Modeling Dosing Design
INn Oracle Clinical

OCUG DRUG Focus Group
Breakout session

e October 10, 2007
e Randy Hogg and
Laura Reynolds Harmon
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Study Dosing Design

CASE STUDY: Multi-drug, multi-dosing
period (crossover) study design

Setup of OC for successful un-blinding
and reporting
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STUDY DESIGNS

e PARALLEL - study subjects receive
one TREATMENT per randomized

group.
e CROSSOVER - study subjects

receive one SEQUENCE of
TREATMENTS per randomized

group.
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PARALLEL STUDY TYPE

Dosing periods

1

2

3

Treatment

Sequences

OO |T|>
OO |T|>

OO |T|>

OO |T|>

e Each subject will receive only one treatment
during duration of study
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CROSSOVER STUDY TYPE

e LATIN SQUARE - all possible combinations of

Dosing periods

1

2

treatments
ABC

Treatment [,

Sequences BAC
BCA
CAB
CBA

O|0O|m|T|>|>

@|I>|O>|I0|T

>|IO >0 |0
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CASE STUDY:

E on the efficacy of ACTIVE DRUG.

A randomized, placebo controlled, three-period
crossover design study on the effects of VITAMIN

PREMIER
RESEARCH

_J




CASE STUDY DESIGN

3 treatments to be compared
e Placebo
e« ACTIVE DRUG
e ACTIVE DRUG + Vitamin E
All 36 subjects will receive ALL 3 treatments
3 period crossover, multi-drug design
Two Pills Per day (AM/PM) for Six Days

The randomized groups differ only in the
SEQUENCE in which the treatments are given
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e Treatment Definition

e Randomization Definition
 Interval/CPE Design

e Treatment Regimen Definition

e Regimen to Interval Assignment

DEFINE IN ORACLE CLINICAL
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& 0cL 450

Admin
Plan - - =l
i First, Create Treatment Definition
Studies
Investigators and Sites
oFTreatments
=] N y UL
| Active Substances EZopPa (Randy Hogg - OPS$HOGGR at OCPOZ on 06-JUL-05)
HEH Qry Active Substances roelE Sy ORACLE
HEE Drugs k
L% 0ry Drugs R RS
Drug for a Regimen Treatment Patterns for study TEST , Version 1
; d Label
SlnglelReglmenl Pattern Code Treatment Pattern MName Code
~E0ry Single Regimen = |sBC] | | [Placebo = TESTDRUG > TESTORUG + WITAMIN E |
HE= Combined Regimen [ACE [Placebo > TESTDRUG + YITAMIN E = TESTORUG |
HE Qry Combined Regimen [BAC [TESTDRUG > Placebo = TESTORUG + %ITAMIMN E |
A Pattems BCa [TESTDRUG > TESTDRUG + VITAMIN E > Placebo |
L= ry Patterns [caB [TESTDRUG + WITAMIN E > Placebo > TESTORUG |
-|- |CE|A |TESTDRUG + %I TAMIM E = TESTDRUG = Flacebo |
HEH Qry Treatment Pattems I I A & I
L] Treatrment Pattem Codes | | \\ |
-Srata | | | |
®-Schedule
4| »
B-Randomization
&-Patient Positions Back | Sawe | Single| Regimensin Treatment Pattern | D Copy Treatment Pattern
B-Test a Study Design

ersion Randomization

L= Here are the treatment sequences defined
for CASE STUDY. Separator character is >

In this case.

=-wersion Blo
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"B Navigatar

& Favorites
EHIC OCL 450
Admin

o Next, Create
7o Randomization Definition

B-Studies

B-Investigatars and Sites

©-Traalments [&iora (Randy Hogg - OPS$HOGGR at OCPO2 on 07-JUL-05) o ]
B-Etrata Action eat D3 ORACLE

B-Schadule

P-Randormization % Create @ rsian Leve S L e e e e e e e L e e ] XK

Yarsion Randomization Clinical Study Versions

Sirata Randomization Mumber Of Starting Mumber of Starting Repl.
=-Version Blocked Randarmization Study “Wersion Live ¥ Kits Regd Kit Code Rpl Kits Regd  Kit Code Elock Size =1y
=1 |TEST| [1 V. |36 [1 | | B Lis
; | - | o0 | | | | ll:
=|Block Definitions .| | | | |
= Bluck Defniian Block Sizes I 1\\~ F' I I I I I {:
= Treatment Assignments | - | | | | | —
B-Strata Blocked Randomization = o o
%Randomizaﬂnn Batch Load I I - |_ Defl n e R an d O m I Z atl 0 n Set
Randomization Maintenance | | =1 |—
-Patient Positions = | o |— U p
-Test a study Design Sl | 3
SEEIDC] Form Local Study Settings
©-Desion Renorts Exit | Save | Treatment Patterns | Show Randomizations

g reatment Assignments

[igg®trata Blocked Randamization
‘E} Randomization Batch Load

A

A code for thé -[::: linic :al- Stud 'g,-'-

Click Treatment Patterns
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fE30PA (Randy Hogg - OPS$HOGGR: at OCPOZ2 on 07-JUL-05)

Action Move Clear Data Query Special Help Window

= e e R I

'e8 Create Quick Yersion Level Randomizations

P S 4 p 2

After the ratios are entered,
just press the

RANDOMIZE button.

