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Benefits of Standards Implementation

0 Improve Data Quality

Q Improve Data Exchange

0 Meet regulatory requirements
0 Minimize legacy conversion

0 Supports speedy approval by agencies



Someone Else’s Legacy

O Major Pharma have in recent years, externalized more
R&D to increase the number of drug projects and thus
the chances of getting a major new product to market.
In fact, over half of late-stage pipeline compounds are
now externally sourced (Exhibit 1).

QO This situation is giving rise to an explosion of licensing
deals and development partnerships.

*From Datamonitor: Licensing Strategies: Trends in the top 20 pharmaceutical companies’ activity



% of R&D Not “Home Grown”

Qutside In
Over half of Iate-stage pipeline compounds are now externally sourced.
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Why CDISC Matters in Licensing

CDISC is the logical “common data
language” of R&D Partnerships.



Typical Challenge

a Typical*® licensed product will include 10-15
studies from Phase | up to and including Phase
lll. Studies may encompass multiple
formulations, doses and indications.

Q It’s not unusual for more than one R&D
Company to have been involved in the
compounds research history and...

= Multiple CRO, Lab and diagnostic vendors were likely
to be involved during the development lifecycle.

%
In truth, no two legacy conversion projects are alike and have ranged from 3 studies
to over 30



First: Excavate

0 During the “due diligence” phase.... when you
were negotiating to license the compound, your
evaluation team excavated and examined the
older clinical study data structures...Correct?

2 You have everything
and it is in
perfect shape.
Right?




Legacy Data Check List

1. The Protocol (Final version please!) plus “all”
amendments.

2. Final CRFs.

a) Blank and Annotated (Annotated with DM system or raw SAS dataset
variables)

3. Final raw clinical datasets which match the

annotated CRFs in #2

a) (In SAS Format and in English preferably).

b) Sometimes old study archives contain pipe or tab-delimited ASCII
files, Excel Spreadsheets, Access.mdb, Data Listings in PDFs, JMP,
SPSS, S-Plus datasets, and occasionally a MS-SQL or Oracle.bin
database with little or no documentation.



Legacy Data Check List Cont...

4. All diagnostic data
a) (ECG, LAB, PK, eDiary, ePRO, etc.)

5. Analysis datasets which were used for the
Clinical Study Report (CSR)

6. SAS programs and Macros for CSR TFLs (if
available.. Some CROs, Sponsors feel that SAS
programs are worthy of copyright status)

7. The Final Clinical Study Report

8. Other study related documents (Don’t discount
their importance!!)



Other Related Documents

0 Not necessarily “essential” for CDISC
conversion... but are invaluable for uncovering
the “what and why” of old studies.

= Data Management Plan

= Edit Check Specifications

= Statistical Analysis Plan

= Analysis Dataset Specifications
= Coding dictionary versions used
= Coding synonym lists

= Laboratory ranges, units, etc...




1.

Legacy Data Considerations

Are you able to open and view all of the archived
files? (Don’t assume you can!.. Watch out for old
protected .zip files)

Do you have a SDTM conversion project leader with
authority and ability to access senior management for
tough decisions?

Do you have access to someone who can answer
questions for each study as to why certain things were
done a certain way (i.e., study team contact
list)?..are they still available, accessible or even alive?



Legacy Conversion Team

QO The Project Manager.

= Preferably with experience in large and complex
clinical data management or statistical programming
projects.
0 Manages resources, timelines and budget.

0 Keeps project on track and manages risks for project
success

0 Point person for all communications with project stake
holders, team members, resources, vendors.



Legacy Conversion Team Cont..

0 The Lead CDISC Standards Analyst

= Very Strong Clinical Data Experience

0 Thoroughly trained and “understands” the CDISC
implementation guides.

0 Manages CRF annotation team and reviews, arbitrates all
legacy study CRF annotations to enforce SDTM mapping
consistency across multiple studies. (5 analysts can have 5
“slightly to greatly” different interpretations of the SDTM
implementation guide) Need an experienced leader to
referee the annotations and mappings

0 Prepares SDTM conversion specifications using the original
CRF’s raw database annotations, and the new SDTM
annotations for conversion programming team.



