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Nonclinical Working Group

6 projects with significant accomplishments over the past year 

- White paper published (3/14):

“Interconnectivity of Disparate Nonclinical Data Silos for Drug Discovery and 

Development”

- Manuscript developed on industry use of Nonclinical Historical Control Data

- Expansion of SEND Wiki, with QA perspectives on SEND – poster

- Compared Clinical vs Nonclinical Study Data Reviewer’s Guide – poster

- Development and testing of interorganizational flow of e-data – 2 posters

- “How to Design a Custom SDTM Domain for Nonclinical Data”



CSS PhUSE 2014 Theme
Developing Collaborations

Our Sessions
1. Panel discussion – “How are clinical and nonclinical data coming together in 

your environment?”  
• 3 presenters shared experiences (vendors, sponsors, consortia)

2. Develop collaborations across PhUSE and others –
• Interactive discussion on possible projects with Emerging Technologies, 

IMIeTox, and Transcelerate  
• Goal to increase potential for collaborative new projects

3. Team time
• Opportunity for NC projects to get feedback from full WG on 

accomplishments and future directions
• New project idea triage and action plans

4. Leveraging Deliverables
• “Table Teams” contributed their experience Socializing the Deliverables



New Outcomes 
& Actions for 2015 

• Presentation of Standards Roadmap project: “How to Design a 
Custom SDTM Domain for Nonclinical Data”
– Action decided: Pilot this design process on new SEND domains for 

Safety Pharmacology and Repro  - to “vet” the process and domains

• New historical control projects proposed: 
– Recommendation on study level metadata valuable to nonclinical 

historical control data. 
– SEND representation of domain relevant historical control values or 

best practices for submitting HC information in SEND data sets
– Catalog of available HC resources

• New NICE project proposed: 
– Utilizing information on Drug Labels to derive useful conclusions on 

clinical/nonclinical outcomes, by pharmacologic class



• New Project: Nonclinical Source System Providers Engagement & 
Education
– Facilitate  greater participation of data system vendors in development and 

implementation of data standards
– Onboarding tools

• New collaborative projects to explore with Emerging Tech
– to validate variable alignment between SDTM and SEND using RDF models
– to use RDF model as a validation tool to check data set against req, exp, 

perm variables

• Nonclinical SDRG new activity: 
• Build a nonclinical SDRG package for the PhUSE Wiki

• Consolidate “Leveraging Deliverables” feedback to publish on WIKI

New Outcomes 
& Actions for 2015 



• AND……..

Turbocharge the SEND Implementation User Group!
– New members, WIKI tools, communication subteams
– Increase resources to manage FAQ page
– Develop communication package for EU
– Develop Onboarding tools

New Outcomes 
& Actions for 2015 



BACKUP
- project status slides



SEND Implementation 
User Group

• Goals of the project
• Stand up wiki for knowledge base
• Stand up forum capability for implementers to ask and discuss 

issues
• Project status: nearing completion
• Ambitions and/or Accomplishments

• Wiki receiving continual updates
• Forum capability decided and tested
• Official notice in March

• Troy Smyrnios, Lynda Sands
• SEND Implementation User Group page

http://www.phusewiki.org/wiki/index.php?title=SEND_Implementation_User_Group_Minutes_2014-02-10


Nonclinical Data Interconnectivity 
for Endpoint Predictivity (NICE)

• Goals of the project
– Explore means by which nonclinical data can be interconnected in ways that 

will facilitate its use in predicting outcomes in humans.
• Project status:

– Group is in transition after consolidating two groups:  Endpoint Predictivity 
and Data Interconnectivity

• Accomplishments
– Accepted for publication, March 2014: “Interconnectivity of Disparate 

Nonclinical Data Silos for Drug Discovery and Development” in Therapeutic 
Innovation & Regulatory Science

