
Community	
  Opinions	
  on	
  the	
  Collec1on	
  and	
  Use	
  of	
  Historical	
  Control	
  Data	
  in	
  
Nonclinical	
  Toxicity	
  Studies	
  

Access	
  and	
  use	
  of	
  historical	
  control	
  data	
  was	
   iden2fied	
  as	
  a	
   top	
  concern	
  of	
  stakeholders	
  across	
  organiza2ons	
  according	
  to	
  results	
  of	
  a	
  
survey	
  of	
  needs	
  and	
  challenges	
  related	
  to	
  nonclinical	
  data	
  conducted	
  by	
  the	
  FDA/PhUSE	
  Nonclinical	
  Working	
  Group	
  in	
  2011.	
  There	
  is	
  a	
  
percep2on	
  that	
  there	
  may	
  be	
  addi2onal	
  ways	
  to	
  capitalize	
  on	
  historical	
  control	
  data	
  to	
  enhance	
  studies	
  or	
  submissions	
  across	
  industry,	
  
academia,	
   and	
   government.	
   	
   During	
   the	
   working	
   sessions	
   of	
   the	
   FDA/PhUSE	
   Computa2onal	
   Sciences	
   Symposium	
   in	
   March	
   2012,	
   a	
  
Historical	
   Control	
   subgroup	
   of	
   the	
   FDA/PhUSE	
   Nonclinical	
   Working	
   Group	
   was	
   formed	
   to	
   inves2gate	
   how	
   the	
   industry	
   might	
   more	
  
effec2vely	
  harness	
  decades	
  of	
  data	
  from	
  untreated/vehicle	
  control	
  animals.	
  	
  	
  The	
  subgroup	
  includes	
  broad	
  representa2on	
  of	
  stakeholders	
  
with	
   interest	
   in	
  nonclinical	
  data.	
   	
  Our	
  poster	
  describes	
  our	
  progress	
  to	
  date	
  and	
   includes	
  results	
  of	
  a	
  second	
  survey	
  to	
  determine	
  how	
  
organiza2ons	
  use	
  and	
  would	
  like	
  to	
  use	
  historical	
  control	
  data.	
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Surveys	
  were	
  designed	
  by	
  the	
  working	
  group	
  in	
  collabora2on	
  with	
  Instem	
  and	
  distributed	
  via	
  email	
   	
  (unrestricted)	
  through	
  personal	
  and	
  
professional	
   networks,	
   including	
   mailing	
   lists	
   for	
   Instem,	
   STP,	
   relevant	
   subsec2ons	
   of	
   SOT,	
   the	
   Teratology	
   Society,	
   ACT,	
   and	
   the	
   IQ	
  
consor2um.	
  
1)  Background:	
  	
  Organiza2on	
  Name	
  &	
  Type	
  (CRO,	
  Pharma,	
  University,	
  Government,	
  etc.)	
  
2)  Background:	
   Respondent’s	
   Name,	
   Email,	
   primary	
   role,	
   and	
   on	
   whose	
   behalf	
   is	
   the	
   respondent	
   answering	
   the	
   survey	
   (self,	
  

department,	
  facility,	
  en2re	
  organiza2on)	
  
3)  Availability	
  of	
  historical	
  control	
  informa2on	
  to	
  the	
  respondent	
  (2	
  Ques2ons)	
  

•  Do	
  you	
  currently	
  use	
  historical	
  controls	
  for	
  the	
  following	
  types	
  of	
  data	
  in	
  your	
  organiza2on?	
  
•  Does	
  your	
  organiza2on	
  maintain	
  historical	
  control	
  data	
  for	
  other	
  data	
  types	
  not	
  listed	
  above?	
  

4)  Respondent’s	
  use	
  of	
  historical	
  control	
  data	
  (2	
  Ques2ons)	
  
•  For	
  a	
  variety	
  of	
  scien2fic	
  ac2vi2es,	
  agree	
  or	
  disagree	
  with	
  the	
  following:	
  “Having	
  historical	
  controls	
  data	
  is	
  or	
  would	
  be	
  useful	
  

for	
  me	
  for	
  the	
  following	
  ac2vi2es”	
  
•  If	
  applicable,	
  please	
  list	
  and	
  describe	
  any	
  other	
  uses	
  of	
  historical	
  control	
  data	
  that	
  are	
  not	
  listed	
  above.	
  

5)  What	
  limits	
  the	
  respondent’s	
  use	
  of	
  historical	
  control	
  data?	
  (responses	
  include	
  a	
  list	
  of	
  sugges2ons	
  and	
  “other”)	
  
6)  What	
  projects	
  involving	
  historical	
  control	
  data	
  do	
  you	
  think	
  would	
  be	
  a	
  useful	
  undertaking	
  for	
  the	
  nonclinical	
  community?	
  (responses	
  

include	
  four	
  suggested	
  projects	
  and	
  “other”)	
  
7)  General	
  informa2on	
  related	
  to	
  historical	
  control	
  data	
  (6	
  Ques2ons).	
  