Legacy Conversion Team Cont..

a SDTM Programming Team Leader
= Seasoned SAS programmer

Qldeally, someone who has seen it all, The “good,

The bad and the ugly” of SAS programs and
datasets

aResponsible for managing the team producing
SDTM Datasets from conversion specifications
provided by SDTM Analysts

QResponsible for reviewing (or developing) SDTM
validations and along with the Lead SDTM Analyst,
communicating, remediating and documenting

inconsistencies found from the SDTM validation
effort



Legacy Conversion Team Cont..

O The Statistician

= Must be familiar with the Statistical Analysis Plans (SAPs) for
each legacy study to be converted.

= Responsible for developing SAPs for the integrated summaries
of Safety and Efficacy
aShould review and be very familiar with the
legacy study conversion specifications.
(Familiarity with the SDTM and ADaM domains and
variables is very important for the ISS and ISE
data integration plan)



Legacy Conversion Team Cont..

a The Clinical Lead

= Must have a thorough understanding of the
compound, protocol designs, assessments, and
results (CSRs) of each legacy study.

= Will typically be very focused on the pivotal study
outcomes but must be aware of how the older legacy
data will support the pivotal data.. And where it
may not...

= They are necessary for the really tough decisions
that in every project, must be made.



Examples of leflcult Legacy

0 Due to the mature nature of this content, this portion
of the presentation has received a R rating for Really
Bad Legacy

| RESTRICTED &»
UNDER 17 REQUIRES ACCOMPANYING
PARENT OR ADULT GUARDIAN

PERVASIVE STRONG HORROR VIOLENCE
| AND GORE, LANGUAGE AND OLD




Lab Data Collection CRF “Of What Not To Do”

TABLE=LB

LABORATORY STUDIES (Study Entry)

SAMDT (C,10)
SAMTM (N, TIME)

Date specimen obtained:"SAMPF NDATE) (mm/dd/yvy) Time obtained (24-hr clock)

rABLEI’:m["aBn[;ger . ' Value e Systeme Normal | Abnormal® e ' Comments
EATSN (N5) TEST (C,100) me el ln;e-mational =

WBC NA((ﬁ:(,)T'&%' . Doy /1 O XA9/L [:]t,:g:gr; 'g ) o Doy COM (C,200)

Hgb 0., LVALUEN (N:82) O, g/dl Oe gL O,. O, O,.

Platelets O _LVALUE(C24) Doy K/pl Ou xAYL | Oy O Doy

BUN O LVALSTD(N8.2). __ Owmg/dL | OgsmmolL | Doy O Doy

Serum creatinine O e Oy mg/dL | O pmol/L Ooy O Oos

Urine creatinine O e Oy mg/dL | Oy pmol/L 0wy O Oos

Total bilirubin O, — O mgdl | Oy pmol/L | O, O O,

Direct bilirubin O T Oy mg/dL | Oy pmol/L 0wy O Oy

PT --OR-- . sec

INR Hon - : i ) : - - UNITS (C,10) oy O o

PTT O e sec Ooy O Oos

Fibrinogen Oon o Oy mg/dl | Oy pmol/L. | Oy O Oy

HCT O, T % O, Oy Oy

Serum Na Oon o mmol/L Olou O Clos

Urine Na 0., o mmol/L 0, 0, 0,,

Eﬁﬁggﬂﬁsmmm: Oon) e — — O Clos




CRF Design (Contd)

FPatient value Units Date spi-ecimen Tim-e Comments
[hum) obtained obtained
L= [LYALUEN) L=y [ S&AMDT) [ SAMTM) e ]

