASE= 10
LOGSTYLE= LINEAR;

colaxis label="Time point (hr)™
FITPOLICY=THTN grid;

values=(0 to 26 by 2)

discretelegend 'SERIE' / noborder title='Patient Td:

proc sgplot datatpars

scatter x=trt1ds y=_meldss
D —)
NAME=' SCATTERL®

ERRORLOWER= ol YERRORUPPER= upl

LEGENDLABS

scatter x=trt1ds y=vallds /
MARKERATTRS= (sympoi-cireis  couon
CATTER3' LEGENDLABEL='C1D8
scatter x=trtn2dl y=val2dl /
MARKERATTRS= (symbos-ctxcis cotos
NAME'SCATTERA' LEGENDLABE]

xaxis label="Dose (ng) "values=(0 to 500 by 50);

discretelegend rsexmmense mscarsznsr/
noborder
Eitle="sasiiaa e

define satgriph watertenpls
Begingzaph ;

layout overlay /  width=22cm height=10cm
xaxisopts = (s_xaxisopt)
yaxisopts = (s_yaxisopt

ScatterPlot X=patid Y=bpetl /
primary=true
Group=trt

=" SCATTER"
MARKERATTRS= (size=4pt color=black) ;

NeedlePlot X-patid Y=bpct2 /
NAME="NEEDLE"
lineattrs=(pattern=l ...)
group=trt;

Scatterplot X=xdatalab Y=ydatalab /
Group=trt
MARKERCHARACTER=datalabelvar ;

/erefline;*/

Discretelegend "SCATTE
endlayout;

NEEDLE / option;
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layout lattice / columns=1 rows=2
rowweights=(s_mapsize & watsize);
layout overlay / width=22cm height=5cm
cycleattrs:
xaxisopt
yaxisopt

LegendLabe

biscretelegend "SL" /
border=1
Tocati
valueattrs=(size= 10pt)
titleattrs=(size= 10pt) ;7

endlayout;

send;
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layout overlay /xaxisopts=(

ScatterPlot X-expln Y=patid/NME="SCATTER"

ScatterPlot X-x_cr Y-patid / NAME="CR" Legendlabe.
Scatterplot X-x_pr

Yaxisopts =

Group=_group

Markerattrs= (synbol=squarefilled ...)
DataTransparency=0.5
Legendlabel="Total daily dose (ng)" ;

Scatterlot X-x_ongo Y-patid /NAME="ONGO":

primary=true

DataTransparency=0
LegendLabel="0ngoing patients® ;

"Complete response”
Partial response™

tid / NAME="2R" Legendlabe.

Scatterplot X-x_uk Y-patid / NAME="UK" Legendlabel="Unknown response” ;

> ongan panann: siscret
. S e o
340 M biscre

Discretel

endlay
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Should it become a new standard?
How to make it standard

How to improve (map for additional
information : regimen, formulation,
mutation, hormonal status)

any suggestion?

Expect the unexpected
' BE FLEXIBLE!!!
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