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Es%mates	
  for	
  development	
  of	
  a	
  new	
  drug	
  are	
  now	
  in	
  the	
  
order	
  of	
  $0.5	
  -­‐	
  2	
  billion	
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  Analysis/Publica)on	
  Phase	
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Clinical	
  	
  Trial	
  
Database	
  

Lock	
  

•  Perform	
  primary/	
  secondary	
  analysis	
  
•  Submit	
  abstract	
  
•  Submit	
  manuscript	
  
•  Submit	
  CSR	
  
•  Post	
  results	
  for	
  	
  public	
  	
  disclosure	
  
•  Post-­‐hoc	
  analysis	
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A	
  wriJen	
  descrip%on	
  of	
  a	
  trial/study	
  of	
  any	
  therapeu%c,	
  
prophylac%c,	
  or	
  diagnos%c	
  agent	
  conducted	
  in	
  human	
  subjects,	
  
in	
  which	
  the	
  clinical	
  and	
  sta%s%cal	
  descrip%on,	
  presenta%ons,	
  
and	
  analyses	
  are	
  fully	
  integrated	
  into	
  a	
  single	
  report.	
  	
  

The	
  CSR	
  should	
  be	
  wriJen	
  in	
  a	
  format	
  that	
  is	
  acceptable	
  to	
  	
  all	
  
regulatory	
  authori%es.	
  



Common	
  Technical	
  Document	
  (CTD)	
  Modules 
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CTD:	
  Common	
  modular	
  	
  format	
  for	
  Drug	
  
Registra)on	
  applica)ons	
  worldwide	
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  CSR 
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The	
  par%cular	
  loca%on	
  of	
  a	
  CSR	
  within	
  the	
  CTD	
  (Module	
  5)	
  is	
  
determined	
  by	
  the	
  primary	
  objec%ve	
  of	
  the	
  study:	
  eg,	
  efficacy	
  
and	
  safety,	
  PK,	
  or	
  PD	
  	
  

5.3	
  Clinical	
  Study	
  Reports	
  	
  

5.3.1	
  Reports	
  of	
  Biopharmaceu%cal	
  Studies	
  

5.3.2	
  Reports	
  of	
  Studies	
  Per%nent	
  to	
  PK	
  using	
  Human	
  Biomaterials	
  

5.3.3	
  Reports	
  of	
  Human	
  PK	
  Studies	
  

5.3.4	
  Reports	
  of	
  Human	
  PD	
  Studies	
  

5.3.5	
  Reports	
  of	
  Efficacy	
  and	
  Safety	
  Studies	
  

5.3.6	
  Reports	
  of	
  Post-­‐Marke%ng	
  Experience	
  

5.3.7	
  Case	
  Report	
  Forms	
  and	
  Individual	
  Pa%ent	
  Lis%ngs	
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Process for Development CSR 

Program Development, 
programme validation, 

prelock run 

SAP/TFLs 

Finalized 
Protocol 

Shell CSR with tables 

DB lock 

Final TFLs 

Final CSR 

Final CSR with 
appendices 

Review 
SIGN	
  OFF	
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•  ICH	
  E3	
  allows	
  for	
  “abbreviated	
  
reports	
  using	
  summarized	
  data	
  or	
  
with	
  some	
  sec%ons	
  deleted”	
  

•  FDA	
  guidance	
  outlines	
  content	
  for	
  
“Abbreviated”	
  and	
  “Synopsis”	
  CSRs	
  

•  “Supplemental	
  CSR”	
  not	
  defined	
  in	
  
regulatory	
  guidance	
  



CSR	
  Type	
  and	
  Format	
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Full CSR 

Abbreviated 
CSR 

Synopsis 
CSR 

Addendum/                  
Supplemental  

CSR 



Global	
  regulatory	
  requirements	
  for	
  repor)ng	
  
results	
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•  Primary	
  outcomes	
  for	
  clinical	
  studies	
  should	
  be	
  reported	
  to	
  the	
  
applicable	
  regulatory	
  authori%es	
  within	
  1	
  year	
  of	
  the	
  %me	
  point	
  
defined	
  in	
  the	
  protocol	
  as	
  the	
  Primary	
  Comple%on	
  date.	
  