o1D12 15.6 sec 13J4N2005 6:09 |PDRAWN @ 175424 YN 1 /13708
o1D12 1.5 13JA4N2005 6:09 |DRaWN @ 1’:24 CN 1/13/08
o101 2 59.9 sec 13JA8N2003 5:09 RalM @ 17:24 Dl\l‘l /13708
o1D12 25.9 mg /dL 22J48N2005 2:42 |DRAWN @ 11 ON 1;‘22;‘08
o1D12 1.9 mg/dl 22JAN2003 2:42 |DRaWN ®@§6:11 ON 1‘}22."08
o1D12 36 mg /dL 22J4N2005 2:42 |DRawWN @J6:11 ON 1¥ 22703
o1D12 74 mg/dl 22JAN2003 2:42 |DRAaWN 6:11 ON 1)§22/03
o1D12 29 mg /S dl 07JAN2005 4:42 |DRAWN 6:23 ON 1 J7/08
o1D12 7.4 mg/dL 07JAaN2005 4:42 |DRAaWN 6:23 ON 147708
o1D12 0.9 mg/dl 07JANZ2003 4: 42 |DRAWN 6:23 ON 1 ,I?."OB
o1D012 4.5 mg/dL 07JAaN2003 4:42 RAWN @ 6:23 ON 147708
o1D12 15.3 mg /dL 16J4N2005 6: 03 |DRAaWN C<| 6:34 ON 1 J16/08
o1D12 24.5 mg/dl 16JANZ2003 6: 03 |DRAaWN 61 6:34 ON 1¥16/03
o1D12 24 mg /dL 16J4N2005 6: 03 |DRaWN 6:34 ON 1§16/08
o1D12 1 mg/dl 16JAN2003 6:03 |pRawWN @16:34 ON 116703
o1D12 10.5 g/sdL 29DEC2007 5:35 |DRaWN @ §3:02 ON "2!29!0?
o1D12 31.8 % 29DEC2007 5:35 |DRaWN @ ?:02 ON 12!29!0?
o1D12 45 Kizl 29DEC2007 5:35 [PDRAaWN @ §:02 DNfI2."29."0?
o1D12 1 mg /dL 29DEC2007 5:35 |DRAaWN @ 3%02 D¥1 2/29/07
o1D12 25 mg /dL 29DEC2007 5:35 |DRaWN @ S:U 12729707
o1D12 3.9 mg/dl 29DECZ2007 5:35 |DRAWN @ S:02 ON 12/29/07
o101 2 2.2 mg/dL 29DEC2007 S5:35 DRAVWN @ 35:02 ON 12/29/07
o1D12 21DEC2007 5:31 |[FIBRINOGEN L&aB MNOT DONE ON
o1D12 13.8 g/dL O6FEBZ2003 5:34 |[HGEB DRAWN AT 16:41 ON 2/6/
o1D12 17.4 mg /sdl 14FEB2003 6:33 |L&aB NORMALS NOT AvAILAaBLE
AdnaA co e 3 41 accoAnno C.oo 1l AR MADMAL © MAT AUATI AR S

CRF Sample
Collection Date
& Time
(LBDTC) differs
from the
actual date/
time of
collection in
recorded in
the Comments

Field



SUPP- domains contain unnecessary information (Contd)

Don’t place important data / Key variables/standard variables in
PPQUAL

ISLndmersuindineg

® Assessment of Iaboratory values |LB.LBCAT="ASSESSMENT OF LABORATORY VALUES']

Are there any values flagged as “P” on the laboratory print out or 1] no[NOT SUBMITTED |
are any other values considered abnormal by investigator

|LB.LBORRES = "ABNORMAL' I__._._.—-—-——--‘jil yes
ISUPPLB.QVAL where QNAM= LBPAFLAG’ l

If yes, please specify

parameter |LB.LBTEST| reason (select one) if related to baseline finding or clinically
[ ) disturbing/inﬂu?cing factor: specify | significant
1no

baseline finding |[SUPPLB.QVAL where QNAM="LBRSRELO" 2[ves
] unclear etiology y

_____________________________ / 4 [ disturbing/

[SUPPLE GVAL where GNAM= LBRSREL |iuencing factor
T relatedto [SUPPLBQVAL where GNAM=BCLSIG' J}<t—+@] no

baseline ﬁndmg
3 I:I UnClearethlOgy

.................................. 4[] disturbing/
inﬂuencing factor*

LB.LBTESTCD /,é related to
3

---------------------------------------------- e yes

* Possible disturbing/influencing factors:

insufficient quality of sample, influencing co-medication, recent heavy meal

Note: In case a parameter is flagged with "P” (protocol deviation), the patient/volunteer may not be included in
the treatment phase

In case the "P” value is related to a current underlying disease or symptom, enter related disease or symptom
under "specify”. Check that the same term is given on the corresponding "Baseline finding” page.

In case of unclear etiology, please enter the parameter name on the "Baseline finding” page.




SUPP- domains contain unnecessary information (Contd) ...

