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W Sponsor

B Contract research
organisation

(CRO)
m Software/service

provider

B Government

® Denmark

W Germany

= India

m Ireland

m Japan

m Switzerland

M United Kingdom

M United States

m Small — under 100
employees

m Medium — 100 to
1,000 employees

m Large —over 1,000
employees



70.00%
60.00% W Scientist/Toxicol ogist/Study
Director
50.00% B Regulatory Operations/Data l l
Manager Other' Responses:
40.00% QA o Management
o Statistician
30.00% W Data Standards Expert
20.00% M Data Scientist
Ll Other (please specify)
0.00%
RESPONSES
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RESPONSES

m PHUSE

B CDISC
BioCelerate

B None

m VICT3R
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Trend
- Steady decline of responses
through the years

Number of Responses through years 2019-2024

Discussion

- SEND as a standard has
matured, there are fewer
large updates

- Used to have 10
people/company answer
now we have 1-2/company
answer to represent
company

- Goal for 2025: Ask survey
guestions that push
the Boundaries of SEND

s

45

Number of Responses
8
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&
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2019 2020 2021 2022 2023 2024
Year
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Manual Edits
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85%

0, [ A |
50% [ 46% |
45%
40%
35%
39%
30% i
25% ': \l B Responses
20%
15%
15% 12% 12% 12%
10% -
5% -
0% -
Yes, we saved up to 2 Yes, we saved up to 4 Yes, we saved 6+ hours Yes, but unsure about Effort was put in, but Did not put any effort
hours per study hours per study per study the amount of time did not decrease  into decreasing manual
saved manual editing time editing time
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Yes, measurable time saved

m Software/service provider

. = Sponsor
= Contract research
organisation (CRO)

Yes, but unsure about time saved

m Software/service
provider
= Sponsor

= Contract research
organisation (CRO)
= Government

Responses Demographics:
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Yes, but no time saved

m Sponsor

Did not put in any effort

m Software/service
provider
= Sponsor




B Responses (clustered)

40%

35% -

30% -

25% -

20% -

15% -

10% -

5% -

0% -
Domains /
Supplemental Qualifier
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Timing Variables

nSDRG / Define file /
Study Report

Quality Checks /
Procedures

Cluster methodology:

Answered: 15 / Skipped: 13

2 participants responded ‘NA’

3 responses were comments only and could not
be clustered

10 valid responses were clustered based on
buzz words, resulting in 13 individual cluster

counts




Un-clustered comments:

* FDA keep on accepting data submitted by all the sponsors and don't provide any critical feedback about quality of
every submission. Even if substandard data is submitted no rejection or feedback given by FDA.

My manual editing is done to fix errors in submission files. The amount of time spent doing manual edits is based on
the number and types of errors made by sponsors and CROs.

* Not many opportunities for change due to internal validated system limitations.
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nSDRG /

Domains / Define file /
Supplemental Timing Study Quality Checks /
Qualifier Variables Report Procedures
Correcting information in SUPP-- qualifier, removing redundant information from finding
domains (e.g., --TPT/--TPTNUM where there is only one value (one session)) X X
pathology domans X
Quality checks X

Trial design, study metadata present in report (methods, baseline, fasting flags, comments, etc.)
Programs/Software/Application used to process data not originally recorded in system that
outputs data in SEND format. X

x
x

Define file, findings domains, nSDRG, domains from external sites (like PC, PP) X X

Dose levels X
nSDRG X

LB, PC, and PP domains X

Timing variable population. X
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60.00%

50.00%

40.00%

30.00%

20.00%

10.00%

0.00%

Responses (n=13)

mYes

m MNo
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Note- "l am not
a Sponsor" responses were
not included in the analysis.




