
Introduc)on!
The!FDA!is!expected!to!issue!dra3!guidance!in!2013!that!addresses!standardized!submissions!of!nonclinical!data!in!SEND!(Standard!for!the!Exchange!of!Nonclinical!Data)!format!as!part!of!pharmaceuDcal!drug!applicaDons.!The!SEND!standard!is!published!
by!CDISC!in!the!SEND!ImplementaDon!Guide!version!3.0!(SENDIGv3;!hLp://www.cdisc.org/send).!The!FDA!may!provide!addiDonal!expectaDons!in!its!Study!Data!SpecificaDons!guide!for!electronic!submissions.!The!InterorganizaDonal!!SEND!project!(IR
SEND)!within!Working!Group!6!(Nonclinical!Roadmap!and!Impacts!on!ImplementaDon)!of!the!FDA/PhUSE!collaboraDon!has!focused!its!efforts!since!March!2012!on!idenDfying!needs!for!the!assembly!and!flow!of!informaDon!exchange!to!generate!CDISC!
SEND!datasets!across!organizaDons!to!meet!the!pending!regulatory!requirement.!!!
!
Addressing!these!needs!in!a!precompeDDve,!collaboraDve!manner!is!important!given!the!increased!trend!towards!nonclinical!study!outsourcing!by!sponsors!and!the!prevalence!of!studies!where!different!organizaDons!conduct!different!parts!of!a!study.!
This!mulDRorganizaDonal!execuDon!of!interRrelated!parts!of!a!study!leads!to!challenges!in!data!stewardship!and!the!exchange!of!data!desDned!for!SEND!submissions.!!The!IRSEND!project!approached!these!challenges!by!developing!useRcase!scenarios!
incorporaDng!data!and!process!flows!idenDfied!through!collaboraDve!sessions!among!representaDves!from!CROs,!Sponsors!and!InformaDcs/Data!Management!Vendors.!
*
Use*Case*Scenarios*
One!of!the!first!tasks!for!the!IRSEND!group!was!to!develop!a!framework!for!describing,!classifying!and!prioriDzing!scenarios!for!aggregaDng!data!across!mulDple!sources.!Secondly,!to!drill!down!into!details!of!pracDcal!workflows,!it!was!necessary!to!select!
a!few!example!scenarios.!!Three!such!use!case!scenarios!likely!to!occur!in!pracDce!were!selected!for!further!definiDon!and!are!shown!in!the!flow!charts!below..!!For!each!scenario,!data!flows!and!processes!showing!interRorganizaDonal!transfer!of!control!
and!the!chain!of!data!custody!were!idenDfied!as!shown.!!All!the!scenarios!culminate!in!a!common!regulatory!data!flow!to!the!FDA!and!back!to!the!Sponsor/CRO!where!necessary.!!Each!scenario!is!depicted!as!a!process!diagram!summarizing!the!likely!
sequence!of!acDviDes!including!study!startRup,!data!flows!within!an!organizaDon!and!between!organizaDons,!reviews,!and!decision!gates.!At!each!of!these!gates,!opDons!are!indicated!for!both!success!and!failure!condiDons.!!Each!scenario!is!accompanied!
by!assumpDons,!as!well!as!recommendaDons!on!topics!and!quesDons!that!parDcipaDng!organizaDons!may!wish!to!clarify!during!study!iniDaDon!and!across!its!lifecycle.!!It!is!important!to!point!out!that!the!interRorganizaDonal!workflows!described!are!
examples!of!how!specific!acDviDes!might!occur!in!pracDce,!and!are!not!intended!to!be!prescripDve.!It!will!be!up!to!each!sponsor!and!CRO!to!define!their!specific!use!cases,!and!consider!addiDonal!controls!and!steps!that!they!may!wish!to!implement.!!

