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- Importance of Controlled Terminology
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» Pinnacle 21 Validation & Fix Tips

- New Validation Checks

- Best Practices
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WHAT IS CONTROLLED TERMINOLOGY?

» Data standards

>~ Provide consistent meaning to data
- Across information systems, programs, and agencies

~ Uniform structuring, format, definition

- Terminology Standards

> Controlled terms for submissions
~ FDA MDR Adverse Event codes

~ CDISC CT Terminology standards
~ Grouped into subsets: SDTM, CDASH, ADaM, SEND, Define.xml, Protocol
- Updated quarterly

» External Dictionaries
> MedDRA, WHODrug, SNOMED, MED-RT, UNII, LOINC
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CDISC CONTROLLED TERMINOLOGY FILES

~ NCI Enterprise Vocabulary Services

Study Data Tabulation Model (SDTM)

SDTM# is an international standard for clinical research data and is approved by the FDA as a
standard electronic submission format. CDISC Questionnaires, Ratings, and Scales terminology is
included in the SDTM terminology publication. NCI EVS maintains and distributes SDTM controlled

terminology as part of NCIt.

¢ Download from the CDISC SDTM directory# on an NCI| FTP site
in Excel®, text#, odm.xml#, pdf#, html# and OWL/RDF# formats.

e Download changes from the previous release in Excel# or text® formats.

Clinical Data Acquisition Standards Harmonization (CDASH)

CDISC leads the CDASH# project, which develops clinical research study collection standards in

» https://datascience.cancer.gov/resources/cancer-vocabulary/cdisc-terminolo


https://datascience.cancer.gov/resources/cancer-vocabulary/cdisc-terminology
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CDISC CONTROLLED TERMINOLOGY FILES

>~ VView from Pinnacle 21 Enterprise

Terminologies




IMPORTANCE OF CONTROLLED TERMINOLOGY




IMPORTANCE OF CT
- FDA and PMDA

~ Required for submission
~ Part of CDISC-compliance
- Assist reviewers with predictability, consistency, transparency, efficiency

- CDISC

~ Provide submission-controlled terms and definitions
~ Harmonize data

- Aid with data exchange and interpretation

~ Consistencies across systems and studies

- Execute analytic tools
~ Automate validation, review, and analysis

- Cross-study comparative analyses
~ Improve patient safety and outcomes
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REQUIREMENTS
- AGENCY REQUIREMENTS

» FDA Technical Conformance Guide
~ Latest version
~ Same MedDRA version for ISS

- Exact case and spelling of terms

~ PMDA Technical Conformance Guide
~ Same version used within Clinical Study
- Exact case and spelling of terms

- CDISC

> Non-extensible vs. Extensible codelists

>~ Action Taken with Study Treatment - Non-extensible
> Route of Administration Response - Extensible

- Extending codelist
~ CDISC submission value rules



pn COMMON INCORRECT EXTENSIONS




SOURCES OF INCORRECT EXTENSIONS

> Free-text data entry

- Data collection design

- SDTM Mapping

- Extension of CDISC codelists
- Use of synonyms

- Misspelling and casing

- External dictionaries unmatched coding
- E.g. MedDRA, WHODRUG
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SYNONYMS

~ Should not be used
~ Provided to help map to the correct submission value

~ Example:
~ mg/mL  -incorrect
- g/L - correct

LBORRES |Resultor Char Result Result of the measurement or finding as originally Exp
Finding in Qualifier |received or collected.
Original Units A
LBORRESU | Original Units Char <@_ Original units in which the data were collected. The
Qualifier | unit for LBORRES. Example: "g/L".

LBORNRLO | Reference Variable |Lower end of reference range for continuous Exp
Range Lower Qualifier | measurement in original units. Should be populated
Limit in Orig only for continuous results.
Unit

Codelist Codelist
Code ?:OZLS Extensible Codelist Name CDISC(Submission Value
v +«| (Yes/No) + -

C71620 MES Unit UNIT

P 21 C42576 |C71620 Gram per Liter; Kilogram per Cubic

Meter; Microgram per Microliter;
Jilligra per Milliliter; g/L; kg/m3;




P2 VALIDATION
F Q@ Overview
i= M ssues
® S Datasets
B}  DataReports
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“OTHER"

- Mapping to “O7THER’ not recommended

» FDATCG “6.1.2.1 Use of the Specific Controlled Term ‘OTHER’“
~ Search for other possible terms