DOMAIN USUBJID LBSEQ LBGRPID | LETESTCD LBTEST LBCAT LBORRES | LBSTRESC LBNAM LBSPEC
I.B TS| 20735 75 GGT Gamma Glutamyl Transferase ASSESSMENT OF LABORATORY VALUES |ABNORMAL |ABNORMAL |SEENEEER |ELOOD
B SRS 20733 76 HOL HOL Cholesterol ASSESSMENT OF LABORATORY VALUES |ABNORMAL |ABNORMAL |GMENEEEER) |BLOOD
B SRS 207353 77 SGOT Aspartate Aminotransferase ASSESSMENT OF LABORATORY VALUES |ABNORMAL |ABNORMAL |MENEEEER) |BLOOD
B SRR 20733 78 SGPT Alanine Aminotransferase ASSESSMENT OF LABORATORY VALUES |ABNORMAL |ABNORMAL |SEENEEEER) 600D
B TS| 20753 79 TRIG Triglycerides ASSESSMENT OF LABORATORY VALUES |ABNORMAL |ABNORMAL |SEENEEEER |BLOOD

pplb.sas7bdat

RDOMATN USUBJID IDVAR IDVARYAL GNAM QLABEL avaL QORIG QEYAL
B SRS 20733 |LBSEQ 74 LBCLSIG Lab Result, Clinically Significant Y CRF
B SRS 20733  |LBSEQ 74 LBPAFLAG PD &lert Flag ALERT CRF
B SRS 20735 LESEQ 74 LERSREL Reason for Flagging Lab Yalue AE related CRF
B SRS 20733  |LBSEQ 74 LBRSRELO Feason for Flagging, Specification ELEVATED TRANSAMINASES CRF
B 'm20?33 LBSEQ 75 LBCLSIG Lab Result, Clinically Significant Y CRF
B _m20?33 LBSEQ 75 LBPAFLAG FD Alert Flag ALERT CRF
B SRS 00735 LESEQ 75 LERSREL Reason for Flagging Lab Yalue AE related CRF
B SRS 00733 |LBSEQ 75 LBRSRELO Reason for Flagging, Specification ELEVATED TRANSAMINASES CRF

.sas7bdat

DOMAIN AESEQ USUBJID AETERM AEMODIFY AECAT AESEY AESER AEACN AEREL AEOUT A
I’.E 10 SRS 20733 DYSMENORRHEA | DYSMENORR | GENERAL | SEVERE N DOSE NOT |PROBABLY RELATED |NOT RECOV 20EI
\E 6 SR 20733 ELEVATED TRANSAMINASES - ALAT|ELEVATED |LABORATOR DRUG WITH |RELATED RECOYERED |20C
\E 8 SR 20733 ELEVATED TRANSAMINASES - GAMMA-GT [ELEVATED |LABORATOR DRUG WITH |RELATED RECOYERED |20C
\E 2 SRS 20733 ELEYATED TRANSAMINASES ALK, PHOSPHATAS |ELEYATED |LABORATOR DRUG WITH |RELATED RECOVERED |20C
\E 4 SRS 207 33 ELEYATED TRANSAMINASES ASAT |ELEVATED |LABORATOR DRUG WITH |RELATED RECOVERED |20C




SUPP- domains contain unnecessary information (Contd)...

® Assessment of laboratory values

Are there any values flagged as “A” on the laboratory print out or 1[Jno
are any other values considered abnormal by investigator
2[]yes
If yes, please specify
parameter reason (select one) if related to adverse event or clinically
disturbing/influencing factor: specify | significant
2 [Jrelated to ) 1Jno
adverse event stead of a-freetext.-AE#- 2 ves
"""""""""""""""""" 3 [] unclear etiology should help to relate these y
s [] disturbing/ FOCOTAS---- - voomvenennveennes
"""""""""""""""""" inﬂuencing factor* | - i
2 [ related to 1Jno
adverse event 2 D es
.................................. 3Dunclearetiology Y
4 [] disturbing/
"""""""""""""""""" inﬂuencing 7= (ot (o o

| = 1 1
* Possible disturbing/influencing factors:
insufficient quality of sample, influencing co-medication, recent heavy meal

Note: In case a parameter is flagged with "A” (alert value), enter related disease or symptom under "specify”.

Check that the same tem is given on the corresponding "Adverse event” page. If the value is of unclear
efiology, complete CRF page tEaﬁafory adverse even“'.