•  What	
  methods	
  are	
  used	
  to	
  summarize/analyze	
  your	
  historical	
  control	
  data	
  (manual;	
  automated	
  –	
  vendor	
  system;	
  automated	
  –	
  
internal	
  system;	
  other)?	
  

•  Are	
  any	
  of	
  the	
  systems	
  that	
  you	
  use	
  to	
  summarize/analyze	
  historical	
  control	
  data	
  validated	
  for	
  GLP	
  compliance?	
  
•  What	
  percent	
  of	
  your	
  studies	
  use	
  tabulated	
  historical	
  control	
  data	
  for	
  interpreta2on	
  and/or	
  repor2ng?	
  
•  Would	
  your	
  organiza2on	
  be	
  willing	
  to	
  share	
  its	
  historical	
  control	
  data	
  with	
  other	
  organiza2ons?	
  
•  Would	
  your	
  organiza2on	
  like	
  to	
  increase	
  use	
  and	
  access	
  to	
  historical	
  control	
  data?	
  
•  Any	
  final	
  comments?	
  

q  352	
  respondents	
  completed	
  the	
  survey,	
  mostly	
  from	
  North	
  America	
  (73%).	
  They	
  were	
  from	
  
pharmaceu2cal	
  companies	
  (40%),	
  CROs	
  (31%),	
  consultancies	
  (13%),	
  government	
  (6%),	
  and	
  other	
  
(6%)	
  

q  70%	
  reported	
  answering	
  for	
  themselves	
  versus	
  35%	
  for	
  their	
  department/facility/organiza2on.	
  
q  Respondents	
  described	
  themselves	
  as	
  pathologists	
  (27%),	
  management	
  (16%),	
  consultants	
  

(11%),	
  study	
  directors	
  (10%),	
  study	
  monitors	
  (10%),	
  development	
  	
  team	
  member	
  s	
  (8%),	
  
reviewers	
  (3%),	
  researchers	
  (3%),	
  regulatory	
  affairs	
  (3%),	
  or	
  opera2ons	
  (3%).	
  

	
  

	
  

Survey	
  Ques1ons	
  

Introduc1on	
  

Survey	
  Respondents	
   Conclusions	
  
q The	
  nonclinical	
  community	
  is	
  interested	
  in	
  increasing	
  its	
  use	
  of	
  historical	
  control	
  data.	
  
q HC	
  data	
  for	
  clinical	
  	
  pathology	
  and	
  post-­‐mortem	
  findings	
  types	
  are	
  	
  perceived	
  as	
  more	
  valuable	
  than	
  
others.	
  
q Replacing	
  concurrent	
  controls	
  with	
  HC	
  data	
  was	
  not	
  widely	
  supported.	
  
q Many	
  factors	
  currently	
  limit	
  HC	
  data	
  use.	
  
q Relevant	
  stakeholders	
  	
  expressed	
  enthusiasm	
  for	
  most	
  of	
  the	
  suggested	
  projects. 

NOTE:	
  The	
  opinions	
  expressed	
  in	
  this	
  poster	
  are	
  those	
  of	
  the	
  authors	
  and	
  do	
  not	
  necessarily	
  represent	
  the	
  opinions	
  of	
  their	
  representa1ve	
  organiza1ons.	
  

Survey	
  Example	
  

Results	
  

209	
  

144	
  

69	
  

146	
  

138	
  

282	
  

163	
  

187	
  

241	
  

210	
  

269	
  

200	
  

189	
  

164	
  

139	
  

21	
  

37	
  

42	
  

34	
  

48	
  

9	
  

52	
  

24	
  

12	
  

23	
  

13	
  

41	
  

41	
  

53	
  

54	
  

81	
  

118	
  

146	
  

124	
  

103	
  

34	
  

74	
  

94	
  

60	
  

82	
  

30	
  

32	
  

45	
  

59	
  

94	
  

0%	
   10%	
   20%	
   30%	
   40%	
   50%	
   60%	
   70%	
   80%	
   90%	
   100%	
  