•  This	
  requirement	
  applies	
  to	
  all	
  phase	
  1	
  to	
  4	
  non-­‐pediatric	
  studies	
  

•  The	
   requirement	
   can	
   be	
   sa%sfied	
   by	
   submission	
   of	
   a	
   CSR,	
   CSR	
  
synopsis,	
  or	
  similar	
  summary	
  of	
  study	
  results	
  and	
  conclusions	
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  for	
  repor)ng	
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FDA	
  is	
  more	
  driven	
  by	
  end	
  of	
  trial	
  date	
  whereas	
  EU	
  by	
  primary	
  comple%on	
  
date	
  for	
  analyses	
  of	
  efficacy.	
  Primary	
  analysis	
  CSR	
  is	
  required	
  1	
  year	
  from	
  
primary	
  comple%on	
  date	
  
	
  
Health	
   Canada:	
   Requires	
   a	
   no%fica%on	
   for	
   a	
   completed	
   study,	
   however,	
  
no	
   suppor%ng	
   informa%on	
   is	
   required	
   with	
   the	
   no%fica%on,	
   i.e.	
   a	
   final	
  
study	
  report	
  is	
  not	
  required.	
  
	
  
SFDA	
  China:	
  Aeer	
  comple%on	
  of	
  the	
  Mul%-­‐Regional	
  Clinical	
  Trials,	
  the	
  
sponsor	
  must	
  submit	
  the	
  global	
  study	
  report,	
  the	
  sta%s%cal	
  analysis	
  
report,	
  the	
  databases,	
  and	
  relevant	
  suppor%ng	
  data,	
  as	
  well	
  as	
  the	
  
compara%ve	
  and	
  trending	
  analysis	
  of	
  the	
  data	
  from	
  Asian	
  and	
  Chinese	
  
subgroups	
  against	
  other	
  subgroups.	
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EU	
  requirement:	
  
	
  
•  CSR	
  synopsis	
  must	
  be	
  submiJed	
  to	
  EMA	
  and	
  each	
  

competent	
  authority	
  within	
  6	
  months	
  aeer	
  study	
  comple%on	
  
or	
  termina%on	
  (ie,	
  last	
  subject	
  last	
  visit)	
  

•  If	
  it	
  is	
  not	
  possible	
  to	
  submit	
  the	
  CSR	
  synopsis	
  within	
  6	
  
months,	
  a	
  scien%fic	
  jus%fica%on	
  and	
  the	
  study	
  results	
  need	
  
to	
  be	
  submiJed	
  to	
  the	
  EMA	
  and	
  each	
  competent	
  authority	
  
within	
  12	
  months	
  aeer	
  study	
  comple%on	
  or	
  termina%on	
  



Full	
  CSR	
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All	
   clinical	
   and	
   human	
   pharmacology	
   inves%ga%ons	
   that	
  
contribute	
   to	
   the	
   evalua%on	
   of	
   effec%veness	
   for	
   the	
   proposed	
  
indica%on,	
   or	
   that	
   otherwise	
   support	
   informa%on	
   included	
   in	
  
labeling	
  

•  Studies	
  providing	
  the	
  basis	
  for	
  
dose	
  recommenda%ons	
  	
  

•  (e.g.,	
  dose	
  comparison	
  studies)	
  
•  Controlled	
  studies	
  iden%fied	
  by	
  

the	
  applicant	
  as	
  contribu%ng	
  
directly	
  to	
  substan%al	
  evidence	
  
of	
  effec%veness.	
  

•  Controlled	
  studies	
  that	
  support	
  
an	
  intended	
  compara%ve	
  claim	
  

•  Controlled	
  studies	
  considered	
  
suppor%ve	
  of	
  effec%veness	
  (e.g.,	
  
studies	
  believed	
  to	
  show	
  a	
  
favorable	
  trend,	
  possible	
  effect	
  
in	
  a	
  subgroup)	
  

•  All	
  studies	
  from	
  limited	
  
development	
  programs	
  
(programs	
  with	
  <	
  6	
  clinical	
  trials)	
  