Collecting data in single source dataset that

actually go in to different classes/domains

® Demographic data
Date of birth ITyes:
| N |1.9. : | average numoer
day month year of cqarettes smokad oer day |_
Age Jears other smoking haoits, specify
Sex 2] female
Ethnic group + [ Caucasian @ Alcohol consumption
»[J Black Alcoho! ccnsumption [ rever
3] Hispanic 2] seldom
4[] Asian 3] accasonally
9gs ] OthEr, SPECITY ---vreeeeeeeeemmeme e e e (] regularly
Educational level 1] some elementary education (ORTTIERS
2[_] some secondary education
3[] some college or university education
Sexual relation / activity 10Ono
2[Jyes
® Smoking status
Is the subject smoker 1[dno
2[Jyes
Ifyes:
average number I |

0 Avoid collecting all the panel of information in the
same CRF page in the same source dataset



Collect Yes/No to obtain response for the

questions rather than having blanks in the data

« Use Y/N to obtain responses for questions rather than
not having blank values. CDASH Best Practices

[: 1. Treatment Duration [Blank]
Due to the rollowing risk factors (select all that apply):
[_'} 2. Idiopathic DVT/PE
" Yes
D 3. Recent surgery or trauma
" Yes
1 4. Immobilization
] @ (Blank]
C Yes
1 5. Useof containin
(1 estrogen g drugs @ [Blank]
T Yes
“71 6. Puerperium
L per @ [Blank])
T Yes
1 7. Active cancer
(. @ [Blank]
T Yes

3 8. Previous episode(s) of PE/DVT . (Blank]

" Yes



Align pick list values as much as to the published

controlled t.erminology.

0 Data collected like this not only involves additional
mapping efforts but leads to potential errors..

Date of birth I L, |19, |

day month year

Age

I—I years

Sex 2 ] female

Ethnic group

1 [_] caucasian
2 [ Black
4[] Asian
998 [_] other, SPECIHY  — e e e e

As per submission requirements, RACE & ETHNICITY have to
be presented as different elements. Likewise Anatomical
location & directionality are different elements



Same subjects rolling over to multiple studies should

have the USUBJID Unique across the submission

As per the Study Protocol, this is a cross over study with 7 steps
and the same subjects rolling over more than one steps. But,
the USUBJID have to be same for all the subjects who are
entering different STEPS / Phases...

Dose and Number of Subjects

Investigational

Product _1-"

Route of O1 ({

Administration

Step I II 11 IV / g

Dose 0.lmg | 025mg | 05mg | Img | 2.5mg Smg 10mg | 20mg | 30mg

Subjects A B C D E F E F E

A.d 11}u115t1'at1011 After breakfast

Timing

No. of Subjects Per treatment group: Active Per step: Active substance:
substance: 3 subjects. placebo 1 6 subjects. placebo 2 subjects

subject




ame subjects rolling over to muttiple studies shoulc
have the USUBJID Unique across the submission

STUDYID PID SEX AGE HEIGHT | WEIGHT
(STUDYID) (PID) (SEX) (AGE) | (HEIGHT) | (WEIGHT)
25 | ey 3-E M 26 171.3 71.5
26| yumm——y  5-E M 26 171.3 71.5
27 5-F M 26 170.2 58.7 .
o —5-F : s 02 es7 AS per the Protocol design,
Se— T o2 7 there should be a max of 32
Se— " e tes.7] &1 subjects, but the raw datasets
5[ am— (51 |u s 7es w.s  and the demographic subject
34| pumme—yy  7-H M 23 179.3 70.3 . el .
55| — |50 ; .z ss 1.s identifiers created a different
36| mm—— | 7-A M 20 171 56.4 . re
57| ey | 7-5 M 28 168.3 70.8 Identifiers ...
3ol - M 31 167.7 | 54.8
39 | pum—y  4-2 M 22 178.7 | 67.7
40| yum——y  |5-2 M 22 178.7| 67.7
4| —y |46 M 29 173.3| 56.4
42| nm——yp  |4-C M 32 169.7 65
43| yumme—y 6-C M 32 169.7 65
44| gumme—y 4-0 M 34 167.4 60.4
45| yumm_—y | 6-0 M 34 167.4 60.4
46| yumme—y | 4-E M 28 177.4 65.4
47| —y  |5-E M 28 177.4 65.4
45| yumm—mypy  |4-G M 28 176.6 68.1
49| gy  |5-G M 28 176.6 68.1
50| ey |5-F M 24 1651 55.8
51 [ o——  4-F M 21 169.9 60.5
52| yumm—y  4-H M 24 177.2 76.3




Raw Data should be the source for SDTM and

SDTM should then create Analysis/ADaM

Discrepancy in the count produced from the SDTM &
Analysis data produced directly from the RAW data

i4.3.1 . 46.1i. Sumary of Shin Irritation Assessment: Erythema - SAFETY Population