Scenario*1:*CRO*Study*with*SEND*Dataset*Fully*
Assembled*by*CRO*
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Scenario*3:*CRO*Study*with*SEND*Dataset*Fully*
Assembled*by*Sponsor*
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Summary*and*Conclusions*
The!IRSEND!team!has!been!successful!in!recruiDng!parDcipaDon!from!CROs,!Sponsors!and!informaDcs!vendors!that!represent!a!broad!spectrum!of!experDse!and!experience,!and!that!have!forged!an!effecDve!collaboraDon!over!the!past!year.!!!
!
The!results!of!the!work!conducted!by!the!IRSEND!team!suggest!that!data!flow!and!process!modeling!through!real!world!use!case!scenarios!are!a!powerful!way!to!idenDfy!common!issues!and!responsibiliDes!for!mulDple!organizaDons!parDcipaDng!in!the!
conduct!of!a!study!and!in!the!preparaDon!of!submission!ready!datasets.!!Use!case!scenarios!developed!collaboraDvely!with!inputs!from!various!stakeholders!can!play!an!important!role!in!developing!a!common!understanding!of!data!management,!
business!process!management!and!review!needs,!and!help!uncover!new!requirements!for!SEND!implementaDon!soluDons.!!InteracDons!among!the!IRSEND!parDcipants!clearly!demonstrated!that!individual!organizaDons!may!approach!a!SEND!
implementaDon!differently.!!Use!cases!can!help!idenDfy!key!issues!that!must!be!addressed!prior!to!launching!a!study!or!implemenDng!SEND!soluDons!parDcularly!when!mulDple!organizaDons!are!involved!in!conducDng!parts!of!a!study,!and!in!generaDng!
and!assembling!associated!datasets.!
!
The!IRSEND!subgroup!!anDcipates!that!future!collaboraDon!will!focus!on!tesDng!of!the!use!cases!presented!herein!with!role!playing!by!CROs!and!Sponsors!jointly!preparing!real!datasets.!!We!also!anDcipate!that!this!effort!will!expand!into!scenario!
modeling!and!tesDng!of!other,!more!complex!data!assembly!and!exchange!situaDons!involving!mulDple!CROs!and!a!Sponsor.!!This!collaboraDve!work!is!expected!to!contribute!valuable!and!pracDcal!knowledge!that!can!be!widely!used!by!the!Biopharma!
industry!impacted!by!the!upcoming!FDA!mandates!for!SEND!submissions,!and!by!organizaDons!looking!to!implement!soluDons!for!effecDve!exchange!of!nonclinical!study!data!generated!in!an!interRorganizaDonal!seang!to!drive!producDvity!and!scienDfic!
gains.!

!
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Scenarios*for*Genera)ng*SEND*Datasets*from*Nonclinical*Safety*Studies*Conducted*across*Mul)ple*Organiza)ons

! A!clear!understanding!of!
deliverables,!limitaDons,!milestones,!
and!Dming!should!be!established!
before!study!iniDaDon!including:!

•  Impacts!on!the!Study!Data!Plan!
•  Final!and!Interim!Domains!
•  SEND!ValidaDon!Status!
•  Which!version!of!the!SENDIG!
•  Which!version!of!the!Controlled!
Terminology!(CT)!

•  The!SEND!Validator!to!be!used!
•  Will!data!be!provided!at!
mulDple!milestones?!!How!
o3en!and!in!what!format!

•  Will!the!Define!file!be!created!
by!CRO!or!by!Sponsor!

•  Will!final!signoffs!be!done!by!
the!Study!Director!

!
! Consider!GLP!and!systems!
validaDon!controls!for!quality!
assurance!of!datasets,!especially:!

•  at!!ownershipRtransfer!points!
•  if!it!is!a!legacy!data!conversion!

Common*Regulatory*Data*Flow*for*All*Scenarios*
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Scenario*2:*A*CRO*genera)ng*SEND*datasets*for*a*
study*with*the*Sponsor*or*its*designee*providing*
PK/TK*data*
*
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! In!addiDon!to!topics!idenDfied!
under!Scenario!1,!the!following!
items!relaDng!to!data!transfer!
should!be!considered!prior!to!study!
iniDaDon:!

•  File!formats!to!be!supplied!to!
main!CRO!!(SEND,!ASCII,!Excel,!
XML,!…)!

•  Metadata!!that!the!main!CRO!
must!provide!for!designee(s)!
to!complete!study!set!up!and!
SEND!file!creaDon!

•  MulDple!SEND!validaDon!
steps!needed!for!2nd!CRO!
SEND!files!

•  Who!will!signoff!on!the!
datasets!and!at!what!point!in!
the!process!

!
! The!Process!flow!will!repeat!for!
each!source!supplying!data!
!

! In!addiDon!to!topics!idenDfied!
under!Scenario!1,!the!following!
items!relaDng!to!data!transfer!
should!be!considered!prior!to!
study!iniDaDon:!

•  File!formats!the!CRO!will!
use!to!transmit!data!!
(SEND,!ASCII,!Excel,!XML,!
…)!

• Metadata!that!the!CRO!
provides!the!Sponsor!to!
complete!Study!setup!and!
SEND!file!creaDon!

• Who!will!signoff!on!the!
final!package!

! Steps!involved!in!processing!SEND!
datasets!may!differ!by!FDA!Division.!!
The!following!steps!are!anDcipated:!

•  Datasets!will!be!validated!for!
conformance!with!SEND!and!
Study!Data!SpecificaDons!upon!
receipt!by!FDA..!

•  Submissions that pass 
SEND validation are 
released for use by 
assigned FDA reviewers!

! Error correction will be 
performed by the organization 
responsible for creation of the 
original datasets and will trigger 
recycling through steps for 
dataset creation, review and 
resubmission as needed. 

! !For CDER submissions, a test 
submission process is available 
to “pre-validate” datasets before 
regulatory submission!

Note:*The!flow!diagram!depicted!in!this!figure!applies!to!CDER!eRdata!
submissions!which!flow!into!the!Agency’s!NIMS!environment!consisDng!of!a!
repository,!analyDcs!and!visualizaDon!tools.!


