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Q	
  &	
  A
› At	
  any	
  time	
  during	
  
the	
  webinar,	
  click	
  the	
  
“Ask	
  a	
  Question”	
  
button	
  

› Questions	
  will	
  be	
  
answered	
  at	
  the	
  end



Get	
  updates	
  about	
  Pinnacle	
  21
linkedin.com/company/pinnacle-­‐21

twitter.com/pinnacle_21

facebook.com/pinnacle21

pinnacle21.com/blog



Disclaimer
The	
  views	
  and	
  opinions	
  presented	
  here	
  
represent	
  those	
  of	
  the	
  speaker	
  and	
  should	
  
not	
  be	
  considered	
  to	
  represent	
  advice	
  or	
  
guidance	
  on	
  behalf	
  of	
  the	
  Food	
  and	
  Drug	
  
Administration	
  and	
  Pharmaceuticals	
  and	
  
Medical	
  Devices	
  Agency.	
  



FDA	
  Business	
  Rules
Published:	
  March	
  14th,	
  2017

https://www.fda.gov/ForIndustry/DataStandards/	
  
StudyDataStandards/ucm2005545.htm



How	
  did	
  we	
  get	
  here?
FDA	
  Business	
  Rules	
  is	
  a	
  result	
  of	
  multi-­‐year	
  effort	
  to	
  ensure	
  
that	
  the	
  study	
  data	
  are	
  compliant,	
  useful,	
  and	
  will	
  support	
  
meaningful	
  review	
  and	
  analysis
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Current	
  FDA	
  and	
  PMDA	
  rules
› FDA	
  Validation	
  Rules

› Published:	
  November	
  18,	
  2014
› https://www.pinnacle21.com/blog/fda-­‐validation-­‐rules-­‐

webinar-­‐recap

› PMDA	
  Validation	
  Rules
› Published:	
  November	
  24,	
  2015
› https://www.pinnacle21.com/blog/pmda-­‐validation-­‐

rules-­‐webinar-­‐recap



Validation	
  Rules	
  Browser
Search	
  across	
  all	
  available	
  validation	
  rules,	
  locate	
  rule-­‐related	
  
information,	
  and	
  see	
  what’s	
  required	
  by	
  FDA	
  and	
  PMDA

https://www.pinnacle21.com/validation-­‐rules



Study	
  Data	
  Technical	
  
Conformance	
  Guide	
  v3.2
› Published:	
  October	
  2016
› Expanded	
  validation	
  rules	
  to	
  3	
  types
› Introduced	
  Technical	
  Rejection	
  Criteria
› Introduced	
  FDA	
  Business	
  Rules
› Clarified	
  the	
  role	
  of	
  SDOs	
  in	
  validation



Types	
  of	
  Validation	
  Rules
› Technical	
  Rejection	
  Criteria
› Standards	
  Conformance
› FDA	
  Business



Technical	
  Rejection	
  Criteria
› Published:	
  October	
  2016
› First	
  step	
  in	
  enforcing	
  the	
  Dec	
  17th
Study	
  Data	
  Standards	
  Guidance
› Added	
  to	
  existing	
  eCTD	
  validation	
  
criteria
› FDA	
  will	
  give	
  industry	
  30	
  days	
  notice

https://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/Form
sSubmissionRequirements/ElectronicSubmissions/UCM523539.pdf



There	
  are	
  just	
  2	
  rules	
  – So	
  far
› Rule	
  #	
  1734:	
  

› Trial	
  Summary	
  (TS)	
  dataset	
  must	
  be	
  present	
  for	
  each	
  
study	
  in	
  Module	
  4	
  and	
  5

› Rule	
  #	
  1736:	
  
› Demographic	
  (DM)	
  dataset and	
  define.xml must	
  be	
  

submitted	
  in	
  Module	
  4	
  for	
  nonclinical	
  data
› DM dataset,	
  Subject	
  level	
  analysis	
  dataset	
  (ADSL)	
  and	
  

define.xml must	
  be	
  submitted	
  in	
  Module	
  5	
  for	
  clinical	
  
data



Covered	
  by	
  Pinnacle	
  21	
  rules
Rule P21 FDA	
  eCTD

Trial	
  Summary	
  (TS)	
  dataset	
  must	
  be	
  included	
  in	
  
every	
  submission

SD1115 1734

Demographics	
  (DM)	
  dataset	
  must	
  be	
  included	
  
in	
  every	
  submission

SD1020 1736

ADaM	
  Subject	
  level	
  (ADSL)	
  dataset	
  must	
  be	
  
included	
  in	
  every	
  submission

AD0001 1736

FDA	
  eCTD	
  submissions	
  must	
  include	
  a	
  
define.xml file	
  for	
  each	
  study	
  in	
  Module	
  4	
  
(nonclinical)	
  and	
  Module	
  5	
  (clinical)

DD0101 1736



How	
  many	
  FDA	
  applications	
  since	
  
December	
  17th were	
  compliant?