• Goals
– Establish new core objective for group
Possible projects to explore:
– Using compound metadata for evaluating nonclinical data and making predictions for clinical safety 

based on known safety issues for a drug class.
– Developing data analysis flow charts
– Identifying and discussing software/in silico predictivity tools
– Collaborating with other clinical working groups on predictivity



Nonclinical Data Interconnectivity 
for Endpoint Predictivity (NICE)

Questions for Nonclinical Working Group
1. Should NICE identify specific safety concerns and attempt to analyze nonclinical and 

clinical data ?
2. Should the focus of NICE be to explore general or theoretical models for analyzing 

nonclinical data to predict for human safety ?
3. Is there interest for developing models for correlating toxicity data with 

pharmacologic class ?
4. Would flow charts for data analysis, modeling and yes/no outputs be of interest for 

evaluating a specific safety issue (see next slide)
5. How should nonclinical metadata be used for data analysis, hazard identification and 

risk assessment ? Is this a viable topic for the group to explore ?

Membership: Alan Brown, Paul Brown, Jyotsna Kasturi, Joelle Ibanes, Paul Bradley, 
Jon Kimball, Jane Reed, Ron Filler, Laura Kauffman, Latha Prabakar
http://www.phusewiki.org/wiki/index.php?title=NICE

http://www.phusewiki.org/wiki/index.php?title=NICE


Nonclinical Data Interconnectivity 
for Endpoint Predictivity (NICE)

Data Analysis Flow Chart – Example for QTc Prolongation

Data Integration of 
QT and PK



Standards Roadmap Team

• Goals of the project
• Identify  priorities and opportunities in nonclinical data based on the 

current status of data standards.
• Project status

• Ongoing - We transitioned from our white paper to creating a resource 
titled, “How to Design a Custom SDTM Domain for Nonclinical Data”

• Ambitions and/or Accomplishments
• Posted white paper on Wiki entitled, “The Roadmap for Nonclinical 

Data Standards and Elements to Improve Data Access.” Room for 
additions if topics warrant further discussion.

• Completed first draft of “How to Design a Custom SDTM Domain for 
Nonclinical Data” resource.

• Aim: Use the “Custom Domain” resource on three different data types. 
• If interested, contact Gitte Frausing and Bob Dorsam
• Link http://www.phusewiki.org/wiki/index.php?title=WG6_Nonclinical_-

_Standardization_Roadmap

http://www.phusewiki.org/wiki/index.php?title=WG6_Nonclinical_-_Standardization_Roadmap


Standards Roadmap Team
“How to Design a Custom SDTM Domain 

for Nonclinical Data”
Decis ion based adding of variables  (see decis ion tree) SDTM / SEND definitions  and rules  for the population of the variables

Variable category Variable group Core (within variable 
group)

Variable Name Variable Label Type Controlled Terms, 
Codelis t, or Format

Role CDISC Notes

Core Dataset s tructure Mandatory Req STUDYID Study Identifier Char Identifier Unique identifier for a s tudy.

Core Dataset s tructure Mandatory Req DOMAIN Domain Abbreviation Char XX Identifier Two-character abbreviation for the domain. Refer to CDISC SDTMIG and SENDIG for reserved domain 
codes . Domain codes  s tarting with “X”, “Y” and “Z” are always  cons idered

Object Identifier OI-2 Req USUBJID Unique Subject Identifier Char Identifier Identifier used to uniquely identify a subject across  all s tudies  for all application or submiss ions  involving 
the product.

Object Identifier OI-1 Req POOLID Pool Identifier Char Identifier Pooling Identifier for Samples . Either USUBJID or POOLID must be populated.

Core Dataset s tructure Mandatory Req --SEQ Sequence Number Num Identifier Sequence number given to ensure uniqueness  of subject records  within a domain. May be any valid 
number.

Object Identifier OI-3 Perm --REFID Reference Identifier Char Identifier Optional internal or external identifier such as  lab specimen ID, or UUID for an ECG waveform or a 
medical image.

