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Ferring Global Biometrics Target KPI
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Activity Date Day ltem Count

Database lock / unblinding 12JAN2016 0O m™ ADaM data sets 23
Locked SDTM 14JAN2016 +2 End-of-text tables 289
Locked validated ADaM 14JAN2016 +2 End-of-text listings 41
TLF production + validation 14JAN2016 +2 =3 d ays In-text tables 56
Internal biometrics review / cross check | 15JAN2016 +3 In-text figures 8
Delivery of end-of-text tables/listings 15JAN2016 +3
Delivery of in-text tables/figures 15JAN2016 13 |
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ADaM Metadata

Dataset

Name

Description

Structure

Key Variables

ADEF Efficacy analysis dataset One record per subject per parameter | USUBJID, PARAMCD BDS Yes
Datase ariable Na ariabple Labe ariable DISpla
A e pDE O A
ADEF PARCATI1N Parameter Category 1 (N) Num
ADEF PARCAT1 Parameter Category 1 Char $200
ADEF PARAMN Parameter (N) Num
ADEF PARAMCD Parameter Code Char $200
ADEF PARAM Parameter Char $8
ADEF AVALC Analysis Value (C) Char $200
ADEF AVAL Analysis Value Num
ADEF AROUND Rounding of results NUM
PDA R A DA A DA R A BYAY ™A PA R A . A A A A\ A-. .
10 Pregnancy 11 Positive blood sample POSBLOOD Yes / No 1/2
10 Pregnancy 12 Ongoing pregnancy ONGPREG Yes / No 1/2
20 Live birth 21 Live birth LIVEBRTH Yes / No 1/2
20 Live birth 22 Duration of pregnancy DURPREG Num 1 RING
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ADaM Production based on Metadata

Dataset Description Structure Key Variables Class Core
Name

ADEE.. Efficacy analysis dataset One record per subject per parameter | O$UBJID, PARAMCD BDS Yes
A e —————

USUBJIC °POSBLOMZ  ONGPREG LIVEBRTH DURPREG’

—~

101 "Yes Yes oS 240
\102 o] No NG

|

2\

PARCATIN PARCAT1 PARAMN PARAM PARAMCD AVALC AVAL AROUND

| Yes/No |1/2

10 Pregnancy 11 Positive blood sample \| POSBLOOD

10 Pregnancy 12 Ongoing pregnancy ONGPREG Yes / No 1/2

20 Live birth 21 Live birth \I;VEBRTH JlYes/No |1/2

20 Live birth 22 Duration of pregnancy URPREG / Num 1 RING
| PHARMACEUTICALS




ADaM Production based on Metadata

Dataset Description Structure Key Variables Class Core
Name
ADEF Efficacy analysis dataset One record per subject per parameter | USUBJID, PARAMCD BDS Yes
B D PAR A ) A\
101 OSBLOOD \| Yes
101 ONGPREG Yes
101 LIVEBRTH
101 URPREG 240
102 P No
102 ONGPREG No
102 LIVEBRTH No
102 DURPREG
PDAR A DAR A DAR A DA R A DARA D A A A A ARO D
10 Pregnancy 11 Positive blood sample POSBLOOD Yes/No |1/2
10 Pregnancy 12 Ongoing pregnancy ONGPREG Yes/No |1/2
20 Live birth 21 Live birth LIVEBRTH I Yes/No |1/2
20 Live birth 22 Duration of pregnancy URPREG / Num 1 RING

| PHARMACEUTICALS




Dataset

ADaM Production based on Metadata

Name

Description

Efficacy analysis dataset

Structure

One record per subject per parameter

Key Variables

USUBJID, PARAMCD

Class

Core

B DAR A ) A\ DA A DA A DARA PAR A
101 POSBLOOD J| Yes 10 Pregnancy 11 Positive blood sample
101 ONGPREG Yes 10 Pregnancy 12 Ongoing pregnancy
101 LIVEBRTH Yes 20 Live birth 21 Live birth
101 DURPREG 240 Live birth 22 Duration of pregnancy
102 POSBLOOD § | No 10 Pregnancy 11 Positive blood sample
102 ONGPREG No 10 Pregnancy 12 Ongoing pregnancy
102 LIVEBRTH No I 20 irth 21 Live birth
102 DURPREG I 20 Live b 22 Duration of pre
P A DARCA PARA DAR A R A D A A\V/A ARO
10 Pregnancy 11 Positive blood sample POSBLO Yes/No 1/2
10 Pregnancy 12 Ongoing pregnancy ONGPREG Yes/No [1/2
20 Live birth 21 Live birth LIVEBRTH Yes /No 1/2
20 Live birth 22 Duration of pregnancy DURPREG Num 1