Responses
* Enrich the dataset with company / project specific identifiers and metadata
* Non-result parameters
* Occasional corrections/additions to TS domain
e Edit to the STUDYID and SPREFID
* If proper population of variables, e.g LBSTRESC is not decoded correctly,
MISTRESC OR SUPPMI entry are incorrect, timing variables are incorrectly
populated
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* Concerns
o Responsibility of the SEND datasets should remain with the dataset generator
o Loss of consistency
o Data integrity, manual effort
o Having to use a third-party editing tool to make edits and creating additional issues.
 Little/No Concerns
o Will request third-party to make corrections if needed
o Minimal concern because edits we propose to do are first vetted by a small group of
about 3 people.
o None because from FDA perspective the submitting sponsor is ultimately responsible
for the quality of the filed datasets.
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50.00%

45.00%

40.00%

35.00%

30.00%

25.00%

20.00% -

15.00% -

10.00% -

5.00% -

0.00% -

Responses (Nn=13)

m Yes, to anything that is needed
{examples: exclusion flags,
errors such as timepoint
presentation)

m Yes, but only to non-result
parameters that were not
provided to the CRO/vendor
{examples: TS parameters)

M No, we just submit as is

m MNo, we request that the
vendor/CRO make the edits

Working

Groups

Note- "l am

not a Sponsor"
responses were not
included in the
analysis.




-13)
i)

Number of Responses (total n
i8]

=

1 2 3 —- 5

Not comfortable Seate Very comfortable
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60.00%

50.00%
Note- "Not a
40.00% CRO/Vendor"
responses
30.00% - were
not included in
20.00% 1 the analysis.
10.00% -
0.00% i L

Frequently On occasion Never

M Responses (n=11)
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® Responses (clustered) Cluster methodology:
30%

* Answered: 10 / Skipped: 18

25%

e 1 participant responded ‘NA’

20%

9 valid responses were clustered based on buzz

15% words, resulting in 28 individual cluster counts
10%

5%

0% T T T

nSDRG Timing Variables Sponsor preference Errors Gaps Other*

* Trial Design, Flags (e.g., --EXCLFL, --USCHFL), clarifications from report, translate comments and abbreviations
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Timing Sponsor
nSDRG Variables preference Errors Gaps Other*

nsdrg may some time variables X X

Create nsdrg and define.xml, update Trial Design, adjust timing variables, populate flags (exclusion,

unscheduled), translate comments and abbreviations, any issues that we find. X X X X X
nSDRG updates, sponsor preference, gaps X X

errors, nsdrg statements, clarifications from report, nitpicky items X X X X
Updates made to dataset domains generated from data recorded by us, the CRO, for studies conducted at an

external site (other CRO or Sponsor). X X

Add in nSDRG explanations about items that are system limitations / items that cannot be fixed in the SEND
datasets due to various reasons, Sponsor preference changes that were either missed or not communicated
before SEND Dataset was delivered

Mostly nSDRG updates/explanations, timing variable updates, sponsor preference. Occasional error updates.
All of the above. X X X X X
errors - data in SEND xpt files not compliant with standard and/or not consistent with study report

x

* Trial Design, Flags (e.g., --EXCLFL, --USCHFL), clarifications from report, translate comments and abbreviations
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Implementing SEND
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Have you begun implementation of SENDIG-Genetox v1.0? If so, what stage are you in?, n=21

10

% of Responses

Planning Stage We have not started Implementing Stage Testing Stage We are ready!

Consideration: 'We have not started' could include organisations that do not run genetox studies
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Have you begun implementation of SENDIG-DART v1.27 If so, what stage are you in?, n=21

45

&

% of Responses
BB B

=]

i

We have not started We are ready! Planning Stage Implementing Stage
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Have you begun implementation of SENDIG v4.07? If so, what stage are you in? , n=20

% of Responses

10 -
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We have not started
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Planning Stage

Implementing Stage




Difference of stages of implementation of SENDIG v4.0 between 2023 and 2024

25.6 s We have not started
Planning Stage
mm Implementing Stage

Observations of Interest:

10/6% decreaselof response “We

have not started” from 2023 to 2024

Spebale =t of response w1

“Implementing Stage” from 2023 to
2024 10 -

35.0
3313

% of Responses
&

2023 NS 2024 NS 2023 PS 2024 PS 2023 IS 2024 1S
Gentle movement
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Percentage of ‘We are ready!" responses for each new implementation standard

% of Responses

10 -

SENDIG v4.0 SENDIG-Genetox v1.0 SENDIG-DART v1.2

Observations of Interest:
Organisations are most ready for DART v1.2 at ~25%

Organisations are least ready for _at a 0%
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Implementation Challenge Difficulty Level