Core Dataset s tructure CD-1 Perm --SPID Sponsor-Defined Identifier Char Identifier Sponsor-defined reference number. Perhaps  preprinted as  an explicit line identifier or defined in the 
sponsor’s  operational database. Example: Line number on the Lab page.

Tes t Variables Mandatory Req --TESTCD Measurement, Tes t or 
Examination Short Name

Char Controlled terminology is  
expected

Topic Short name of the measurement, tes t, or examination described in --TEST. It can be used as  a column 
name when converting a dataset from a vertical to a horizontal format. The value in --TESTCD cannot be 
longer than 8 characters , nor can it s tart with a number (e.g., “1TEST” is  not valid). LBTESTCD cannot 
contain characters  other than letters , numbers , or underscores . 

Tes t Variables Mandatory Req --TEST Measurement, Tes t or 
Examination Name

Char Controlled terminology is  
expected

Synonym Qualifier Long name for --TESTCD. The value in LBTEST cannot be longer than 40 characters . 

Tes t Variables TV-1 Exp --CAT Measurement, Tes t or 
Examination Category 

Char Controlled terminology is  
expected

Grouping Qualifier Used to define a category of related tes ts  across  subjects . 

Tes t Variables TV-1 Perm --SCAT Measurement, Tes t or 
Examination Subcategory 

Char Grouping Qualifier A further categorization of a tes t category 

Object Identifier OI-4 Perm --POS Pos ition of Subject during 
Observation

Char (POSITION) Record Qualifier Pos ition of the subject during a measurement or examination. Examples : SUPINE, STANDING, 
SITTING. 

Result Variable Mandatory Exp --ORRES Result or Finding as  Collected Char Result Qualifier Result of the measurement or finding as  originally received or collected.

Results  Variables RV-3 Exp --ORRESU Unit of the Original Result Char (UNIT) Variable Qualifier The unit for the original result. The unit of the original result should be mapped to a synonymous  unit on 
the Controlled Terminology  lis t.

Results  Variables RV-4 Perm --ORNRLO Reference Range Lower Limit-
Orig Unit

Char Variable Qualifier Lower end of reference range used at the time of collection, in original units . 

Results  Variables RV-4 Perm --ORNRHI Reference Range Upper Limit-
Orig Unit

Char Variable Qualifier Upper end of reference range used at the time of collection, in original units .

Results  Variables Mandatory Exp --STRESC Standardized Result in Character 
Format

Char Controlled terminology is  
expected

Result Qualifier Contains  the result value for all findings , copied or derived from --ORRES in a s tandard format or 
s tandard units . --STRESC should s tore all results  or findings  in character format; if results  are numeric, 
they should also be s tored in numeric format in --STRESN. 

Results  Variables RV-3 Exp --STRESN Standardized Result in Numeric 
Format

Num Result Qualifier Used for continuous  or numeric results  or findings  in s tandard format; contains  the numeric form of --
STRESC. 

Results  Variables RV-3 Exp --STRESU Unit of the Standardized Result Char (UNIT) Variable Qualifier Standardized unit used for --STRESC and --STRESN. 

Results  Variables RV-4 Perm --STNRLO Reference Range Lower Limit-
Std Unit

Num Variable Qualifier Lower end of reference range for continuous  or numeric s tandardized results  (--STRESN) represented in 
s tandardized units . 

Results  Variables RV-4 Perm --STNRHI Reference Range Upper Limit-
Std Unit

Num Variable Qualifier Upper end of reference range for continuous  or numeric s tandardized results  (--STRESN) represented in 
s tandardized units .

Results  Variables RV-4 Perm --STNRC Reference Range for Char Rs lt-
Std Unit

Char Variable Qualifier Reference range for results  s tored in --STRESC that are character in ordinal or categorical scale. 
Example: Negative to Trace. 

