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5 
6 This guidance represents the Food and Drug Administration's (FDA's) current thinking on this 
7 topic. It does not create or confer any rights for or on any person and does not 
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39 implemented these provi sions by issuing regulations relating to investi gational drugs, the 
40 Investigational New 0 rug (lND) regulations at 21 CFR Part 312, and inves tigational 
41 devices, the Investigational Device Ex emptions (IDE) regulations at 21 C FR Part 812. 
42 These regulations specify that data collection and maintenance are indispensable 
43 requirements when conducting a clinical investigation of an unapproved product. 
44 
45 For example, the IND regulations require investigators" ... to prepare and 
46 maintain adequate and accurate case histories that record all observations a nd other data 
47 pertinent to the investig ation on each individual ad ministered the investig ational drug or 
48 employed as a control in the investigation" (21 CFR 312.62(b)). Similarly, the IDE 
49 regulations require an investigator to maintain "Records of each subject's case history and 
50 a  IND I N D 2 D  2 1 i b h � - 0 . 6 9  7 2 0 d i v i d u a l  t o  
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70 FDA law and regulations require the collection an d maintenance 0 f complete 
71 clinical stud y data. This includes inform ation on subjects who withdraw from a clinical 
72 investigation, whethe r the subject decid es to discontinue participation in the clinical trial 
73 (21 CFR 50.25(a)(8)) or is discontinued by 
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90 
91 The validity of a clinical study would also be compromised by the exclusion of 
92 data collected du ring the study. There is long-standing concern with the removal of data, 
93 particularly when removal is non-random, a situation called "informative censoring." 
94 FDA has long advised "intent-to-treat" analyses (analyzing data related to all subjects the 
95 investigator intended to treat), and a variety of approaches for interpretation and 
96 imputation of missing data have been developed to maintain study validity.6 Complete 
97 removal of data, possibl y in a non-random or informative way, raises great concerns 
98 about the validity of the study. 
99 

100 There is particular concern with a study's reliability when subjects withdraw their 
101 data in a non-random way because they are unhappy with their experience, either because 
102 they failed to obtain a de sired effect or suffered an adverse event. Loss of these subjects' 
103 data could greatly distort effectiveness results and could hide im portant safety 
104 information (for example, toxicity) of a poorly tolerated treatment. Allowi ng subjects to 
105 withdraw data could eve n provide an opportunit y for unscrupulous pa rties to "improve" 
106 study results by selectively encouraging certain subjects to withdraw from a study. 
107 
108 The importance 0 f ensuri ng the sci entific validit y of clinical res earch ensuri
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145 • According to FDA 