FDA	
  ran	
  a	
  simulation	
  on	
  new	
  NDA	
  applications	
  from	
  January	
  to	
  
March	
  1st,	
  2017	
  with	
  results	
  above

45% would	
  have	
  been	
  rejected	
  if	
  criteria	
  was	
  in	
  force	
  today

http://www.phusewiki.org/docs/2017_CSS_US/Introduction_CrystalAllard.pdf



FDA	
  vs.	
  PMDA	
  Rejection	
  Rules

FDA PMDA
4 34vs



Types	
  of	
  Validation	
  Rules
› Technical	
  Rejection	
  Criteria
› Standards	
  Conformance
› FDA	
  Business



Standards	
  Conformance	
  Rules
› Provided	
  by	
  CDISC	
  teams
› FDA	
  will	
  no	
  longer	
  publish	
  standards	
  
conformance	
  rules



Available	
  CDISC	
  Rules
› SDTMIG	
  v3.2
› ADaMIG v1.0
› ADaMIG v1.1	
  (planned	
  for	
  Q2)
› SENDIG	
  v3.1	
  (in	
  the	
  works,	
  ≈2018)
› Define-­‐XML	
  (?)
› TAUGs	
  (???)



SDTMIG	
  v3.2	
  Conformance	
  Rules
› Published:	
  January	
  27,	
  2017
› 410	
  total	
  rules
› 325	
  are	
  “Programmable”

› Can	
  be	
  implemented	
  as	
  automated	
  check

› 85	
  are	
  “Conditional”
› May	
  be	
  programmable	
  based	
  on	
  conditional	
  factors

› 17	
  of	
  Conditional	
  rules	
  are	
  actually	
  
Programmable	
  for	
  FDA	
  and	
  PMDA



P21	
  support	
  for	
  SDTMIG	
  rules
› cover	
  212	
  of	
  325	
  programmable	
  rules
› 104	
  need	
  to	
  be	
  implemented
› 9	
  need	
  clarification
› Conflicts	
  with	
  FDA	
  business	
  rules
› Misclassified	
  as	
  programmable



Example	
  of	
  conflict	
  in	
  rules
› CDISC

› ARM/ARMCD	
  and	
  ACTARM/ACTARMCD	
  are	
  Required	
  variables
› Required	
  variables	
  must	
  always	
  be	
  included	
  in	
  the	
  dataset	
  and	
  

cannot	
  be	
  null	
  for	
  any	
  record

› FDA
› Screen	
  failures,	
  when	
  provided,	
  should	
  be	
  included	
  as	
  a	
  

record	
  in	
  DM	
  with	
  the	
  ARM	
  field	
  left	
  blank.	
  	
  For	
  subjects	
  who	
  
are	
  randomized	
  in	
  treatment	
  group	
  but	
  not	
  treated,	
  the	
  
planned	
  arm	
  variables	
  (ARM	
  and	
  ARMCD)	
  should	
  be	
  
populated,	
  but	
  actual	
  treatment	
  arm	
  variables	
  (ACTARM	
  and	
  
ACTARMCD)	
  should	
  be	
  left	
  blank.



ADaMIG v1.0	
  Conformance	
  Rules
› Published:	
  September	
  20,	
  2010
› Last	
  updated:	
  January	
  20,	
  2015
› Pinnacle	
  21’s	
  implementation:

› https://www.pinnacle21.com/blog/how-­‐does-­‐pinnacle-­‐
21-­‐implement-­‐adam-­‐validation-­‐checks



Types	
  of	
  Validation	
  Rules
› Technical	
  Rejection	
  Criteria
› Standards	
  Conformance
› FDA	
  Business



FDA	
  Business	
  Rules
› Is	
  study	
  data	
  useful	
  and	
  supports	
  
meaningful	
  review	
  and	
  analysis?
› Complements	
  Technical	
  Rejection	
  and	
  
Standards	
  Conformance	
  rules
› Supersedes	
  previously	
  published	
  FDA	
  
validation	
  rules



FDA	
  Business	
  Rules
45 business	
  rules	
  for	
  clinical	
  data

41 business	
  rules	
  for	
  nonclinical	
  data



FDA	
  Validator	
  Rules
› Accompany	
  Business	
  Rules
› Describe	
  implementation	
  of	
  Business	
  
Rules	
  in	
  DataFit	
  (a.k.a.	
  P21	
  Enterprise)
› Published	
  for	
  transparency



FDA	
  Validator	
  Rules
115	
  validator	
  rules	
  for	
  clinical	
  data

? validator	
  rules	
  for	
  nonclinical	
  data	
  (coming	
  soon)



Where	
  is	
  Severity?
› FDA	
  will	
  no	
  longer	
  publish	
  Severity
› It	
  was	
  confusing	
  with	
  many	
  sponsors	
  
ignoring	
  Warnings
› All	
  rules,	
  with	
  the	
  exception	
  of	
  Technical	
  
Rejection	
  Criteria,	
  are	
  now	
  equal



Action	
  Plan
Where	
  do	
  we	
  go	
  from	
  here?