ORACLE

Treatment Patterns for Study TEST, Version 1
Pattern Marme Ratio  Size kult
“ |aBC Placebo > TESTDRUG > TESTDRUG + VITAMIN E I I
ACB Placebn » TESTORUG + WITAMIN E > TESTDRUG " "
BAC TESTDRUG > Placebo » TESTDRUG +YITAMIN E [ [
BCA TESTDRUG » TESTORUG + VITAMIN E > Placebo " "
(CAB TESTDRUG + YITAMIN E > Placebo > TESTORUG [ [
CBA TESTDRUG + VITAMIN E > TESTDRUG > Placebo [ [
| | | |
| | | |
| | | |
| | | |
< | M
Back | Sa@
e[ Trestment Assignments
+-Strata Blocked Randomization
IH-Randomization Batch Load
e . ‘[ PREMIER
Fecord: 16 RESEARCH
_Record: 1/6 [ (ol=],
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& TESTO7IUL2005140009AAA.INF - Notepad
File Edit

Farrak

Help

block size 6 might look like.

Here’s what a finished
randomization list with

— el N

STUDY

Lo v Rl oo ol g

11
12

13
14
15
14
17
18

19
20
21
22
23
24

RANDO MUMEER
PROJECT
INDICATION

INVESTIGATOR
COUMTRY

B4,
BCA
BacC
ACE
CAR
ABC

CBA
B.acC
ABC
CAB
ACE
BCA

CEA
ABC
ACE
CAR
BacC
BCA

B.acC
CAR
CBA
BCA,
ABC
ACE

Demonstration study Randomization

TEZT

ABC=Placebo » TESTDRUG > TESTDRUG + VITAMIN E
ACE=Flacebo > TESTDRUG + VITAMIN E > TESTDRUG
BAC=TESTDRUS > Placebo > TESTDRUS + WITAMIN E
ECA=TESTDRUS > TESTDRUG + VITAMIM E > Placebo
CAB=TESTDRUG + VITAMIN E > Placebo > TESTDRUG
CEA=TESTDRUS + VITAMIN E > TESTDRUG > Placeho
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Next, Define Intervals and
Clinical Planned Events
(CPEs). Consult CRF.

T et I M TN | NN NN N | B B N BN |

L |:~| |

ZEMTIEA 1D

SELILCT TS

IrresrERag Al

Pliassa prink all datails, and IMITIAL and DATE all aarrec ons. indicat B sdsrn Sogicablie.

Tuesday
Wednesday
Thursday
Friday
Saturday

Sunday

DOSING RECORD

= Two pills per day for 6 days -
- one TAB (AM) + 1 CAP (PM)
on CRF dosing page

prd

DATE OF DOSIMG
[ =RARA B yyryyh

CARD
MLIMBER Al

REASOH FOR DOSE CHANGE
OR ANY MISSED MEDICATICN

||||||||||

||||||||||

IIIIIIIIII

||||||||||

||||||||||

||||||||||

O|o(a|o|o|d

DDDDDDE\
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To track the dosing
details for each dosing
e ————— period separately,
Action Move Clear Data Query Special Help Window define three Separate

HPSI 42T Pl RB @ 2 :
B bttt |obm ool © " f L f o ror ot r ettt et e rceferrrrorcorroeoecoecocreeee.y dOSIﬂg Intervals’ or

Phases for Study TEST, Yersion 1 PhaSGS.
Phase
Phase Mame Shart Name Frevious Phase Type Time Unit
“ |SCREENING| |SCRN | \SCREEN  [DAY
[BASELINE [BASELINE |SCREENING [BASELN | [DAY
\DOSE_PERIOD_1 [} [BASELINE DOSING  [DAY
\DOSE_PERIOD_2 D2 \DOSE_PERIOD_] DOSING | |DAY
\DOSE_PERIOD_3 D3 DOSE_PERIOD_2 | [DOSING  |DAY
[END OF STUDY EOQS \DOSE_PERIOD_3 FOLL_UP (DAY

1

Back| Saue| Single Reseque The INTERVAL-S button
from “easy design” gets

[ Active Substances

=] Gry Active Substances yO U h e re .