NG
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ADaM Production based on Metadata

patase ariable Name ariaple Labe ariaple PDISpla
a > pe O a
ADEF PARCATI1N Parameter Category 1 (N) Num
AFES A\ PAREA™ T | | [Par@Met\CRedTT T | r 5200 lake control using
AREH PARANAD 1 Lpa r - ADaM Metadata
ADEF PARAMCD - Parameter | Char $200
ADEF M = T badinfdedsdae N har $8
ADEF AVAL S T AnaifsisVaide (-~ * “Char $200 Yes 1
ADEF AVAL Analysis Value Num Yes L
ADEF AROUND Rounding of results NUM Yes 1
101 DURPREG 20 Live birth 22 Duration of pregnancy 240 1
102 POSBLOOD |10 Pregnancy 11 Positive blood sample No 2
102 ONGPREG 10 Pregnancy 12 Ongoing preghancy No 2
102 LIVEBRTH 20 Live birth 21 Live birth No 2
102 DURPREG 20 Live birth 22 Duration of pregnancy . 1
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Link between ADaM, SAP and tables

—
SAP

TLF shells
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Link between ADaM, SAP and tables

7.1.4 rtility His

The following data o

tility history obtained at the
d: Number of subjects with
ertility (mon

and

screening visit will e tabu
primary.i ¢ ion of
in
10 Infertility history ry inferti PRI F
10 Infertility history rtility
10 Infertility history 3 i ASO

10

—

Infertility History ;>Full Analysis Set

rimary infertility :>

uration of infertility (méﬁfﬁE)

Mean (SD)
Median (P25;P75)
Min;max

Primary reason for infertility




Production of End-of-Text Material
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Production of End-of-Text Material

Gransvaginal Ultrasound: Endometrium § Intention-To-Treat Analysis Set

—

tme 1 Treatme 2
Endometrial triple-layer structure, %)
2N 68 4%) 127 94 . 8%
NO (4'8%) 4 (5' .. Ci > Ci o101 (& Ci > CA Al sl0].
62 %) 72 (100%) )
o) ial thicknes Parameter Category 1 (N)
7 [ ADXX Parameter Category 1
Mean (S 12. : (4- ADXX PARAMN Parameter (N)
Median 12.0 ) X Parameter
10-rang - )
Range - 22 - Parameter Code
AD Analysis Value (C)
n: Number of observations Analysis Value
%: Percentage of observations AD Rounding of results
_ —
FERRING
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Production of End-of-Text Material

<PARCAT1 by PARCATIN> - <ANALYSIS SET FORMAT>

DA D A DA D » » » » DA PR A .
<ACTARM 1> ®  Full control using
10 Descrip XXXXXXXX
10 Descrip ADaM Metadata YYYYYYYY
10 Descripuon | 13 | Parameter 22777777
<PARAM by PARAMN>
IT PARAM is categorical then present as
<PARAM>, n (%) Data ariable Name ariable Labe
<AVALC by AVAL> xxxX ( xx%) xxx ( xx%) XX o
Total xxx (100%) XXX (100%) XX
ADXX PARCAT1N Parameter Category 1 (N)
IT PARAM is continuous then present as ADXX PARCAT1 Parameter Category 1
<PARAM> ADXX P Parameter (N)
n XXX XXX
Mean (SD) XXX (XX X) XXX (XX X) ADXX PARAMCD Parameter
Median XX . X XX . X ADXX Parameter Code
1Q-range XXX; XXX XXX; XXX ADXX AVALC Analysis Value (C)
Range XXX3 XXX XXX 3 XXX ADXX AVAL Analysis Value
ADXX AROUND Rounding of results

n: Number of observations
%: Percentage of observations

FERRING
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Production of End-of-Text Material