- --TERM fields mapped to a —DECODE of “OTHER"
~ Explain in the RGs

SDTM

EB  Data Composition

Character Values

Suppqual Character Values Liver Labs with Ranges over

Disposition

CDISC Submission Value CDISC Synonym(s) CDISC Definition NCI Preferred Term

Any untoward medical occurrence in a patient or clinical investigation subject |Adverse Event
administered a pharmaceutical product and which does not necessarily have
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CT2001

CT2002

CT2003

CT2004

CT2005

CT2006

CDISC VALIDATION RULES

Variable value not found in non-extensible
codelist

Variable value not found in extensible codelist

Coded and Decoded values do not have the

same Code in CDISC CT

Variable value not found in non-extensible
codelist when value-level condition occurs

Variable value not found in extensible codelist
when value-level condition occurs

Coded and Decoded values do not have the
same Code in CDISC CT when value-level
condition occurs
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~ CDISC Terminology rules

Variable must be populated with terms from its CDISC controlled terminology codelist. New terms cannot be added into non-extensible codelists.

Variable should be populated with terms from its CDISC controlled terminology codelist. New terms can be added as long as they are not
duplicates, synonyms or subsets of existing standard terms.

Paired variables such as TEST/TESTCD must be populated using terms with the same Codelist Code value in CDISC control terminology. There
is one-to-one relationship between paired variable values defined in CDISC control terminology by Codelist Code value.

Variable must be populated with terms from its CDISC controlled terminology codelist, when its value level condition is met. New terms cannot be
added into non-extensible codelists.

Variable should be populated with terms from its CDISC controlled terminology codelist, when its value level condition is met. New terms can be
added as long as they are not duplicates, synonyms or subsets of existing standard terms.

Paired variables such as TEST/TESTCD must be populated using terms with the same Codelist Code value in CDISC control terminology. There
is one-to-one relationship between paired variable values defined in CDISC control terminology by Codelist Code value within the same value
level condition.




P21

CT2001

>~ Variable value not found in non-extensible codelist
~ Verify value in your raw data
- Check CDISC CT terms
~ Update SDTM data value

~ Match the CDISC Submission Value (including case and formatting, no typos, etc.).

~ Example:
» Not Done -incorrect
~ NOT DONE - correct

CT2001 PRSTAT value not found innon-extensible codelist

Codelist Codelist
Code | -29€'"St| Extensible Codelist Narme cDISC(Submission Value CDISC Synonym(s)
Code
v v Yes/No) - v v
C66789 @ Not Done \ Not Done

C49484 |C66789 Not Done




CT2001 (CONT.)

~ Verify value in your raw data

\ 4

\ 4

\ 4

\ 4

~ Examples of CRFs
~ Action Taken with Study Drug

~ None

>~ Drug discontinued
~ Dose Reduced

» Dose Postponed -?

~ Legacy: Action Taken with AE
> None
>~ Drug discontinued
» Hospitalization -?
» CM given -?
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C49503

C49504

C150826

C49505

C49501

C49502

Codelist
Code

C66767

C66767

C66767

C66767

C66767

C66767

C66767
C66767

Extensible

No

Check CDISC CT Submission values

Review Requests Denied Document
Update CRF design for future studies
Update SDTM mapping

> (including case and formatting, no typos, etc.)

Codelist Name

Action Taken with Study Treatment
Action Taken with Study Treatment
Action Taken with Study Treatment
Action Taken with Study Treatment
Action Taken with Study Treatment
Action Taken with Study Treatment

Action Taken with Study Treatment

Action Taken with Study Treatment
Action Taken with Study Treatment

CDISC Submission Value

ACN

DOSE INCREASED

DOSE NOT CHANGED

DOSE RATE REDUCED

DOSE REDUCED

DRUG INTERRUPTED

DRUG WITHDRAWN

NOT APPLICABLE
UNKNOWN

CDISC Synonym(s)

Action Taken with Study Treatment

NA; Not Applicable
U; UNK; Unknown




CT2002

>~ Variable value not found in extensible codelist
~ Verify value in your data
~ Check CDISC CT Submission for possible values
~ Ensure synonyms are not used
~ Ensure consistency in your study and submission
~ Avoid free text in data collection
~ Submit your extended terms to CDISC (as early as possible)
~ Document in Reviewer’s Guide