Results  Variables RV-4 Perm --RIND Reference Range Indicator Char Variable Qualifier Indicates  where value falls  with respect to reference range defined by --ORNRLO and --ORNRHI, by --
STRNRLO and --STNRHI, or by --STNRC. Examples :  NORMAL, ABNORMAL, HIGH, LOW.  This  
should not be used to indicate biological s ignificance.

Sponsors  should specify in the s tudy metadata (Comments  column in the data definition file) whether 
LBNRIND refers  to the original or s tandard reference ranges  and results . 

Results  Variable RV-2 Exp --RESCAT Result Category Char Controlled terminology is  
expected

Variable Qualifier Used to categorize the result of a finding pos t collection.

Result Variable Mandatory Perm --STAT Completion Status Char (ND) Record Qualifier Used to indicate when a tes t is  not done or result is  miss ing. Should be null if a results  exis ts  in --ORRES.

Result Variable Mandatory Perm --REASND Reason Not Done Char Record Qualifier Describes  why --STAT is  NOT DONE, such as  BROKEN EQUIPMENT or SICK ANIMAL.

Core Dataset s tructure CD-1 Perm --XFN External File Name Char Record Qualifier Filename for an external file associated with the result 

Tes t Variables TV-3 Perm --NAM Vendor Name Char Record Qualifier Name or identifier of the laboratory or vendor that provided the tes t results .

Object Identifier OI-3 Exp --SPEC Specimen Material Type Char (SPEC) Record Qualifier Defines  the type of tis sue, organ, or fluid specimen used as  the object for the finding. Examples : GLAND, 
ADRENAL; KIDNEY; VESSEL, LYMPHATIC.

Object Identifier OI-3 Exp --ANTREG Anatomical Region of Specimen Char Variable Qualifier Defines  the specific anatomical or biological region of a tis sue, organ specimen or the region from which 
the specimen was  obtained, such as  a section or part of what is  defined in the --SPEC variable. If the 
anatomical region is  not included in the specimen description --SPEC, it may be included in this  variable. 
This  field can be a combination of terms  where needed. This  field can be null if not applicable. Examples : 
CORTEX, MEDULLA, MUCOSA, SEROSA, ISLET, ZONA FASICULATA, ZONA RETICULARIS, 
CRANIAL, MEDIAN, ACCESSORY, SPINAL, LUMBAR, FRONTAL.

Object Identifier OI-3 Perm --SPCCND Specimen Condition Char Variable Qualifier Free or s tandardized text describing the condition of the specimen. Example: AUTOLYZED, 
HEMOLYZED, ICTERIC, LIPEMIC, etc.

Object Identifier OI-3 Perm --SPCUFL Specimen Usability for the Tes t Char (NY) Variable Qualifier Describes  the usability of the specimen for the tes t. Example:  N = the specimen is  not usable; otherwise 
null.

Tes t Variables TV-2 Perm --LOC Location associated with a result 
or finding

Char Record Qualifier Anatomical location associated with the tes t. Example rectal for temperature.

Object Identifier OI-3 Perm --LAT Specimen Laterality 
within Subject

Char (LAT) Variable Qualifier Qualifier for laterality of the specimen within the subject for paired specimens .  Examples : 
LEFT, RIGHT, BILATERAL.

Object Identifier OI-3 Perm --DIR Specimen 
Directionality within 
Subject

Char (DIR) Variable Qualifier Qualifier for directionality of the specimen within the subject.  Examples : DORSAL, 
PROXIMAL.

Object Identifier OI-3 Perm --PORTOT Portion or Totality Char (PORTOT) Variable Qualifier Qualifier for anatomical location or specimen further detailing the portion or totality which 
means  arrangement of, or apportioning of, for example, ENTIRE, SINGLE, SEGMENT, 
MANY.

Tes t Variables TV-2 Perm --METHOD Method of Tes t or Examination Char Record Qualifier Method of the tes t or examination. 

Object Identifier OI-4 Perm --CSTATE Consciousness  State Char (CSTATE) Record Qualifier The consciousness  s tate of the subject at the time of measurement.
Examples : CONSCIOUS, SEMI-CONSCIOUS, UNCONSCIOUS.

