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This presentation does not represent views of Navitas Life Sciences
and belong solely to the author. | take full responsibility for the work
and errors if any.
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p@e Clinical Study Reports (CSR): Types and Use Cases
Nt

CSRs summarize a study’s data and outcomes to facilitate the evaluation of a drug’s safety and therapeutic effectiveness.
Unlike academic journal papers, in which methodological flaws may be glossed over, the CSR provides a detailed description of
the study’s design and methodology, along with tables, figures, listings, and appendices that further elucidate the data.

Type Description Use Cases
Complete clinical and statistical Required for regulatory approval (e.g., FDA, EMA),
Full CSR L. . . 9
description of the study. product labeling, marketing authorization
: Condensed version with limited efficacy Used for studies not intended to support efficacy
Abbreviated CSR . . . e :
data but full safety information. claims, such as failed indications or exploratory studies
. Expanded synopsis with full safety data, Appropriate for early-phase safety/tolerance studies
Synoptic CSR L . : .
minimal tables or figures. not relevant to efficacy evaluation
Adds detail to a full CSR, often Used for post hoc analyses, cross-study comparisons,
Supplemental CSR . . . .
referencing the main report. or delayed data inclusion
Updates or corrections to a previously Used when new data or clarifications are needed after

CSR Amendments

submitted CSR. initial submission




p@e Key Points for efficient SDTM submission

aCRF:

«» All bookmarks are re-directing to appropriate
sections.

¢ Dual Bookmarks (for VISIT and DOMAIN)
should be present for the aCRF

Datasets:

+» Check that there is no data with zero
observations

+» Study description should be aligned across
Reviewers Guide-define.xml-TS .xpt and
should not be truncated

+» Check that there are no datasets >5GB. If
datasets exist that are >5GB, then they

should be split into smaller datasets

Metadata:

% Ensure alignment and consistency of Meddra / WHO
dictionary versions, SDTM IG version and SDTM /
MED-RT / SNOMED CT's (and similar) across the
equivalent information in the cSDRG, SDTM and
define files, Pinnacle21 and Trial Summary (TS)
domain.

Dry-run:

% Do a dry-run on the entire package. Run the
complete package through P21 to ensure overall
package is eSub compliant.

s Recommend doing it at least one month prior to
lock so that you have time to fix any last-minute
items if needed prior to the lock



p@e Common challenges observed while creating a submission

\—/ package

SDTM checks on Technical Rejection criteria:

Example1: A DM dataset and define.xml must be submitted O
Number: 1736 M
Group: General El werkpd
Description: DM dataset and define xml must be submitted in module 4, A o upit

sections 4.2.3.1, 4232 4234 DM dataset, ADSL dataset,
define xml must be submitted in module 5, sections 5.3.1.1,
5312, 5331,5332,5333,5334,534, 5351, 5352

csdrg.pdf

Severity Description: High ,__J definexml
US DTD Version 201 and 3.3 l: p .
Effective Date: TBD * define2-0-0.xsl
Problem: You have not submitted Demographic dataset (DM) and 4 di t
define xml for each study in Module 4, section 4.2. You have T I.X F
not submitted Demographic dataset (DM), Subject level 2
analysis dataset (ADSL), and define xml for each study in o dmaxpt

Module 5, section 5.3

Corrective Action: Resubmit the submission with the Demographic dataset (DM)
and define xml for each study in Module 4, section 4.2. G
Resubmit including Demographic data, Subject level analysis

dataset, and define xml for each study in Module 5, section

513

= T —— _/




~~— Common challenges observed while creating a submission

p@e package
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Example 2: SDTM.TS exists with TS.SSTDTC populated with the earliest Informed Consent date in the
correct format (yyyy-mm-dd)

| T 1 /UL
EfMective Das

Frrasem— Y ou have not submitted a dataset named ts.xpt with Shudy Start Cisbe w

information on study start date for cach study in Module 4,
section 4.2, or in Module 5, section 5.3

| Corvective Ac

esubmit, including a dataset named ts.xpt with informatio
udy start date for each study in

| Guidance Sou

Freld Namse SAS Label Walues

Example 3: (1) Amo AE Liat
Ensure the blank CRF used to do the annotations corresponds to your study gy=w nmm —
data - it should be unique forms only, with no printed field or variable OIDs Raw
and no watermarks. QA L
_@ BLUE4 —
Example 4: D
All fields (or pages) should be annotated (if a variable is not sC[;.T“ T Tssue Screeming vie) M)

submitted annotate with [NOT SUBMITTED]) remie()
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Common challenges observed while creating a submission
package