_Record: 176 |
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[ opa (Randy Hogg - DPS$HOGGR at OCPO2 on 07-JUL-05)
Action Mowve Clear Data Query Special Help Window

9

To track each of 2 pills
given per day within a single
CPE, use 2 DCM repeats and
define PERIODS under each
dosing interval.

a4 o=t
Periods for Phase DOSE_PERIOD 1

Frevious Feriod Time Mlinimum Mz

Feriod Marne =hart Mame Feriod Type LInit Dwration  Dwars

0 {PILL 1| PILL 1 | DOSING | DAY |0 0
PILL 2 PILL 2 PILL 1 DOSING DAY |0 0

| | | | | | ||

| | | | | | |

| | | | | | |

| | | | | | |

| | | | | | |

| | | | | | |

| | | | | | ||

< | | | | | | |

1] | 3

Back| Saue| 5ing|e| Suh-Feriuds| Resequence|

+»-Test a Study Dezign
=] oCl Form Local Study Settings

[+>-Deszign Reportz

4

Frliby
The name ofthe Period
_Record: 172 | | =050C=
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fE30PA (Randy Hogg - OPS$HOGGR: at OCPOZ2 on 07-JUL-05)

Action Move Clear Data Query Special Help Window

G PS C» 23 HA L HBE D ?

Define 2 days for each
of the 3 dosing periods.
That makes 6 CPEs
with dosing records.

T 1 e A Ve T —

Back| Saue| Single |

Clinical Planned Events for Study TEST, VYersion 1

Vist T

Event Mame Interval Mame Cptional Mo T
“ [DAYO 'SCREENING s MBI
DAY BASELINE s AN |
DAY2 DOSE_PERIOD_1 n I
DAYS DOSE_PERIOD_T s |
DAY4 DOSE_PERIOD_2 Chls |
DAYS DOSE_PERIOD 2 . [ |
DAYE DOSE_PERIOD_3 s I
DAY7 DOSE_PERIOD_3 m o CEE
DAYE [END OF STUDY CLofg
2 | o |

1

- veStigenors ang Sies
\Z-Trestments

%3] active Substances
_E .l it b=

FRM-40400: Transaction com FZIIE’[E: B records applied and saved.

_Record: 9/9 [

-

The EVENTS button
from “easy design”
gets you here!
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Next we need to define
the Treatment
Regimens that underlie

Action Move Clear Data Query Special Help Window eaCh Treatment

e Y I E I Pattern sequence.

f230PA (Randy Hogg - OPS$HOGGR: at OCPOZ on 06-JUL-05)

i

’:'3_5 Maintain Treatment Patterns e A1 X |
Treatment Patterns for study TEST , Version 1

Pattern Code  Treatment Pattern Mame Code
“ |aBC] = |Placebo = TESTORUG > TESTORUG + VITAMIN E |
ACH Placebo > TESTDRUG + VITAMIN E > TESTDRUG |
BAC TESTDRUG » Placebo » TESTORUG + YITAMIN E |
BCA TESTDRUG » TESTORUG + VITAMIN E > Placebo |
(CAB TESTDRUG +VITAMIN E > Placebo > TESTDRUG |
|
|
|
|
|

CBA TESTORUG + VITAMIN E > TESTORUG > Placebo

1| | »

Back | Save | Single | Regimens in Treatment Pattern | Drugs| Copy Treatment Pattern

+-Yerzion Kandomization

-Strata Randomization

I=Fverzion Blocked Randomization
L5 Ty attern

e for the type of Tr 1ent Fattern
- 116 [ .. | Listofvalu.. | =05C=

-
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E%%DPA (Randy Hogg - OPS$HOGGR at OCPOZ on 06-JUL-05)

Action Move Clear Data Query Special Help Window

G PSH Cr 23 Heg ARG ?

’:-,7_5 Maintain Treatment Patterns

Lets start with the ABC
segquence. With cursor
on that one, click on

Treatment Patterns for study TEST , Version 1
Label
Fattern Code  Treatment Pattern Mame Code
“ |aBC] = |Placebo = TESTORUG > TESTORUG + VITAMIN E |
ACH Placebo > TESTDRUG + VITAMIN E > TESTDRUG |
BAC TESTDRUG » Placebo » TESTORUG + YITAMIN E |
BCA TESTDRUG » TESTORUG + VITAMIN E > Placebo |
(CAB TESTDRUG +VITAMIN E > Placebo > TESTDRUG |
|CEIA |TESTDRUG +ITAMIN E = TESTORUG = Placebo |
1] | 3
Back | Save | Single | Regimens in Treatment Pattern | Drugs| opy Treatment Pattern
*a-3ersion Randomization
H-Strata Randomization
i=Hversion Blocked Randomization
LTS T e atmert Patte =

A code for the type of Tre :atrr‘ue;'ut Pattern
_Record: 1/6 [ .. | Listofvalu.. | =0580C=
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Query for correct Drug.
We can use a pre-
defined company drug