•  Any	
  study	
  included	
  in	
  a	
  
Paediatric	
  Inves%ga%on	
  Plan	
  
(PIP)	
  as	
  a	
  binding	
  measure	
  



Synopses	
  CSR	
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Studies	
   that	
   are	
   not	
   relevant	
   to	
   the	
   evalua%on	
   of	
   product	
  
effec%veness	
   or	
   clinical	
   pharmacology,	
   but	
   that	
   provide	
  
informa%on	
   the	
   reviewer	
   needs	
   to	
   evaluate	
   the	
   safety	
   data	
  
from	
  the	
  study	
  

•  Studies	
  of	
  unrelated	
  indica%ons	
  
•  Incomplete	
  	
  studies	
  or	
  

Discon%nued	
  studies	
  
•  Uncontrolled	
  studies	
  not	
  

specifically	
  iden%fied	
  as	
  needing	
  
abbreviated	
  or	
  

•  Full	
  study	
  reports	
  

•  Studies	
  evalua%ng	
  dosing	
  
regimens	
  not	
  intended	
  for	
  
marke%ng	
  

•  Early	
  general	
  phase-­‐1	
  safety-­‐
tolerance	
  studies	
  not	
  
suppor%ng	
  labeling	
  statements	
  

•  BA/BE	
  studies	
  not	
  assessing	
  
performance	
  of	
  material	
  used	
  
in	
  clinical	
  trials	
  rela%ve	
  to	
  
dosage	
  forms	
  intended	
  for	
  
marke%ng	
  

	
  



Abbreviated	
  CSR	
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Studies	
  that	
  are	
  not	
  intended	
  to	
  contribute	
  to	
  the	
  evalua%on	
  of	
  
product	
   effec%veness	
   or	
   provide	
   defini%ve	
   informa%on	
   on	
  
clinical	
   pharmacology,	
   but	
   about	
   which	
   the	
   reviewer	
   needs	
  
sufficient	
   informa%on	
   to	
   determine	
   that	
   the	
   study	
   results	
   do	
  
not,	
   in	
   fact,	
   cast	
   doubt	
   on	
   the	
   effec%veness	
   claims	
   or	
   the	
  
descrip%on	
  of	
  the	
  clinical	
  pharmacology.	
  
	
  

Abbreviated	
  reports	
  should	
  contain	
  all	
  the	
  safety	
  informa-on	
  included	
  in	
  a	
  full	
  report	
  

•  Studies	
  with	
  ac%ve	
  
controls	
  that	
  do	
  not	
  
provide	
  the	
  primary	
  or	
  
substan%a%ng	
  evidence	
  
of	
  effec%veness	
  

•  Studies	
  of	
  related	
  
indica%ons	
  for	
  which	
  
marke%ng	
  approval	
  is	
  not	
  
being	
  sought	
  

•  Studies	
  not	
  designed	
  as	
  
efficacy	
  studies	
  but	
  that	
  
provide	
  significant	
  safety	
  
informa%on	
  

•  Studies	
  of	
  doses	
  or	
  
dosage	
  forms	
  not	
  
intended	
  for	
  marke%ng	
  

•  Controlled	
  safety	
  studies	
  



CSR	
  Format	
  Decision	
  Tree	
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Study	
  Supports	
  Proposed	
  Labeling	
  	
  	
  

Most	
  Relevant	
  Trial	
  of	
  Group	
  (Clinical	
  Pharma)	
  

Adequate	
  and	
  Well	
  Controlled	
  Trial	
  of	
  Indica%on	
  (Efficacy	
  Trial)	
  
Full	
  study	
  
reports	
  
Full	
  CRTs	
  

Yes	
   No	
  

Yes	
  

Yes	
  

No	
  

Abbreviated	
  Report	
  or	
  Synopsis	
  

Efficacy	
  Study	
  Conducted	
  for	
  the	
  Proposed	
  Indica%on	
  or	
  Closely	
  
Related	
  	
  

Less	
  Relevant	
  Clin	
  Pham	
  Study	
  of	
  Dose,	
  Dosage	
  Form	
  

Abbreviate
d	
  Reports	
  

and	
  
Safety	
  
Datasets	
  

Synopses	
  
And	
  Safety	
  
Datasets	
  	
  