Endosedgioal -Ulttestand: TBriloeatr hoalyslisté€ation-To-Treat Analysis Set

DA DR A DA DR A DA R A DAPR A DAPR A .
Treatme 1
10 Endometrium | 12 Tripple-layer structure ENDOTLS
10 Endometrium |11 Thickness (mm) ENDOTHCK
Ehdoketssa[mupiple-layer structure, N (%)
¥ies 62 (95.2%) 838 (94.4%) 132 (94.8%
Mean (SD) 13'1 (4'8%) 14'9 (5'6%) .. Ci > Ci o101 (& Ci > CA Al sl0].
Vetdain 2.0 (100%) 12.5 (100%) )
1Q-range 5; 16 5; 15 '
EndBmegeial thickness (@m)22 1; 27 ADXX PARCATIN Parameter Category 1 (N)
n 62 72 ADXX PARCAT1 Parameter Category 1
Trildanl gy structure,1R.(%§4.6) 11.9 (4.3) ADXX PARAMN Parameter (N)
Median 59_0(95.2%) 68.5(94.4%)
NO-range 53 16(4.8%) 54 15(5.6%) ADXX PARAMCD Parameter
Ratgd B2 22(100%) T2 27(100%) ADXX PARAM Parameter Code
ADXX AVALC Analysis Value (C)
n: Number of observations_ ADXX AVAL Analysis Value
%: Percentage of observations ADXX AROUND Rounding of results
FERRING
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Production of End-of-Text Material

Standard programs

» 2 types of datasets:
»  ODS (ADAE, ADMH, ADCM, ...)
» BDS (ADEF, ADLB, ADEG, ADVS, ...)

» 7 Generic table layouts -> 7 validated macros

» ~90% of summary tables directly from ADaM

15
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Input to Clinical Trial Report
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http://www.google.dk/url?q=http://umerrazabhutta.wordpress.com/2012/04/30/the-cut-and-paste-syndrome/&sa=U&ei=ut8zU8b1BPPA7Abc-oDABg&ved=0CCwQ9QEwAA&usg=AFQjCNGY6d1_BQ0GfeEUPE9x8h3J3VXnQA

Fast Track to Approval:

Output review == oty DEr
» When » Why
»  Sufficient data is available » Agree on final end-of-text deliverables
» Agree on in-text tables
» Who » Agree if narratives are needed

> Statistician

»  Programmer

»  Medical writer

» Pharmacovigilance physician

» Medical responsible FERRING
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In-text Tables

Tables

19

Datasets

7.4.2 Body Measurements

A summary of the main body measurements is shown in Table 7-6 for the mITT population.

Table7-6  Body Measurements

BEMB9OM049 CONKIOE
(N=668) (N=660)
Weight (kg)
Mean (SD) 63.Z (10.23) 63.8 (2044))
BMI (kg/m"2)
Mean (SD) 23.7 (3.43) 23.3 (3.33)
BMI, n (%)
<18.5 1% 3.0% 18 2.68%
18.5-<25.0 356 ©6.8% 366 70.6%
25.0-<30.0 182 2Q2.0% 140 22.2%
>=30.0 33 7.0% 20 8.0%
Maximum abdominal circumference (cm)
Mean (SD) 868.1 (9.53) 81.Z (9.39)
Waist-to-hip ratio
Mean (SD) 0.73 (0.078) 0.73 (0.07%)

[EOT Table 3.1.3]

Treatment groups were comparable in terms of body measurements at baseline. On average, the body weight was

64.0 + 10.6 kg. The mean BMI was 23.5 + 3.4 kg/m2. While 69% of the subjects were normal weight (BMI 18.5-24.9 kg/m?),
the trial population also included 22% overweight s ubjects (BMI 25.0-29.9 kg/m?), 7% obese subjects (BMI 230.0 kg/m?),
and 2% underweight subjects (BMI <18.5 kg/m?). The average maximum abdominal circumference was 87.9 + 9.5 cm.

The mean waist-to-hip ratio was 0.77 + 0.08.
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Production of Narratives

ADaM

~

20

Subject ID: 0202-103

Event of special interest: Positive fhC G
Trial code: (003

Treatment allocation: FE 90040

COs#:1

AE-’I—year old woman (weight at randomisation: 37.1 kg; ANMEH at scresning: 8 pmolL) with
primary reason for mfertlity bemg unexplamed m.fﬁtﬂl'tj.? was randomizsed to treatment writh
FE 950045 at 3 daily start dose of 12 pgwhile enrolled m the (0000 trizl. Duration of
stimulation was 9 days starting 03 Apr 2014 and ending 11 Apr 2014, Triggering of fmal
follicular maturation was done with 250 pphCG on 12 Apr 2014 and 11 cocytes were retrieved
on 14 Apr 2014 Transfer of 1 blastocyst took place on 19 Apr 2014,