What	
  to	
  expect	
  from	
  Pinnacle	
  21?
› Working	
  on	
  implementing	
  new	
  rules	
  for

› SDTMIG	
  v3.2	
  and	
  ADaMIG v1.1	
  – final	
  rules
› Define-­‐XML	
  v2.1	
  and	
  SENDIG	
  v3.1	
  – draft	
  rules

› Working	
  with	
  FDA,	
  PMDA,	
  and	
  CDISC	
  to	
  
clarify	
  rules	
  and	
  resolve	
  any	
  conflicts
› Launching	
  public	
  BETA	
  in	
  August	
  to	
  solicit	
  
feedback	
  from	
  users
› Production	
  release	
  in	
  November



What	
  to	
  expect	
  from	
  Pinnacle	
  21?
› Papers,	
  blogs,	
  webinars,	
  and	
  training	
  on	
  
“Good	
  Data	
  Validation	
  Practices”
› What	
  is	
  data	
  validation?
› How	
  to	
  configure	
  Validator?
› How	
  to	
  perform	
  data	
  validation?
› How	
  to	
  interpret	
  validation	
  results?
› How	
  to	
  evaluate	
  risk	
  of	
  data	
  issues?
› How	
  to	
  fix	
  data	
  errors?
› How	
  to	
  explain	
  data	
  issues?



What	
  to	
  expect	
  from	
  FDA?
› Updated	
  Validator	
  rules	
  for	
  SENDIG	
  v3.0
› Updated	
  Business	
  and	
  Validator	
  rules	
  to

› Clarify	
  rules	
  and	
  correct	
  any	
  issues	
  and	
  inconsistencies
› Take	
  advantage	
  of	
  growing	
  experience	
  and	
  cross-­‐center	
  

collaboration	
  



What	
  to	
  expect	
  from	
  PMDA?
› New	
  release	
  of	
  validation	
  rules	
  that	
  
incorporates
› New	
  SDTMIG	
  v3.2	
  and	
  ADaM	
  v1.1	
  rules
› FDA	
  Business	
  Rules
› Pilot	
  experience



Actions	
  for	
  P21	
  Enterprise	
  users
› Your	
  environment	
  is	
  always	
  in	
  sync	
  with	
  
FDA	
  and	
  PMDA,	
  so	
  no	
  actions	
  here
› Provide	
  feedback	
  during	
  BETA
› Learn	
  and	
  follow	
  
“Good	
  Data	
  Validation	
  Practices”



Actions	
  for	
  P21	
  Community	
  users
› Get	
  your	
  environment	
  in	
  sync	
  with	
  
FDA	
  and	
  PMDA,	
  ASAP

› Compatible	
  versions	
  of	
  Community
› FDA	
  -­‐ 2.2.0
› PMDA	
  -­‐ 2.1.3	
  or	
  above



How	
  many	
  users	
  are	
  compatible?
59% of	
  US	
  users	
  are	
  not	
  compatible	
  with	
  FDA

17% of	
  Japan	
  users	
  are	
  not	
  compatible	
  with	
  PMDA

US/EU	
  Users Japan	
  Users



How	
  many	
  are	
  using	
  dictionaries?
68.3% of	
  users	
  have	
  not	
  configured	
  MedDRA

99.8% of	
  users	
  have	
  not	
  configured	
  SNOMED

MedDRA SNOMED



Common	
  issues	
  with	
  compatibility
› Using	
  older	
  versions	
  of	
  Community
› Not	
  configuring	
  MedDRA	
  and	
  SNOMED
› Customizing	
  rule	
  configs
› Customizing	
  CDISC	
  CT	
  files
› Running	
  validations	
  on	
  a	
  server	
  or	
  shared	
  
environment



Max	
  Kanevsky
Founder	
  and	
  CEO	
  of	
  Pinnacle	
  21

mkanevsky@pinnacle21.net

Summary	
  &	
  Questions
› Sponsors	
  should	
  be	
  ready	
  to	
  comply	
  with	
  3	
  types	
  
of	
  validation	
  rules
› FDA	
  Reject	
  à FDA	
  Business	
  à Standards	
  Conformance

› You	
  can	
  rely	
  on	
  P21	
  to	
  provide	
  tools/education
› Community	
  users	
  need	
  to	
  ensure	
  they	
  are	
  
compatible