Croup 1 Crewp 2
(N=10) (Neig)
Pasch i Pazch i Pauch 3 Parvch 4 Pasch § ¥ores dcore"™
Statistic (h=1&) (3=14) (do=14) (=14) (2e=13) (2e=14)
1 hy paateramavy 1
N ¢ i i4 it il il i4
Hean (80} &6 0.7 0.4 (0. 4H) 0.¢ (.78 0.4 (0.88) 0.8 0.44) 1.2 (0.3 1.3 (0.%1)
Med 1aR 0. 0.0 0.0 0.5 0.0 1.0 1.0
Range imin, max) 6, 1) (9, &) {6, ) {0, 1H {6, 3) e, ¥ {0, 3
Erysiama severisy scorss, n (%)
©) Nane 4 ( $0.0) % 1 &3 2t §7.1) 7t 80.0) 7 ( §6.0) 3213 3t 21.4)
(1) Vexy 3iighs 3 ( 3N.0) 4 1 38.6) 4 { 38.4) ¢ ( 41.9) B ( 35.7) 4 ( 38.¢) B ¢ 3.7}
2} Mila it e it 7.2 2t 3.3 it .4 i1t 7. L3l LR P4
3) Moderase Q ¢ Q e Q 0 7.0 0 T3
4] Severe ? @ Q @ Q 2 ¢
i4 ham post-zemcval
N € i4 14 14 13 12 14
Mean (39) ¢.4 .79 .0 10.00) e.Q N.0Mm Q.0 10,90 .0 (0.00) e.e 0.3M Q.3 19,36
Mad un 0.0 0.0 0.0 0.0 0.0 0.0 0.0
Range Imin, max) 0, 3) (6, O 0 O (o, 0 (¢, 9 0, (e, 1)
Exytiama severity scores, n (%)
©) Nore & 8.8) 14 188.9) 14 1188.5) 24 (105.0) 13 (%2.9%) 18 { 71.0) 12 1 88.9)
1) Vexy Slight 1 1.0 o (=} o 0 2114.9) 2113
o) Hidd : W8 e e ¢ e g ]
(3) Moclerate 0 0 (u) 0 0 o 0
i4) Severe [} [} [x] [} o [} [}



Raw Data should be the source for SDTM and

SDTM should then create Analysis/ADaM (Contd.

Patch Number bl o dhaa< Tits bax Tard daze admintztensd [A]

1 Hour Post-Removal

24 Hours Post-Removal

~T YR v

P i T

< Stdal L

[Jo-rane

D 1= Nery shl erdhaa pdiluse, larady asdida)
[ 2=rdic soatre na dmeicerin 0. oozl resicied)
[] 3=rsomrate entnens (gl

D 4= Sowvere Srdthsmo Idrmng ey rech

0= tane

D 1 = Vary sigh erdhama ichliisa bash wab )
D 2 = WK eivhem=z dael-Ceinedd kcdl resuical)
[] 2 = mecterst srvhema ot

[] 4 =severe evramn i sag fiere et

3 recarded above

Relatcnship to Study Pawch
Mo Retated

[Junitey Re=wd
[CJPessith: Relar=d

[Jrelated

Erythema

Action Taken
[J <oncomitart Mecicaton #:

[JHone

[CJ oter Procedure, specify:

Any scoras othar thon "0™ ot 24 Hour=s Post Remowval, must
ba followad until resolvad or cortinuing but madically

) S | | I O

=xlzrbla snd dasle antarad hare

W T vy
[J Resaved  [] conmengtot nzdeal stehis

[ P
[ 1= "ery mignt eeema dharmdy sizis)

[ 2=rie adema (=in aleratad <1 mmi

[] 2=réaceme atema (shin elevatad - 10wm)
[[] 4= seere etama mtinrased > 1 mao

i M laca—.

D 1 =Very zight edema |boi=ly wmblk)

[] 2 = %8k adema jshin dealal <1 wnj

[] 2 = siecteraie adama jekn Sowaiad - 1 mj
E] A = Seere elemia cekin raed F 1 o)

Relatanship to Study Pawch
[CJrict Retated

[Cdunieewy reaes
CJrwesitty Reiaea
[Oreatatea

Fdema

Any scors other thnn "0™ at 24 Hours Post Remaoval, muat

This section muset be completad when a ecore ather than "0" ia recorded above

Action Taken
D Concomitard Mecicabon £:

[ naone
L] Orrer Procedure. sp-cily:

SDTM
produced with

the actual
CRF for the
subject



Raw Data should be the source for SDTM and

SDTM should then create Analysis/ADaM (Contd.)