220PA (Randy Hogg - OPS$HOGGR at OCPO2 on 07-1UL-05
RGP gt record for a placebo.
Action Move Clear Data Query Special Help Window
IR I EY I EEEY, Next press REGIMENS.
% Maintain Treatment Patterns [jo- 0l 6 g X R =
Drugs (Query Only)
substance
Dirug Id Drug Mame Code Farm
= (5401 [DOUBLE BLIND PLACEBO 90 |
| | | |
| | | |
| | | |
| | | |
| | | |
| | | |
| | | |
| | | |
| | | |
< | | | |
Back | m
\_/
TrE:atment Patterns
2| Qry Trestment Patterns o
2| Treatmert Pattern Codes - - PREMIER
The Id of the Drrug !
R l;. |:|I r-dl :I 1 ,|'-I1|-l = | | =05C= || RESEARCH




fE30PA (Randy Hogg - OPS$HOGGR: at OCPOZ2 on 07-JUL-05)

Action Move Clear Data Query Special Help Window

= e e R I

{E‘?{]ﬁ&l 4 » 2

Treatment Regimens for Drug DOUBLE BLIND PLACEBO

This is the regimen we
want! Next press ADD
THIS REGIMEN.

P L |

ORACLE

1 I
Back | Single Add this Regimen to Trem

Foute
Lab Abbr Narme Drug Description Admin
e |FL-&CEEECI |D|:||_|I:|Ie Blind Flacebo Tablet 20 Oral |DDUEELE BLIND PLACEBOD |F'O
| | |
| | |
| | |
| | |
| | |
| | |
| | |
| | |
< | | |

— T

E Treatment Patterns

=2| vy Treatment Patterns
T Trestment Pattern Codes -
The abhreviation used by labeling.
Record: 171 | | =0SC=
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Follow the same steps to
define all Treatment
Regimens for first

Eﬁ;gupn {Randy Hogg - OPS$HOGGR at OCPOZ on 07-JUL-05) T re atm e nt F) atte rn

Action Move Clear Data Query Special Help Window Seq uence
G PSS 4» 23y LG 7
’:'3_5 Maintain Treatment Patterns e A1 X |
Treatment Regimens for Placebo = TESTDRUG = TESTDRUG + VITAMIN E

i

Code Treatment Regimen Name

1A Double Blind Placebo Tablet @D Oral
[E Witarnin E (TPGS) 500 mi
A2 Double Blind Placebo Capsule QD Cral
B TESTDRUG 5mg QD PO

Back | Save | Details of this Treatment Regimen Assign Regimen to Intervals

22|y Intervals
TilProceszes
Ti|Events
iz e -
A code to be printed on the labels of this regimen
_Record: 1/4 | | o =00

4
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fE30PA (Randy Hogg - OPS$HOGGR: at OCPOZ2 on 07-JUL-05)

Action Move Clear Data Query Special Help Window

’:-,7_5 Maintain Treatment Patterns

Treatment Regimen Name

TP 4> 23 AL GBI A T

Treatment Regimens for Placebo = TESTDRUG = TESTDRUG + VITAMIN E

Finally, assign regime

each Period by selecting the

ns to

ASSIGN REGIMENS button.

|D|:|L|I:|Ie Blind Placebo Tablet G0 Oral

Witarnin E (TPGS) 500 mi

|D|:|L|I:|Ie Blind Placebo Capsule QD Oral

|TESTDRLJG amg G0 PO

Back | Save | Details of this Treatment Regimen Assign Regimen to Intervals |

22| CFy IMtervals

=i Processes

Tt Everts

=] ey e -
Acode to be printed on the labels of this redimen
_Record: 3/4 | | |
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fE30PA (Randy Hogg - OPS$HOGGR: at OCPOZ2 on 07-JUL-05)

P 4P

il
FY

’:-,7_5 Maintain Treatment Patterns

Action Move Clear Data Query Special Help Window

= e e R I

ORACLE

Study Intervals assigned to Double Blind Placebho Capsule QD Oral
Assigned? Label Code Type Narme
ST BASELN | |[BASELINE
C DOSING | |DOSE_PERIOD_1
m DOSING — |PILL1
V., | DOSING  |PILL 2
| DOSING | |DOSE_PERIOD_2
LI DOSING | |PILL3
.| DOSING | |PILL 4
C DOSING | |DOSE_PERIOD_3
m DOSING | |PILL5
L DOSING — |PILLE
= FOLL_UP  |[END OF STUDY
Back | Save | Assign Regimen to this Intenval Deassign Regimen from this Intenval
zafiary Intervals
=i Processes
Tt Everts
=2 =

A code to be printed on the labels of this regimen

_Record: 313 |
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