Body	
  Weights	
  

Food	
  Consump2on	
  

Water	
  Consump2on	
  

Clnical	
  Observa2ons	
  

Ocular	
  Examina2ons	
  

Lab	
  Results	
  

Physiology	
  

Mortality	
  

Organ	
  Weights	
  

Gross	
  Observa2ons	
  

Microscopic	
  

Fetal	
  Pathology	
  

Developmental	
  

Reproduc2ve	
  

Behavioral	
  Parameters	
  
Yes	
   I	
  don't	
  know	
   No	
  

109	
  

64	
  

35	
  

69	
  

82	
  

215	
  

107	
  

107	
  

147	
  

123	
  

210	
  

173	
  

140	
  

108	
  

88	
  

145	
  

141	
  

99	
  

146	
  

139	
  

78	
  

121	
  

115	
  

129	
  

127	
  

79	
  

63	
  

91	
  

111	
  

120	
  

9	
  

18	
  

49	
  

18	
  

28	
  

3	
  

33	
  

18	
  

4	
  

8	
  

6	
  

38	
  

37	
  

37	
  

36	
  

27	
  

54	
  

82	
  

48	
  

25	
  

3	
  

14	
  

46	
  

13	
  

29	
  

2	
  

5	
  

8	
  

16	
  

28	
  

4	
  

6	
  

9	
  

3	
  

2	
  

3	
  

1	
  

5	
  

2	
  

5	
  

0%	
   10%	
  20%	
  30%	
  40%	
  50%	
  60%	
  70%	
  80%	
  90%	
  100%	
  

Body	
  Weights	
  

Food	
  Consump2on	
  

Water	
  Consump2on	
  

Clinical	
  Observa2ons	
  

Ocular	
  Examina2ons	
  

Lab	
  Results	
  

Physiology	
  

Mortality	
  

Organ	
  Weights	
  

Gross	
  Observa2ons	
  

Microscopic	
  Observa2ons	
  

Fetal	
  Pathology	
  

Developmental	
  Parameters	
  

Func2onal	
  Reproduc2ve	
  Parameters	
  

Behavioral	
  Parameters	
  

Strongly	
  agree	
   Agree	
   Not	
  applicable	
   Disagree	
   Strongly	
  disagree	
  

148	
   133	
   136	
   119	
  

151	
   162	
   173	
  
155	
  

8	
   14	
   8	
  
23	
  

28	
   20	
   20	
   26	
  
10	
   7	
   1	
   7	
  

0%	
  

10%	
  

20%	
  

30%	
  

40%	
  

50%	
  

60%	
  

70%	
  

80%	
  

90%	
  

100%	
  

Crea2ng	
  a	
  database	
  of	
  
community	
  submimed	
  

control	
  data	
  

Crea2ng	
  a	
  
standardized	
  format	
  

for	
  subminng	
  relevant	
  
historical	
  control	
  data	
  
with	
  SEND	
  datasets	
  

Facilita2ng	
  ongoing	
  
efforts	
  for	
  industry-­‐
wide	
  controlled	
  
terminologies	
  

Crea2ng	
  a	
  SEND-­‐
compa2ble	
  format	
  for	
  
large	
  historical	
  control	
  

datasets	
  

Strongly	
  disagree	
   Disagree	
   Not	
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Do you currently use historical controls for the 
following types of data in your organization? 

Historical controls for the following types of data are 
useful [agree or disagree]: 
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Replace	
  concurrent	
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   Not	
  applicable	
   Disagree	
   Strongly	
  disagree	
  

Historical controls data is useful for these activities 
[agree or disagree]: 

What projects involving historical control data do you 
think would be a useful undertaking for the nonclinical 
community? 
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  not	
  limited	
  

Organiza2onal	
  policy	
  or	
  prac2ce	
  to	
  use	
  only	
  
concurrent	
  study	
  control	
  data	
  

Lack	
  of	
  consistent	
  format	
  

Insufficient	
  granularity	
  of	
  the	
  	
  descrip2ve	
  
metadata	
  to	
  make	
  relevant	
  comparisons	
  

Excessive	
  effort	
  is	
  required	
  to	
  isolate,	
  extract,	
  
and/or	
  maintain	
  data	
  across	
  studies	
  

Insufficient	
  volume	
  of	
  control	
  data	
  with	
  the	
  
same	
  descrip2ve	
  metadata	
  to	
  make	
  a	
  relevant	
  

comparisons	
  

Lack	
  of	
  consistent	
  terminology	
  

Excessive	
  effort	
  is	
  required	
  to	
  compile,	
  analyze,	
  
and/or	
  summarize	
  

Control	
  data	
  are	
  not	
  available	
  in	
  a	
  form	
  that	
  
facilitates	
  queries	
  

Other questions What limits your use of historical control data? 
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Are	
  any	
  of	
  the	
  system(s)	
  that	
  you	
  use	
  to	
  
summarize	
  /	
  analyze	
  historical	
  data	
  control	
  

validated	
  for	
  GLP	
  compliance?	
  

Would	
  your	
  organiza2on	
  be	
  willing	
  to	
  share	
  
its	
  historical	
  control	
  data	
  with	
  other	
  

organiza2ons?	
  

Would	
  your	
  organiza2on	
  like	
  to	
  increase	
  use	
  
and	
  access	
  to	
  historical	
  data?	
  

Yes	
   I	
  don't	
  know	
   No	
  