Patch Number[] wdﬂ‘sm!udﬁ;;;al—u;dél-” - -_/M‘T}‘}‘Df,ﬁll/ﬂ/
1 Hour Past-Remaoval /Amum Post-Remoual
CT L] LM
8::::&'omaﬁmuke.hwm) /g::::sﬁaﬂu-mmm A Strl ke-through or
= / Dl et crossed out line across
E [] 4 = Sawern exythorns (strang Bery e [ ] 4~ Bevarm seylleerna fubong fieey 3
f, This section must be campléeted n a score oer than “0" is recarded above the CRF page through
Relafionship to Stady Palch AcHion Takan .
I Owne CYComrorsin st the NONE checkbox in

[ ] Passiiy Reasier
[ Resbaled

the CRF page which
e oo i rosoresc b7 sommmia i meaiony - triggered the DM
[ates [ Jemsimg vincocon o system to collect it as a

|_fo-teane |_J0=tom=
[ 1 = Very dight odoma bocsly 46 11 = Veoay stgit ot ma teely vidioh Val ue
[ 2 ~ 18 od= o (som escantod < []2 =t cocma fien < owied <1 moy)

[ 13 - Modcasts edaara fskin ~1 [ 119~ Modess edenn &kin L

« [ 4 = Sovere oo ez = 1 mm) [J14 = Sovere otema g rwssd > T mm)
E This fection must be completed when a score other than "0 is recorded above
T Relathonship to Patch Action Taken
w [ 8o Rl ([« 1 Mesticaton I
[ Jumkety re [ Irems
[ J#Posstiy Brbobo [T Other Paocdure, specike
[ raw=a
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Recommendations to support Integrated collectio

- Analysis/Reporting - Submission

Follow CDASH standards for CRF design; Implement CDASH Best
practices

Don’t place important data / Key variables/standard variables in
SUPPQUAL

Data collection must be alighed to published CT as much as
possible.

USUBJID of the subject rolling over to multiple studies should be
unique across the submission.

Raw Data should be the source for SDTM and SDTM should then
be used to create Analysis/ADaM datasets.

Ensure Traceability in to ADaM



Recommendations to support Integrated collectio

- Analysis/Reporting = Submission

= AE Outcome - Avoid ‘Worsening’ as an outcome for AEs. As
per NCI guidelines for investigators on persistent/Recurrent
AEs: "If the [AE] grade becomes more severe the AE must
be reported again with the new grade.”

Ensure all the REQUIRED/EXPECTED variables are collected.
Missing REQUIRED/EXPECTED variables will lead to
compliance exceptions and needs to be justified

« Adopt CDASH recommendations at least for all core
domains - Ensure that data collection elements are in line
with the submission and facilitates creation of Tabulation
datasets



Recommendations to support Integrated

collection - Analysis/Reporting = Submission

0 Eliminate redundancy. Collecting the same information leads
to redundancy creating opportunity for discrepancy. Also, leads
to data cleaning.

Collect only data needed to support the protocol/analysis and
avoid ‘Nice to Haves’. All collected data needs to be accounted
in SDTM.

FDA recognizes the difficulty of legacy data conversion and the
potential for errors in the conversion. Better approach is to
implement standards upfront, achieve efficiency, avoid delays
& errors



Where are moving with Standards..?

« ~ 30% of unique NDAs received by CDER in 2011 submitted

CDISC/SDTM data

More and more
Submissions
are embracing
SDTM / ADaM
Fiscal Year 2013: Standards

Number and Percent (%) of NDAs with Study Data
Submissions in CDISC SDTM

New Unique NDAs 98 61%
All NDAs 223 50%

+ ~20% of the BLA's received by CBER in 2011 submitted

CDISC/SDTM data

As presented in the Europe CDISC Interchange, April 2014



Agency Review Environment

FDA Automated
-\ .
Review Emnronmem

Standards
support FDA's
Modern Review
Environment

a As presented in the Europe CDISC
Interchange, April 2014



Data Fltness enabled by

ita_ Submission

dasures by ev

aluating whether

That’'s why the
data submitted
must be CDISC
SDTM / ADaM
compliant

a As presented in the Europe CDISC

Interchange, April 2014



PMDA’s pilot on Standardized Data

DINISS10N

Results of FY2013 pilot project (outline)

