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Reference Date

Study
Starts

Medical History (MH) | Adverse Events (AE),
Or Clinical Events (CE)

Screening | Treatment
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Summary Study Challenge Presented Recommended SDTM Strategy
Type
Cohortor |e The AE domain was If an unintended consequence is considered to be an adverse event
case- developed for by the investigator, then the AE domain should be used.
control regulatory safety
Using the 5
Adverse Events feview purposes.
and Clinical * Adverse events might
Events domains. not be relevant for all
observational studies.
External | e The regulatory When working with RWD, investigators can choose to retroactively
control definition of adverse | apply similar criteria for defining adverse events as defined in the
arm events does not apply | protocol for the randomized controlled trial portion of the study (e.g.,
to RWD. after the study reference start date, any new condition found in the

data would be noted as an AE).
Similarly, clinical events, as defined in the protocol, would be noted as

Investigators/sponsors should make clear to reviewers how these
decisions were made.

The exposure domains are used for protocol-defined that may not be appli to observational or ECA
studies.

Summary Study Challenge Presented Recommended SDTM Strategy
Type

Cohortor |« No protocol-defined treatment | Any ons used to treat the disease under study
Using the Exposure and | ©35% |4 pistinction between therapies | SNUId be represented using the EG/EX domains, i the

ConcomitantPrior | control for disense under study v gl | Investigator deems it appropriate. Al other treatments

Medications domains (e.g., prescription, nonprescription, historical
EX or CM otfer reaiments may not be should be in the CM domain.
studies Alternatively, the sponsor may choose {o represent all

medications in the CM domain.

External | No protocol-defined treatment | The medication deemed by the investigator to be the

control comparator to the experimental drug (i., used to treat

am under study ve all other ::e g\(s;gs(e a:nde_r study) should be represented using

treatments are important to © mains.

distinguish All other treatments (e.g., prescription, nonprescription,
historical treatments) should be represented in the CM

domain.

« Treatments for the disease

ARM/ARMCD, ACTARM/ACTARMCD

ARMNRS, Reason Arm and/or Actual Arm is Null )7 CT: ARMNULRS

Co h ort Summary Study Challenge SDTM Strategy
Type

Cohortor |e There is no dedicated Use the ARM variable to represent cohorts in the
case- variable in the DM domain and NCOHORT in Trial Summary
! control Demographics (DM) (TS) domain.
Using the ARM/ARMCD and ’
ACTARM/ACTARMGD variables d"{‘“ar;" toreprosenta Populate ARMARMCD and
cohort. ACTARM/ACTARMCD with the same values

to represent cohorts

.

There may not be arms to | (there may be cases where the values differ,
describe in observational | which makes it necessary to keep both sets of

studies. variables).
« ARM, ARMCD, ACTARM, |If there is no use case for ARM/ARMCD and
and ACTARMCD are ACTARM/ACTARMCD, leave values null and
expected variables in the | populate ARMNRS with the appropriate reason.
SDTMIG.
External | Traditional arms may not | ARM = External control
control be applicable. ARMCD = ECA

arm

RFSTDTC

RFENDTC

--DY

— ] =18
B )RR
c Om m 0 n I SSU e Cohort Study reference periods may not be * Use registration date as RFSTDTC.

Summary Study Challenge Presented Recommended SDTM Strategy
Type

relevant.
¢ Set the date of occurrence of the
Refernece Start/End Date, Study Days Deiring Refersrios Stat evaluated event as RFENDTC.
v Date (RFSTDTC) and o Document how the RFSTDTC and
/ Reference End Date RFENDTC were defined/populated in the
/ (RFENDTC) Define.XML or study data reviewer's guide
/ (SDRG).
/
/
// Summary Study | Challenge Presented Recommended SDTM Strategy
Type
, Case- Study reference periods are not relevant. |« Both RFSTDTC and RFENDTC should be
/ control left null.
« If validating the SDTM data, explain the
/ error in the SDRG.

,le / External | Study reference periods may not be « The index date® or another appropriate
I 1 / control | relevant. milestone date should be used as
t h arm RFSTDTC. Choose the latest observation
~ / in the data as RFENDTC.