Result Variables RV-3 Exp --BLFL Baseline Flag Char (NY) Record Qualifier A baseline indicator may be used to calculate differences  or changes  from baseline. Value should be Y or 
null. The baseline flag is  sponsor-defined. 

Object Identifier OI-4 Perm --FAST Fas ting Status Char (NY) Record Qualifier Indicator used to identify fas ting s tatus . Null if not relevant.

Tes t Variables TV-3 Perm --EVAL Evaluator Char Record Qualifier Role of the person who provided the evaluation. Used only for results  that are subjective (e.g., ass igned by 
a person or a group). Should be null for records  that contain collected or derived data. Examples :
RESPONSIBLE SCIENTIST, PRINCIPAL INVESTIGATOR, PEER
REVIEWER.

Results  Variables RV-1 Perm --SEV Severity Char (SEV) Record Qualifier Describes  the severity or intens ity of a particular finding.

Results  variables TV-2 Exp --LLOQ Lower Limit of Quantitation Num Variable Qualifier Indicates  the lower limit of quantitation for an assay. Units  should be those used in --STRESU.

Results  Variable Mandatory Perm --EXCLFL Exclus ion Flag Char (NY) Record Qualifier Y if the result should be excluded from all calculations , otherwise null.

Results  Variable Mandatory Perm --REASEX Reason for Exclus ion Char Record Qualifier The reason the result should be excluded from all calculations . Used only when --EXCLFL is  Y.

Timing Variables Mandatory Exp VISITDY Planned Study Day Num Timing This  is  the planned s tudy day of collection.

Timing Variables TM-1 Exp --DTC Date/Time of Tes t Char ISO 8601 Timing Date/time of the measurement, tes t or observation in IS0 8601 format.

Timing Variables TM-3 Exp --STDTC Start Date/Time of Tes t Char ISO 8601 Timing Date/time of the s tart of the measurement, tes t, or observation in ISO 8601 format. Should be populated 
only for continuous  sample collection.

Timing Variables TM-3 Perm --ENDTC End Date/Time of Tes t Char ISO 8601 Timing Date/time of the end of the measurement, tes t, or observation in ISO 8601 format. Should be populated 
only for continuous  sample collection.

Timing Variables TM-1 Exp --DY Study Day of Tes t Num Timing Study day of the measurement, tes t or observation, in integer days . The algorithm for calculations  mus t be 
relative to the sponsor-defined RFSTDTC variable in the Demographics  (DM) domain.

Timing Variables TM-3 Exp --STDY Study Day of Start of Tes t Num Timing Study day of the s tart of the measurement, tes t, or observation, in integer days . The algorithm 
for calculations  mus t be relative to the sponsor-defined RFSTDTC variable in the 
Demographics  (DM) domain.

Timing Variables TM-3 Perm --ENDY Study Day of End of Tes t Num Timing Study day of the end of the measurement, tes t, or observation, in integer days . The algorithm 
for calculations  mus t be relative to the sponsor-defined RFSTDTC variable in the 
Demographics  (DM) domain.

Timing Variables TM-3 Perm --DUR Duration of Tes t Char ISO 8601 Timing Collected duration of a measurement, tes t, or observation, represented in ISO8601 format.  This  
should not be used to report a derived duration.

Timing Variables TM-2 Exp --TPT Planned Time Point Name Char Timing Text description of the planned time of the measurement, tes t or observation.

This  may be represented as  an elapsed time relative to a fixed reference point, such as  time of las t dose. 
See LBTPTNUM and LBTPTREF. Examples : Start, 5 min pos t.

Timing Variables TM-2 Exp --TPTNUM Planned Time Point Number Num Timing Numerical vers ion of --TPT to aid in sorting.