How data is captured in a LIMS

SEMD production software availability prior to implementation date
Implementing process changes

Time needed for implementation

User resistance

Linderstanding of guidance

Implementation of new controlled terminology

*Difficulty Level of 1 is the most difficult, 7 is the least difficult
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Implementation Difficulties Based on Organisation Type

N Sponsor
B (RO

How data is captured in a LIMS Government

R Software/service provider

Implementation of new controlled terminology

Implementing process changes

SEND production software availability prior to implementation date

Time needed for implementation

Understanding of guidance

User resistance

T T T
0 1 2 3 4 5 6 7
Difficulty Ranking - 1 being most difficult, 7 being least difficult
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Most difficult for SN EI Rt R el iand = ‘How data is captured in a LIMS’

Most difficult for Governments and Sponsors = ‘SEND production software availability’

Implementation Difficulties Based on Organisation Type

B Sponsor

NN CRO

How data is captured in a LIMS Government

R Software/service provider

Implementation of new controlled terminology

Implementing process changes

SEND production software availability prior to implementation date

Time needed for implementation

Understanding of guidance

User resistance

r T T T T T T T
0 1 . 3 4 5 6 7
Difficulty Ranking - 1 being most difficult, 7 being least difficult
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Q19 - Comments of Interest

We face 3 challenges of potential equal importance/priority: 1) How we receive data ([I0leiieRol¥elile]e]I/i5"Aelsle Ralolaa] el [HL=a1K), 2) setting up our

et g aleI NV (o) g BT AR (e Neld g ie) g s X1 e Rte Vino) galeln=le MoV o] 18R I8 &) uSing new SDTM variables (dependence on SDTM version, not SEND version)

and 3) how much we can allocate to the implementation and testing phase.

Biggest difficulties depend on how big [{ilelgela=0Re [ ) Rol il @elae 4eleell e outside of SEND team and how willing groups are to update

their processes

After the necessary software systems are available, 1 year may be needed to complete implementationfs[SIER{e RN [[sEldle] sV g Tolol=l o] =14 [0l<]

testing, other evaluations, and documentation needed to complete the project before the system may be used for submission datasets.

additional time may be needed if system deficiencies are identified during testing.

The guidance for the [T DICRTZ RN (oo a ol N (IR ZA N iR e o) 1 Te RN o L-Xo Mol (e Me s Lol LT[R ieM e ldsl and implement for non-scientific SEND

datasets preparers.

Another difficulty would be [llaallal Sl R oo lela M Vi1 11s e [sNoTge e lal74eli[e)g], in terms of people available and cost to dedicate personnel and
purchase new software.
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Harmonization
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Priority of Initiatives

Use of wvirtual controls

Reporting of compound-related findings in SEND

Wehicle standardisation im SEMND

NMonclinical common report template

Machine-readable protocol template

O 0.5 1 1.5 2 2.5 3 F 5 v |
Weighted Score
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Next Steps
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Responses

* Making a clear distinction as to what is in scope and what is out of scope

* Good example of dataset for all possible domains explaining how variables need to be populated

e Standardizing CL domain

* Addition of domains that allow us to identify all the content of non-clinical studies by SEND only dealing
properly with combination tox / repro studies and adjusting the SENDIG-DART accordingly. Version 1.2 should
be replaced ASAP.

» Additional DART study designs and aligning existing DART designs to SENDIG 3.1/4.0 (hominal not
planned days)

 Multigeneration DART studies, EC for inhalation, Multiphase studies, In vitro Genetox, HERG Safety
Pharmacology Studies

 SEND data to be used in virtual control animal selection and SEND data to include virtual control animals and
data for those animals
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Responses

* Continue researching VCGs, best practices for them and gaps for using them

* nSDRG examples for DART- we need a study design table template that accommodates the 'dual
trial design' in a dart study with repro phases/stages as a second layer to the normal TA/TE/TX

 ADAM for SEND

* SR domain

 SEND 4.0 Education series, SEND visualization, SEND education for teams outside of SEND (like
how study directors can leverage SEND)

* Include more in the nSDRG about verification

* Find ways for creators and their sponsors to verify that data is correctly formatted, consistent
with the study report and usable for summarization in a manner consistent with the study
report.
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