CT2002 EPOCH value not found in Epoch extensible codelist

Codelist
i Check Count (Issue
Code CEiZ!St Extensible Codelist Name CDISC Submission Value - Diagnostic Message Dataset Rag) Explanation

Yes/No)
C99079 ‘ Epoch EPOCH CT2002 | EPOCH value not found in 'Epoch’ extensible New terms w
C125938 [C99079 Epoch BASELINE codelist Epoch (€99079) ;

C102255 |C99079 Epoch BLINDED TREATMENT * BL]'\DE
L]

BLINDED TREATNENT 2




CT2003

» Coded and Decoded values do not have the same Code in

CDISC CT
>~ Review the CDISC CT
~ Ensure not using synonym
~ Avoid misspelling
~ Check SDTM mapping
~ Update so the NCI codes match for the paired values

Codelist Codelist _Codelist
odells Extensible Codelist Name CDISC Submission Value CDISC Synonym(s)

Codelist
Code ~2%¢"' Extensible Codelist Name CDISC Submission Value CDISC Synonym(s) Code ~ e

ol (Yes/No) (Yes/No)
. C74683 §65047 Laboratory Test Code CYTYRO Tyrosine Crystals
C74683 C65047 Laboratory Test Code CYTYRO Tyrosine Crystals C74683 £67154 Laboratory Test Name Tyrosine Crystals Tyrosine Crystals

C74683 C67154 Laboratory Test Name Tyrosine Crystals Tyrosine Crystals
C74756 C65047 Laboratory Test Code CYTRPHOS Triple Phosphate Crystals
C74756 C67154 Laboratory Test Name Triple Phosphate Crystals Triple Phosphate Crystals

21 INCORRECT CORRECT
P STUDYID LBTEST } STUDYID

USUBJID LBTESTCD [LBTEST |

01-701-1015 CYTYRO Tyrosine Crystals |

CDISCPILOTO1

CDISCPILOTO1 |01-701-1015 CYTYRO Triple Phosphate Crystals




CT2004, CT2005, CT2006

- Similar to CT2001, CT2002, CT2003

- Except for Value-level data




OTHER DICTIONARIES AND FORMATS

- MedDRA
- SD0008, SD00082C, SD1114, SD1114C, ... (12 rules)

> SNOMED
- $D2240, SD2257, ... (8 rules)

~ MED-RT / NDF-RT
- SD2243, SD2263, SD2264, SD2265

- WHODRUG
- SD1344, SD1345, SD1346

>~ LOINC
- $D2285

> 1S0 3166 (Country)
- SD1322, SE1323, SE2339

~1S0 2190 (Null Flavor)
- SD2283
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NEW VALIDATION RULES
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LOINC

» SD2285: --LOINC value is not found in LOINC system

~ FDA requires LOINC if it was provided by Labs
~ Sponsor should not populate LOINC by themselves
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WHODRUG VALIDATION

- Validation against the WHODrug dictionary available

- Supports B3 format of WHODrug
~ Version listed in FDA's Data Standards Catalog
» --DECOD Drug Name
» --CLAS ATC Text
» --CLASCD ATC Code

Value for the Standardized Medication Name (--DECOD) variable must be populated using a Drug Name from the WHO Drug dictionary version specified in
SD1344  the define.xml.

SD1345 Value for the Medication Class (--CLAS) variable must be populated using ATC Text from the WHO Drug dictionary version specified in the define.xml.
Value for the Medication Class Code (--CLASCD) variable must be populated using ATC Code from the WHO Drug dictionary version specified in the
SD1346 define.xml.
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200+ CHARACTERS

CMDECOD in B3- and C3-format
Uppsala The B3- and C3-formats were introduced in March 2017. These formats are designed to remove the workaround for
-rmM- Monitoring . Sg Y, WWHO Collaborating Centre for retrieving generic names in B2- and C-formats. To obtain the generic name in the B3- and C3-formats, simply use the

ternational Drug Monitoring
Centre . . , .
Preferred drug name from drug name field in MP.txt or DD.txt, depending on format used. Based on company conven

tions the Preferred Name is the Drug Code ending with o1 oo1 (Preferred Base Name) or ending with oo1 (Preferred Salt

Name).