Example 5: No annotation is truncated, blocking CRF text or off the page

Cormrected Term |CH- CHIRT | [CM. CHMODIFE

WHODrug Drug Mame |su:rppcl.u'.m. when SUPPCM.QMAM - CMDRG ||If is over 200 characters, split SUPPCM.QVAL why

WHODrug qusnpw:l.uvu when STUPPCM.(JHAM - CMDRGCD |

WHODmg Preferred Mame |':31'l CMDECOD |

Example 6: Variables referenced in the define.xml should be prefixed by the dataset name

EXSTDY

Study Day of Start of
Treatment

integer

Timing

Derived

Start date (--STDTC) - reference start datg (DM.RFSTOTC)| Add 1 if start

date (--STDTC) is greater than or equal to reference start date
DM.RFSTDTC)




Common challenges observed while creating a submission
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Example 7: Ensure conformance issue explanations documented in the RG's are meaningful and interpretable

Insufficient explanation

Diagnostic Count {(Izssus
Check ID Message Severity Dataset Rate) Explanation
SDTM/dataset
variable label
SDOoO0s3 mismateh Warning FE 1 (6.87%%) Labeal is fine.
Good — meaningful and informative explanation
Count
Check ID Dnl:gnostlc Severity Dataset (Issue Explanation
essage Rate)
Per the SDTMIG., the variable label in the
dataset should match the label in the
SDTMIG. In SDTMIG v3.2. there are several
labels that were erronecusly defined to be
TN/ t
?::labl:?a‘g:le >40 characters. The variable label for
SDO0O0s63 mismatch Warning PE 1 (6.67%) |PESTRESC, 'Character Result/Finding in
Standard Format’', exceeds 40 characters. To
avold truncation, PESTRESC was assigned
the label 'Character Result/Finding in Std
Format' in the dataset so that it is <= 40
characters due to SAS restrictions.




Common challenges observed while creating a submission
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Example 8:
Ensure alignment and consistency of Meddra / WHO dictionary versions and SDTM |G version across the
equivalent information in the cSDRG, SDTM and define files, Pinnacle21 and Trial Summary (TS) domain.

Study Data Standards and Dictionary Inventory 3 VENTSLE Wk =
LE ) TEPARM TSL TSI [TsvMoF| TSWCD | TSWCOREF | TSWCDVER
Standard or Dictionary Versions Used 1 |ACTOUE Al Humber of Subjecis 1
SDIMvIA £ |ADAFT  Adebve Desn N CasEr e TETE
SDIM SDTM-IG v3 2 pe— 1 JAD0OH  MdsdonesBegngTaweens Y e
Coutrolled Terminology CDISC SDTM Controlled Temuhology, 2018-12-21 S MDY Adovns Erot Deteresy
- 5 |WGEMAX  FaedMadeum Age o Subects FIF 150 19350
Data Definitions Define-NML v2.0 §|WGEMN  PavedMeman igeciSbec PUY 10 &N
o LOINC 2,69, SNOMED 2020-09-01, UNII 2020-12-14, NDF- T |sEsR Aeme i
Medications Dicticnary RT 2021-01-04 bR kelw YEARS £ OO ]
| Medical Events Dictionary | MedDRA 123 §[poeT Wb [RSCRETOR
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Data quality is important for efficient submission

Provide valid explanations for issues in SDRG.

For blinded trials, ensure unblinding is accurately done.

An overall P21 validation score of minimum 90% or more should be achieved on the final run.
Check all tabulation data provided have dataset & variable labels and that they are consistent if
referenced within the Define and cSDRG files.

Check for references of intermediate datasets or external files (*.xls, *.doc) within the RGs and

associated define files to ensure such files are documented according to our guidance.
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