= BhCG: Positive, 1718 mill/mL, 03 hi=y 2014
= Clinical pregnancy (gestational sac): Positive, 29 hiay 2014
Intramterine pregnancy: ¥ es
Ectopic pregnancy: No
= Wital pregnancy (mtranterme gestational sac with fetal hesrt beat): Posttrve, 20 hday 2014
Intramterme gestattonal sac(s) with fetal heart beat: 1
Intrauterine gestational sac(s) without fetzl heart beat: O
Intranterine fetal hesit beat: 1
= Ongoing pregnancy (mtrauterine vizble fems{zs)): Posttive, 07 Jul 2014
MNumber of viable fetus{es)h: 1
= Live birth: Yes, singlston. 18 Dec 2014

Trial Treatment Start dose {(dailv) Start date Stop date
FE 900049 12 pg 03 Apr2014 11 Apr2014
CETROTIDE 025 mg 08 Apr2014 11 Apr2014
OVITEELLE 250 pg 12 Apr2014
I mg 15 Apr2014 21 Apr2014
ENDOMETEIN/LUTINUS S0 mg 22 Apr2014 28 Apr2014
S0 mg 20 Apr2014 03 hay 2014
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End-of-trial Deliverables

FaSt End_of_:[ext | U|| Contr0| USIng
material ADaM Metadata

Cheap Good

In text

tables NEREUVES

ADaM

SDTM

Clinical Trial



Fast Track to Approval: Speed and Efficiency
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Central Monitoring: QlickView Operational

Qlikview x64 - [R:\QlikViewAp plications\Applications \FE999049_000004_0Operational.gvw™]
: File Edit WView Selections Layout Settings Bookmarks Reports Tools Object  Window  Help
NESH S EE 9 P‘Iplmlﬁnlﬁl@ly)w—’l

Welcome

uitment an

SDTM

atient profile Adrmin

5 PEO

E COME FIRS

W.1.17 Feloaded: D5-May2016 D5:45:25 Sites Total Inscreening 5F Randomised Ongoing Completed Discontinued Target
Target daia from: 05-May-2016 190001 @ 7 150z RRER HRE HEHE KEX HEK bt 1150
Trial o : oooood : COS1 . CoSE | COS3
Recruitment : Screening failures | Discontinuation Adverse Event : Age
RENGOM 80 $I0(ECE 116% o Eget
| e tocrnes L
r 4z H
ADVERSE EVENT | 28 N =149 Daxm PSS
3191 i
ornen fi] --= [
RANDOMEATE N R
PR T S S S 4 = o e st irumner o s ==

Recruitmert by weelk Discortinued by Reason Completed wisits Ewverts by Seriousness

Queries

Protocol Deviat

Number of = /
deviations 1 1 65 gﬂr.;tln:;nf 4461 8

Deviations per 0 8 i i
subject ] i Queries per 29 7
- : subject

Major 3 2 4 H 1 ] -
deviations i

: s

Time to Data Entry Entered to First Reviewsd  Rewviewsd to Locked | Dewiations with Classification Gueries per subject Cueries by status
Print sheet
For Help, press F1 09-May-2016 06:46:25% =] 2
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Central Monitoring: QlickView Scientific

@ Qlikview x64 - [R:\QlikViewApplica

ns\Applications\FE999049_000004_Scientific.qvw™®]
© File Edit View Selections Layout Settings Bookmarks Reports Tools Object Window Help
NEEH H S EHE 9L F (&l F e
=trium
tient Profiles
PEOPLE COME FIRST 4T FERRING
W10 e lomea: o ay 2016 DSHE S Sites Total Inscreening SF  Randomised Ongoing Completed Discontinued Target
s ey P s A ma ot L 1501 o 17z 1325 o 1za7 L) 1150
a - Age Age [grouped)
a - . .
2a3m
1 A00% g]?
£
cos » [
=, e e =5
Country -
=3 =
=L ek 1T BMI (kg /m~2) BMI (grouped) BEMI (grouped) by BMI group
LY ESP POL. = " =
= = grs _— ==00
100% 250300 100% 100% 100% 100%
. o B - F2a
- — il S e
s - o
S . o el L1111 1P F— - -
SoeeningMumier - o & £ - B gre
oroue - o s r
e grevp - o K, ES
= grou . o
eignt group - o Weight (lg) Weight (grouped) weight (grouped) by BMI group
Cocpesremieen - a - " M
Embryo ransfer | a - 800
Mumber transferred - o 100% 700800 100% 100% 100% o
vy S o = o100 ooeema LI o-e0n
Iresmirancn memea - o =)
- AL L e — - B - -
= & Bl o o BMIgroup
.e‘ft’ & -
ArH AMH (grouped) AMH (grouped) by BMI group
= k) =
o e 100% 100% 100% 100% =
- =45 2545
|| R | H 254s i | — — — 1525
% ) e = <is
| || (- . ~ N Em B .
B R e o e P Pl 5 = BMIgroun
#
For Help, press F1 09-May-2016 06:49:54% -] 2|
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Central Monitoring: QlickView Scientific