Timing Variables TM-2 Exp --ELTM Planned Elapsed Time from Time 
Point Ref

Char ISO 8601 Timing Planned elapsed time (in ISO 8601 format) relative to a planned fixed reference (--TPTREF). This  
variable is  useful where there are repetitive measures . Not a clock time or a date time variable. 
Represented as  an ISO 8601 duration. Examples : “- P15M” to represent the period of 15 minutes  prior to 
the reference point indicated by LBTPTREF, or “P8H” to represent the period of 8 hours  after the 
reference point indicated by LBTPTREF.

Timing Variables TM-2 Exp --TPTREF Time Point Reference Char Timing Name of the fixed reference point referred to by --ELTM, if used for LBTPTNUM, and LBTPT. 
Examples : PREVIOUS DOSE, PREVIOUS MEAL.

Timing Variables TM-2 Exp --RFTDTC Date/Time of Reference Time 
Point

Char ISO 8601 Timing Date/time of the reference time point, --TPTREF

Timing Variables TM-4 Perm --EVLINT Evaluation Interval Char ISO 8601 Timing Duration of interval associated with an observation such as  a finding --TESTCD, represented in ISO 8601 
character format. Example: -P2M to represent a period of the pas t 2 months  as  the evaluation interval for 
a ques tion from a ques tionnaire such as  SF-36.

Timing Variables TM-4 Perm --STINT Planned Start of Assessment 
Interval

Char Timing The s tart of a planned evaluation or assessment interval relative to the Time Point Reference

Timing Variables TM-4 Perm --ENINT Planned End of Assessment 
Interval

Char Timing The end of a planned evaluation or assessment interval relative to the Time Point Reference

Instructions

Decision Tree

Color Coded Domain Table

Unmodeled
data

Unmodeled data
captured using 
both a 
streamlined 
approach
and existing data 
standards



Historical Controls

• Goals of the project
• creation of a concise definition of historical control data,
• identification of published resources that discussed historical 

control data
• creation and distribution of survey to assess current and desired 

use of historical control data
• and analysis of the survey results

• Project status: Near completion
• Ambitions and/or Accomplishments

• Survey complete
• White paper in clearance

• Co leads: Lauren Mihalcik & Jen Feldmann
• http://www.phusewiki.org/wiki/index.php?title=WG6_Noncli

nical_-_Historical_Controls



Visual for project



Interorganizational SEND

• Goals of the project
• Identify and tackle the highest priority concerns related to inter-

organizational SEND dataset creation and use.
• Project status: Ongoing
• Accomplishments (Posters)

• PP08 Selecting a CRO for Creating and Integrating SEND Datasets from 
Multiple Organizations

• PP12 Application of a Quality System to the Generation and Submission 
of SEND Files

• PP13 SEND Datasets from Studies Conducted at Multiple Organizations: 
An Update Based on Current Practices

• Contacts: William Houser, Debra Oetzman
• Link to project WIKI and membership: 

http://www.phusewiki.org/wiki/index.php?title=Interorganizational_SEND

http://www.phusewiki.org/wiki/index.php?title=Interorganizational_SEND


Study Data Reviewers Guide
~Nonclinical Perspective~

• Goals of the project
– To evaluate the Clinical SDRG template developed by the Optimizing Standards 

PhUSE WG to determine: 1) Is the clinical SDRG template appropriate for nonclinical? 
2) If not, can it be modified? 3) Is a new nonclinical SDRG template needed? 

• Project status:
– Analysis completed
– Next step: Develop Nonclinical template modelled on the Clinical template with 

appropriate adaptations
• Accomplishments

– The clinical SDRG template & examples were used to develop a nonclinical SDRG for 
a complex and a simple study.  

– Sections were compared and assessed for usefulness and applicability 
– Comparison to Draft Data Technical Conformance Guide

– Recommendation for suitability of Clinical template completed
• Goals for coming year

– Complete Nonclinical SDRG Template with a guide for use
– Develop useful examples from Repeat Dose Tox Studies
– Publish on the PhUSE WIKI for public use
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