« Document how RFSTDTC and RFENDTC

.e-l = / were defined/populated in the Define.XML.
E / « The investigator may have limited Study day variables (DY) are based on
/ Handling study day (-DY) | Al information on which to base RFSTDTC | RESTDTG and -DTC. If either is not a

variables when complete (e.g., only birth year, only month and | complete date, --DY cannot be used.
dates (month, day and year of participation start).
year) are not available. « Dates associated with other

observations/records may be

incomplete or missing.

Summary of Latest Revisions to the Technical Rejection Criteria FDA
for Study Data (Revised Jan. 2019)
[ o | i e oo sty b T pcinrere )| s |
1734 ‘Trial Summary (TS) dataset must be present for each study in eCTD section 4.2 and 5.3 High
F DA T h L. | R . . C . . f S d D 1736 D\ dataser, the subject-level (ADSL) and Module 5 for clinical data High
J y 1734 ‘Trial Summary (TS) dataset (ts.xpt) with i tdate must be present for required sections* High
N
Torrect STF used for i
&\
For SEND data, a DM dataset and define xml must be submitted in required sections*
1736 For SDTM data, a DM d sections* High
For ADaM data, an ADSL d de xml .
17890 sTF i fon.STF s i i High
* Refer to the latest Technical Rejection Criteria for Study Data
- -

MERMAR T IAR SR RAR)F, ReIaeRBAMIERA. —  earliest reference start date for any subject
Study ;tart Date

/ ECATAR A, REJgERBRIBERE. earliest start date of any subject's first line of therapy

/ Summary | Study Challenge Presented Recommended SDTM Strategy
Type
/ Cohort or | The SDTM defines Study Start Date (TSPARMCD = « Sponsors should set the study start
/ How to define | case- SSTDTC) as the earliest date of informed consent among date to the earlest reference start
/ Study start | control | any subject (DatefTime of Informed Consent, RFICDTC) that | date for any subject
date enrols in the study. Informed consent may not be available |, pogument how the study start date
for observational studies.

was definedipopulated in the
Define. XML or the SDRG if
Define XML is not used.

Extenal | The SDTM defines Study Start Date (TSPARMCD = Itis recommended to use the eariiest
control | SSTDTC) as the earliest date o informed consent among | start date of any subject's first line of
am any subject (Date/Time of Informed Consent, RFICDTC) that | therapy.

enrolls in the study. Informed consent may not be available
for RWD.
Cohortor | None identified Use "OBSERVATIONAL" from Study

Study type | CaSe- Type Response codelist
control
External | No controlled terminology available at this time. Study Type | Use "EXTERNAL CONTROL ARM"
control | Response codelist is nonextensible. and explain the error in the SDRG.
am

OBSERVATIONAL
Study Type <
EXTERNAL CONTROL ARM

Define.xml
Documentation
7

SDRG

CDISC Open Rules Engine

CDISC CORE

https://github.com/cdisc-org/cdisc-rules-engine/tree/main &
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Missing datasets

/
/
/
/
|

|

|

|

|

\
\\ TS, DM, DS, EX minimal requirement
\

Note that if a dataset is not present, subsequent checks for individual records in the required dataset would not be
executed. CORE-IDs are in progress for these rules and will be added to the CDISC library.

Conformance Rule Error | Challenge Presented
Message
DM dataset is missing None identified; inclusion of a DM dataset should not present a problem, although populating some
DM variables may (see Section 3.2, Conformance Rules - Variable Level).
For examples, see Section 4.1, D Examples
TS dataset is missing None identified; inclusion of a TS dataset should not present a problem.
For examples, see Section 4.2, Trial Summary Examples.
TA dataset is missing | Observational studies may not have planned arms.
For examples, see Section 4.3, Trial Arms Examples.
AE dataset is missing | These data may not be available. Adverse events may not be relevant to the study.
~ u LB dataset is missing These data may not be available.
VS dataset is missing | These data may not be available.
Feiies
— EX dataset is missing Exposure data may not be relevant to the study.
O DS dataset is missing | The concept of protocol-defined milestones may not be relevant to the study.
‘ o n fo r m a n c e ‘ h e c kl n SE dataset is missing Trial arms and elements may not be relevant to the study. Therefore, subject-level data on these
concepts will not apply.
TE dataset s missing | The concept of trial elements may not be relevant to the stucy.

