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If only that was all there was to it …



What Usually Happens
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● Steps: Helpful strategies, documents, and 
plans with the endpoint of a successful 
submission

● Slides: Pitfalls in processes or resistance
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Steps and Slides



Steps

● Interpretation guides

● Instream conformance checking

● Crosschecking macros

● Senior review

● Checklists

● Right tasks at the right time

● Automate completion of submission documents
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Steps – Concrete Actions to Produce Quality Results

● Interpretation guides
• Consistent results across studies
• Considered decisions – not rash ones

● Instream conformance checking
• Catch problems early – often during initial programming
• Check items as they are updated – not once and done

● Crosschecking macros
• Ensures deliverables are consistent with each other

● Senior review
• A submission is not created in a vacuum – someone needs to 

look at the big picture
• An expert is more likely to catch subtle errors
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Instream Conformance Checking

● Reduce the number of 
warning and error late in 
the process

● Can be customized to 
look for data quality 
items

● Should be seamless in 
the programming 
process
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Type Macro Message

Compliance Missing domain label

Compliance The following variables are missing variable labels

Compliance The following variables have labels with lengths greater the 40 characters

Quality
The following variables in <domain> are permissible in the <version> IG and null. Verify that these variables 

should be included in domain.

Quality
The following variables in <domain> are permissible in the <version> IG and null. Verify that these variables 

should be included in domain.

Quality
Variable label does not match <version> IG defined variable label in the <domain> template. Verify that 

variable label is accurate.

Quality
Variable is not defined in <version> IG <domain> template. Verify that variable should be included in 

domain.

Compliance

Check discrepancies for non-ascii characters. Non-ascii characters have been replaced with XX in 

COMPARE observations and control characters have been removed. Compare back with BASE to see where 

characters have been replaced. If it is not clear what is different, attempt viewing on unix to look for non-

printable characters

Quality Check ARM and ARMCD for accuracy and 1:1 relationship

Quality Check ACTARM and ACTARMCD for accuracy and 1:1 relationship

Quality Check EXTRT values for accuracy

Compliance Both --DOSE and --DOSETXT populated for these subjects

Compliance Negative values of --DOSE

Compliance Missing --TRT for these subjects

Compliance --OCCUR populated, but missing --PRESP for these subjects

Compliance Missing --TERM for these subjects

Compliance --TERM populated, but missing --DECOD

Compliance Duplicating --SEQ values

Compliance --STDY is greater than --ENDY. Confirm in raw data.

Compliance SDTM cannot have study day values of 0. Make sure program is compensating for these values

Parent Domain



Steps – Concrete Actions to Produce Quality Results

● Checklists
• Ensures none of the many, many steps are overlooked
• Spreads expertise and provides roadmaps
• Useful in project management and accountability

● Right tasks at the right time
• A task is not complete until the deliverable is checked – don’t move on 

to the next step of a process until you know you are on sound footing

● Automate completion of submission documents
• In-house tools or using tools such as OpenCDISC/Pinnacle21
• Enter data once – avoid cut and paste errors
• Information only needs to be updated in a single location
• Streamlines the process and reduces time and effort 
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Slides – A Few Examples

● Not following the FDA’s Study Data Technical Conformance 
Guide

● Not having a conversation with the FDA review division until 
ready to submit

● Selecting non-supported versions of standards (e.g., SDTM 
IG 3.1.1)

● Not following standard controlled terminology

● Leaving conformance checks to the end

● Using proprietary analysis datasets
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Building Steps to Avoid Slides

● Know the requirements

● Start with the end in mind

● Know the preferences

● Know the process

● Have a plan

● Develop consistent and thorough processes
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Know the Requirements: FDA Guidance

11 Proprietary & Confidential. © 2016 Chiltern



Start with the End in Mind: Example Data Integratio n 
Plan (DIP)
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● Summary document that 
highlights how individual 
studies will be harmonized

● Provides additional 
information beyond what is 
available in the integration 
specifications

● Highlights key activities 
performed in the integration



Know the Preferences: One example – Study Data 
Reviewer’s Guide (SDRG)
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• Use the PhUSE standard 
templates and completion 
guidelines

• Create a company SDRG 
interpretation guide

• Checklists for Completion 
and Review

• Standard responses for 
conformance issues

• Find ways to automate the 
creation of sections from 
other reports or metadata
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Have a Plan: Study Data Standardization Plan (SDSP)
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• Plan for describing the data 
standardization approach for all 
studies. 

• The plan will be used in 
communication with FDA to assist in 
identifying potential data 
standardization issues as the 
preparations are made for the 
submission. 

• The plan can be used to 
communicate with FDA at a 
moment’s notice the historical, 
current, and planned information 
about the development of the 
compound and indication. 
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Have a Plan: Checklists, Checklists, Checklists

● Ensure quality deliverables when tasks can 
be objectively confirmed as correct

● Makes sure none of the many, many steps 
required to generate a deliverable are 
overlooked

● Reminders for more experienced personnel 
– and roadmaps for the less experienced

● Promotes consistency across projects and 
submissions

● Provides accountability and aids in project 
management
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Automate completion of submission documents:
Define.xml
● Automating Page number on the define.xml from aCRFs
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● Do It Yourself
o Flexible 
o Can be tailored on a case by case basis
o Potentially easier to insert into established 

process flows

o Requires expertise
o Requires development
o Requires maintenance
o Potential bottleneck for support – what 

happens if key support personnel are sick, 
on vacation, or have competing priorities?

● Off the Shelf
o Quick
o Consistent look and feel
o Maintenance and support are shifted to the 

provider

o May be difficult to integrate with current 
processes

o Can be difficult to customize
o May not do everything 
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New Systems - Do It Yourself or Buy It Off the Shelf ?



● Remember the goal is to get drugs and 
devices to market quicker with ultimate 
patient safety in mind

● As a bare minimum, your organization 
must have sound programming processes 
and validation methodology

● However there are many other things to be 
done to improve the efficiency and quality 
of the process
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Summary



Questions?

● Contact Information

• Terek J. Peterson, MBA
‒ Senior Director, Global Statistical Standards
‒ Terek.Peterson@Chiltern.com
‒ (484) 560-8960

• Richard Addy, MS
‒ Senior Statistical Programmer/Analyst

‒ Richard.Addy@Chiltern.com
‒ (919) 909-0477
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