26

Age [grouped] e |Lgroupe I group
% %
T =] == 35
100% 12“ fg':? 100 ! _1m ! = {35-353"
S
~ N
&P P £ 5 E
" ADaM y : o
. CA CA e CA CA . e CA CA > CA . e CA CA - CA CA > > A Ci . e CA . e
ADSUB PARCATIN Parameter C (N) ADBL PARGATIN Parameter Category 1 (N)
ADSUB PARCAT1 Par ategory 1 ADBL PARGAT1 Parameter Category 1
ADSUB | PARAM rameter (N) ADBL PARRMN Parameter (N)
ADSUB Parameter ADBL Parameter
ADSU P Parameter Code ADBL Parameter Code
ADSU Analysis Value (C) ADBL Analysis Value (C)
ADSU AVAL ’ Analysis Value ADBL AVAL Analysis Value
ADSUB Rounding of results ADBL Rounding of results
FERRING
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Central Monitoring: Patient Profiles

Patient Profile Safety - 0203-3071 020350029

-

\ FES99049 EUPHIIN 07-05 Taesday, November 10, 2015 1

SDTM

_ _
A DaM ‘I(:ytknm m‘:-l:‘lm e e ] F{LI;-.EE*DNH-!) )

1a - PREVIOUS FERTILI

2 201301 =TT FEURESOH H

1b - PREVIOUS CLINICAL PREGMAMNCIES)
Number of
Cycle Cycle Number fetases Fetas Number Dutcome Besalt Date of outconye

REFRODUCTIVE 1 1
HETORY

Ac - END OF TRIAL

Date of EOT/Discontinuation

omee ADBL PARCRTLIN Parameter Category 1 (N)
1d - Weight at Randomization ADBL PARCRT1 Parameter Category 1
— ADBL PARAWMIN Parameter (N)

ADBL Parameter

| ADBL P Parameter Code
asm memesnal ADBL AVALC Analysis Value (C)
ADBL ﬂ AVAL / Analysis Value
ADBL Rounding of results
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Central Monitoring: SAS JMP Clinical

ADaM

~

entral Statistical Monitorin
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4 Site Performance
4 = Subject Population by Study Site

Count

St Site Identifier
ATMll Bmll BRAO2| NLDO1| RUS01| RUS02| USA01| Al

of 27] 10] 6| 7| 22| 7] ss
- Primary
Primary End Points
Time to death up until day 30 (days)
4= Time to death up until day 30 (days) 4 Kaplan-Meier
i 4 = Product-Limit Survival Fit
® ATADL, P_Val: 0,0033 H .
| 4 Survival Plot
| 10
1 N
) Y S, (9
08
—
i '
4-| H o 06
i £
1 =
' :
3 ! 8 oo
=
I
g 0,2
i
2 i 00 T T T T T
! 0 5 10 15 20 25 30
! Analysis Value
| Time ta event: Analysis Value
1 Censored by Censor
Censor Code 1
| . Grouped by Group
i
! 4 Tests Between Groups
& ®! Test ChiSquare  DF Prob>ChiSq
15 10 05 00 05 Log-Rank 56556 1 0,0033
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STREAMIng Deliverables @ Ferring

ADaM Metadata

QV Safety
Cheap Good Scientific Monitoring

Patient
Profiles

QV
 opomions

JMP

SDTM

Clinical Trial



Test Data

L S S OO SO U Ot AU S aLlPLV DBL I‘csg
W sSDTM data
W Ooutput review W TLFs

»  When » Who

»  During user acceptance testing of eCRF »  Statistician

»  Programmer

» Why »  Data manager

»  Start early on development »  Trial manager / coordinator
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STREAMing Deliverables @ Ferring e
Fast End-of-text !u” contro| using

material ADaM Metadata

QV Safety
Cheap Good Scientific Monitoring

In text

tables NEREUVES

Patient IMP

Profiles
Qv
ADV

SDTM

Clinical Trial
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