IR/ HRE B RK
Required/Expected variables not available

AETRTEM, EPOCH

Variable(s) Domain/Dataset | Core Conformance Rule |Rule Challenge Presented
Error Message ID®
SITEID DM Required | SDTM required CG0014 | This data may not be available.
variable not found in
the dataset or is null.
\ EPOCH TA Required | EPOCH is not in CG0009 | Existing controlled terminology was
\ TA.EPOCH developed for randomized clinical
trials. Use cases for observational
V . bI L I studies have not been explored.
ariable Leve VISITNUM Multiple Expected® | SDTM Expected CG0016 | The concept of “visit” may not be
variable not found in relevant.

the dataset.

Rul
Error Message | ID*

o daasar

i e
and explined inthe Define XML

RAcE oM poct
auidance.
the dataset sors should use the nonstand
aribles CRAGE (Callected Race)
and GETHNIG (Gallected Ethniciy) as
appicae
o poct

varable no found n relovart.
e cmaet. See Secton 2.4, Hanging Reterence
Oays.

e daraser. efined drug
RFicDTC oM poct
e dataset.
RFPENDTC oM poct
varable no ound n ot be avaiable.
e dataset
(ARMIARNCD. oM poct caoots|
e dataset
o poct caoots|
varable no found in
e dataset.

ACTARMUD o ccoots|
ARMCD. oM o523
was See Secton 2., Represeting Cohorts
Varables.
ACTARMGD oM pect ccosed|
popuaediors See Secton 2.3, Represening Cohorts

assigned (o veatment ey
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Appendix B: Trial Summary (TS) Parameters for Submission — Clinical

Sponsors may use additional TS Parameters not listed in the table below if they are
needed 10 describe the trial,
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Example datasets

AGEMIN
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Conditionsl | CRMDUR

Condifional | CTAUG

Canditional | CURTRT

Y DCUTDESC
Y DpeuTpIC
Canditional | EGBLIND perICH E14 or ICH

Conditional | EGCTMON perICHEl4 or ICH

Example 1: Cohort Study

ta.xpt

[Row | STUDYID. DOMAIN | ARMCD. [ARM ____ [TAETORD |ETCD |ELEMENT | TABRANCH TATRANS

[ |coHoRT-001 SMOKE ‘Smoking SC_ | Screen ‘Assigned o smoking cohort SCREENING
[2——| COHORT-001 SMOKE ‘Smoking OBS | Observation Iflung cancer oceurs, go o follow-up epoch 'OBSERVATION
[3—_[coHORT-001 SMOKE Smoking FU__[Follow-up FOLLOW-UP
[a—coHoRT-001 NONSMOKE _| Non-Smoking SC__[Screen ‘Assigned fo non-smoking cohort SCREENING.
|5 |COHORT-001 |TA | NONSMOKE | Non-Smoking OBS | Observation If lung cancer oceurs, go 1o follow-up epoch 'OBSERVATION
[6___[coHoRT-001 NONSMOKE _| Non-Smoking FU__[Follow-up FOLLOW-UP
Example 2: Case-Control Study

ta.xpt

[Row[STUDVID —— TDOMAIN[ARMCD — TARM | TAETORD [ETCD[ELEMENT | TABRANCH [TATRANS [EPOCH |

[1_ | CASE-CONTROL-001 [ TA OCCUR Eventocour |1 SS__| Smoking status FOLLOW-UP

(2 [CASE-CONTROL-001 [ TA_NOTOCCUR | Event not ocour | 1 IS8 [Smoking status | 1 [ FOLLOW-UP

Real World Data |~ https://www.cdisc.org/standards/real-world-data &

SDTM IGv3.4 [ https://www.cdisc.org/standards/foundational/sdtmig &

FDA TCG, ‘ https://www.fda.gov/regulatory-information/search-fda-guidance-documents/

®
Study Data Technical Conformance Guide - Technical Specifications Document study-data-technical-conformance-guide-technical-specifications-document <

CDISC Standards and Real-World Data — https://www.cdisc.org/events/webinar/cdisc-standards-and-real-world-data &
WEBINARS

https://www.pinnacle21.com/blog/using-real-world-data-clinical-study-

Using Real World Data in Clinical Study Submissions = -
submissions

Al for easy reading English documents [——— @XTFial, #iZBF —  https://tongyi.aliyun.com/efficiency/home &