CMDECOD is longer than 200 characters

For drugs with many ingredients, the generic name is longer than 200 characters. The SAS export format has a limi
tation to 200 characters per field, if this format is used for submission, the supplemental dataset needs to be utilised.
Note that the guidelines state that the text should be truncated between words, in the case for long generic names the
text should be truncated after the semicolon closest to 200 characters. lllustrations of the ordinary and supplemental

datasets are shown in table 1 and 2.

USuBIJID CMMODIFY | CMDECOD CMCLASCD

How to use WHODI’Ug AB-21-01 Ascorbic acid;Biotin;Calcium;Carbohydrates nos;
fOl’ compliance Wlth Chloride;Choline;Chromium;Colecalciferol;
CM domain in the
CDISC SDTM standard

Copper;Cyanocobalamin;Docosahexaenoic acid;
Fats nos;Folic acid;Fructooligosaccharides;

lodine;lron;Magnesium;

16

USUBJID | RDOMAIN | IDVAR |IDVARVAL | QNAM QLABEL QVAL

N
AB-21-01 M CMSEQ ( CMDECOD1 >S:ar‘dard|zed Manganese;Nicotinic acid;Pantothenic

Medication acid;Phosphorus;Phytomenadione;

Name 1 Potassium;Proteins nos;Pyridoxine;
Retinol;Riboflavin;Selenium;Sodium;

Thiamine;Vitamin e nos;Zinc

NWW.WNOo-umce.org/media/2940/now-to-use-wnodrug-for-compliance-with-cm-domain-in-the-cd -Satm-standard-marcn-20



https://www.who-umc.org/media/2940/how-to-use-whodrug-for-compliance-with-cm-domain-in-the-cdisc-sdtm-standard-march-2017.pdf

BEST PRACTICES




UNITS- SPLIT OUT CODELISTS

» UNIT Codelists in Define.xml
- --ORRESU, --STRESU, and --DOSU

~ Split out and create separate codelist
NOT RECOMMENDED - COLLAPSED

Name_|NCI Codlist Code |Data Type [Order[Term [N Term Code.
~
RECOMMENDED- SPLIT OUT

P21

unit  [c71620  Jtet 2 [mg/dL |

unit  [c71620  Jtet  [6  [gfdL  [c6a783 |
unit  [c71620 et |

text

text

4

8 [CAPSULE [cagaso |

T

L

C64783
C67015

C64783

TABLET |C48542

LBORRESU
LBORRESU
LBORRESU
LBORRESU
LBORRESU
LBORRESU
LBORRESU
CMDOSU
CMDOSU
CMDOSU
EXDOSU

Original Units for LB
Original Units for LB
Original Units for LB
Original Units for LB
Original Units for LB
Original Units for LB
Original Units for LB
Dose Units for CM
Dose Units for CM
Dose Units for CM
Dose Units forEX

NCI Codelist Code |Data Type

me__
G

mg C28253

TABLET |C48542

C28253



BEST PRACTICE FOR EXTENSIBLE CT

~ Control data collection process

~ Maintain consistency
> within study, submission, and organization

» Check denied terms document from CDISC CT Team
» Submit request to CDISC CT team

tps://www.cdisc.org

Controlled Terminology Release
F 18 Dec 2020 the Protocol Entities, SDTM, SEND,

Controlled Terminology Release 18 Dec 2020

Supplemental Files

NCI FTP Links Resources Rules Codetable Mapping Files Unit-UCUM Mapping File LOINC to LB Mapping Files Paired Codelists

New Term Request Page

P 21 Multiple Term Request
CT Requests Denied

Publication Schedule
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REVIEWER’S GUIDE EXPLANATIONS

- Providing detailed explanation in Issue Summary

Example of insufficient explanation for CT2002

Diagnostic Message Dataset Explanation

CT2002 | CMDOSU value not found in UNIT codelist CM Codelist 1s extensible.

Example of appropriate explanation for CT2002

Diagnostic Message Dataset Explanation

CT2002 | CMDOSU value not found in UNIT codelist MY 3 (<0.1%) This rule fired for ‘OTHER’, ‘DROPS’,
and ‘UNK’ values in CMDOSU. These
values could not be mapped to CDISC
CT but the UNIT codelist is extensible.







. TRANK YOU ;)
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KEEP IN TOUCH!

SARAH ANGELO

SANGELO@PINNACLE21.COM

You will receive an email when the
slides are are posted on our blog:

WWwWw.pinnacle21.com/blog
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http://www.pinnacle21.com/blog