Or	
  

Or	
  
Yes	
  

No	
  

Yes	
  



Overall	
  Structure	
  of	
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1.  Title	
  page	
  
2.  Synopsis	
  
3.  Table	
  of	
  contents	
  for	
  the	
  clinical	
  study	
  report	
  
4.  List	
  of	
  abbrevia%ons	
  and	
  defini%on	
  of	
  terms	
  
5.  Ethics	
  
6.  Inves%gators	
  and	
  study	
  administra%ve	
  structure	
  
7.  Introduc%on	
  
8.  Study	
  objec%ves	
  
9.  Inves%ga%onal	
  plan	
  including	
  Sta%s%cal	
  Method	
  
10.  Study	
  pa%ents	
  
11.  Efficacy	
  evalua%on	
  
12.  Safety	
  evalua%on	
  
13.  Discussion	
  and	
  overall	
  conclusions	
  
14.  Tables,	
  Figures	
  and	
  Graphs	
  Referred	
  to	
  but	
  not	
  included	
  in	
  the	
  text	
  
15.  References	
  
16.  Appendices	
  



Recommended	
  sec)ons	
  for	
  abbreviated	
  study	
  
report	
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Sec%on	
  1	
  -­‐	
  Title	
  page	
  
Sec%on	
  2	
  -­‐	
  Synopsis	
  
Sec%on	
  3	
  -­‐	
  Table	
  of	
  contents	
  for	
  the	
  individual	
  clinical	
  study	
  report	
  
Sec%on	
  4	
  -­‐	
  List	
  of	
  abbrevia%ons	
  and	
  defini%ons	
  of	
  terms	
  
Sec%on	
  9.1	
  -­‐	
  Overall	
  study	
  and	
  design	
  and	
  plan:	
  descrip%on	
  
Sec%on	
  9.8	
  -­‐	
  Changes	
  in	
  the	
  conduct	
  of	
  the	
  study	
  or	
  planned	
  analyses	
  
Sec%on	
  10.1	
  -­‐	
  Disposi%on	
  of	
  pa%ents	
  
Sec%on	
  12	
  -­‐	
  Safety	
  evalua%on	
  
Sec%on	
  13	
  -­‐	
  Discussion	
  and	
  overall	
  conclusions	
  
Sec%on	
  14	
  -­‐	
  Tables,	
  figures	
  and	
  graphs	
  referred	
  to	
  but	
  not	
  included	
  in	
  the	
  text	
  
Sec%on	
  16.1.1	
  -­‐	
  Protocol	
  and	
  protocol	
  amendments	
  
Sec%on	
  16.1.2	
  -­‐	
  Sample	
  case	
  report	
  forms	
  (unique	
  pages	
  only)	
  
Sec%on	
  16.3.1	
  -­‐	
  Case	
  report	
  forms	
  for	
  deaths,	
  other	
  SAEs	
  and	
  withdrawals	
  for	
  AEs	
  
Sec%on	
  16.4	
  -­‐	
  Individual	
  pa%ent	
  data	
  lis%ngs	
  for	
  safety	
  data.	
  Individual	
  pa%ent	
  lis%ngs	
  of	
  
efficacy	
  data	
  are	
  not	
  necessary	
  



Appendices	
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APPENDIX	
   FULL	
  CSR	
   ABBREVIATED	
  
CSR	
   SYNOPSIS	
  CSR	
   SUPPLEMENTAL	
  

CSR	
  
SECTION	
  16.1.1	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  
Protocol	
  and	
  Amendments	
   X	
   X	
   X	
   X	
  

SECTION	
  16.1.2	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  
Sample	
  Case	
  Report	
  Form	
   X	
   X	
   ▬	
   ▬	
  

SECTION	
  16.1.3	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  
List	
  of	
  IECs	
  or	
  IRBs	
   X	
   ▬	
   ▬	
   ▬	
  

SECTION	
  16.1.4	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  
List	
  of	
  Inves%gators	
   X	
   ▬	
   ▬	
   ▬	
  

SECTION	
  16.1.5	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  
Signatures	
  of	
  Principal	
  or	
  Coordina%ng	
  
Inves%gator(s)	
  