* Implementation details

— Data visualization and analysis were conducted from
January to February 2014

— Around 100 persons in charge

* About 80 reviewers from new drug review offices, including
clinical reviewers, clinical pharmacologists, and statistical
reviewers

 About 20 staff from the Task Force for Advanced Review and
Consultation with Electronic Data

— PMDA introduced and used software for
Data visualization/exploratory analysis
Analyzing CDISC compliant study data
Statistical analysis

Pharmacokinetic analysis

2014/04/09 CDISC Europe Interchange 2014 12

PMDA Japan shared the results of the CDISC pilot Project
confirming the feasibility of Reviewing & Analyzing actual data
from Clinical Trial data submitted in CDISC format



PMDA’s pilot on Standardized Data

DINISS101N
Results of FY2013 pilot project (outline)

* Confirmation of feasibility

— There were no problems regarding data storage and
management within PMDA.

— Analysis of actual clinical trial data was confirmed to be feasible
by the reviewers who possess a certain level of knowledge
regarding datasets and software.

* Future and ongoing tasks

— Improvement and enhancement of the training for the
reviewers

— Consideration of the new review process with clinical data
analysis

— Preparation of basic and technical notices to keep high level of
conformance to the data standards

[Data standards = CDISC is the key in handling the clinical J

study data of a lot of products at the PMDA




Binding + Guidance Documents

QO FDA has issued a series of draft Binding & Guidance
documents that mandates the submission of data to the
agency as CDISC Standards following the versions,
Controlled Terminology as published in the Data
Catalogue over a period of time.



eCTD Guidance

= FDA eCTD GUIDANCE FOR INDUSTRY

QO Provides the requirements for a valid electronic submission of
standardized study data under section 745A(a) of the FD&C Act

0 Submissions that are not submitted electronically and electronic
submissions that are not in a format that FDA can process, review,
and archive will not be filed, unless exempted from the electronic
submission requirements



Guidance under Sec 745(a)

Requlatory Submissions in Electronic Format -

Submissions Under Section 745A(a) of the Federal Food,

Druqg, and Cosmetic Act

Requires submissions submitted in electronic format specified by the
Food and Drug Administration (FDA or the 14 Agency), beginning no
earlier than 24 months after FDA issues a final guidance specifying
an electronic submission format.

Guidance describes how FDA interprets and plans to implement the
requirements of section 745A(a). Specifically, this guidance discusses

» Submission types that must be submitted electronically
- Exemptions from and waivers of the electronic submission requirements,
« Timetable and process for implementing the requirements.



Study Data Technical Conformance

= STUDY DATA TECHNICAL CONFORMANCE GUIDE

Study Data Technical Conformance Guide (Guide) provides specifications,
recommendations, and general considerations on how to submit
standardized study data using FDA-supported data standards located in the
Data Standards Catalog (Standards Catalog) The Guide supplements the
guidance for industry Providing Regulatory Submissions in Electronic
Format — Standardized Study Data (eStudy Data Guidance).

- STANDARDIZED STUDY DATA

When finalized, this guidance will implement the electronic submission
requirements of section 745A(a) of the FD&C Act for study data to CDER/
CBER specifying the format for the electronic submission

Submissions that are not submitted electronically and electronic
submissions that are not in a format that FDA can process, review, and
archive will not be filed, unless exempted from the electronic submission




FDA Standards Catalog & CDER

es Document

- FDA DATA STANDARDS CATALOG

Specifies the Data standards & Standard Terminology supported by
FDA.

= CDER Common Data Standards Issues Document

Communicates general CDER preferences and experiences regarding
the submission of standardized data to aid sponsors in the creation of
standardized datasets for both tabulation datasets and analysis
datasets



Discuss with the review division

Communiction: The FDA / Sponsor
Data Submission Discussion

/FDA: Sure, we N
can accept that.

Sponsor: Oh, and one
last item — we would like

to submit the data using That should wrap
CDISC Standards things up.

\/ Thanks for
\meeting with us! /

44 = D I S A ST E R Newby and Wilson, 2009



Why Standards are important from

Regulatory perspective

QO “The electronic format and standards are critical for
FDA...”

QO “We cannot improve efficiency or innovate without
standards..."

0 “We want to improve regulatory decision-making
through better access to structured scientific data...
Non-standard electronic data limits quality and
efficiency during the review process. ....”