X	
   X	
   X	
   X	
  

SECTION	
  16.1.6	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  
Drug	
  Manufacturing	
  Lot	
  Numbers	
   X	
   ▬	
   ▬	
   ▬	
  

SECTION	
  16.1.7	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  
Randomiza%on	
  Scheme	
  and	
  Codes…	
   X	
   ▬	
   ▬	
   ▬	
  

SECTION	
  16.1.9	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  
Documenta%on	
  of	
  Sta%s%cal	
  Methods	
   X	
   ▬	
   ▬	
   ▬	
  

	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  X	
  =	
  required;	
  ▬	
  =	
  op%onal;	
  Appendices	
  not	
  listed	
  above	
  are	
  also	
  op%onal	
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Schedule	
  Y:	
  Appendix	
  II	
  	
  
STRUCTURE,	
  CONTENTS	
  AND	
  FORMAT	
  FOR	
  CLINICAL	
  STUDY	
  REPORTS	
  	
  
	
  
1.  Title	
  Page	
  
2.  Study	
  Synopsis	
  (1	
  to	
  2	
  pages)	
  
3.  Statement	
  of	
  compliance	
  	
  -­‐	
  India-­‐	
  GCP	
  guidelines	
  issued	
  by	
  	
  Central	
  Drugs	
  Standard	
  Control	
  

Organiza%on	
  (CDSCO)	
  
4.	
  List	
  of	
  Abbrevia%ons	
  and	
  Defini%ons	
  	
  
5.	
  Table	
  of	
  contents	
  	
  
6.	
  Ethics	
  CommiJee	
  	
  
7.	
  Study	
  Team	
  	
  
8.	
  Introduc%on	
  	
  
9.	
  Study	
  Objec%ve	
  	
  
10.	
  Inves%ga%onal	
  Plan	
  	
  
11.	
  Trial	
  Subjects	
  	
  
12.	
  Efficacy	
  evalua%on	
  	
  
13.	
  Safety	
  Evalua%on	
  	
  
14.	
  Discussion	
  and	
  overall	
  Conclusion	
  	
  
15.	
  List	
  of	
  References	
  	
  



Schedule	
  Y	
  requirement	
  

Proprietary	
  and	
  Confiden)al	
  	
   22	
  

16.	
  Appendices	
  	
  
	
  
a)  Protocol	
  and	
  amendments	
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The	
  CSR	
  should	
  not	
  include:	
  	
  

• An	
  extensive	
  background	
  sec%on	
  
• A	
  complete	
  descrip%on	
  of	
  study	
  
design	
  and	
  conduct	
  

• Detailed	
  sta%s%cal	
  methods	
  

• Detailed	
  presenta%ons	
  of	
  all	
  
results	
  	
  	
  

Rather,	
  the	
  CSR	
  should	
  include:	
  

• Be	
  clear,	
  concise,	
  well	
  organized,	
  
and	
  easy-­‐to-­‐read	
  	
  

• Be	
  a	
  summary	
  of	
  key	
  results	
  

• Reference/link	
  sources	
  for	
  
important	
  details	
  

• Reference/link	
  detailed	
  analyses	
  
provided	
  in	
  Sec%ons	
  14	
  &	
  16	
  

This	
  approach	
  meets	
  regulatory	
  requirements.	
  



Summary 

Proprietary	
  and	
  Confiden)al	
  	
   24	
  

Clinical	
  studies	
  should	
  be	
  reported	
  to	
  the	
  applicable	
  
regulatory	
  authori%es	
  within	
  1	
  year	
  of	
  the	
  %me	
  point.	
  
	
  
The	
  CSR	
  should	
  be	
  wriJen	
  in	
  a	
  format	
  that	
  is	
  acceptable	
  to	
  	
  
all	
  regulatory	
  authori%es.	
  
	
  
A	
  report	
  should	
  be	
  complete,	
  free	
  from	
  ambiguity,	
  well	
  
organized	
  and	
  easy	
  to	
  review	
  	
  
	
  
Depending	
  on	
  study	
  types	
  and	
  regulatory	
  authority’s	
  
requirement,	
  different	
  formats	
  of	
  CSR	
  can	
  be	
  used	
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