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deficiency (OTCD) testing 124-5 interventions 79, 113-14
see OTCD study analysis 124-7 patient motivations for
orphan drugs 104, 133, 140, correspondence of entering 80, 102
188-9 preclinical/clinical asking, for informed
OTC.01931 studies 126 consent 83
OTCD study 14, 31 credibility of data 126 for care 80
death of patient (Gelsinger) criticisms 111, 126-7 progressive/sequential
14, 31, 55, 62,163 critics vs researchers 111 orientation 94
lawsuit 32 external validity 126 purpose 5, 89-109
see also Gelsinger, Jesse preclinical studies 126 efficacy assessment 89
risk/safety assessment rescue strategy 111 phase 2 trial planning
acceptable risk, definition risks (administration/ 89-90, 94
for 42-5 agent) 124-5 social value see social
adenoviral vectors and support for 110 value; value, of phase 1
immune response 31-2, translational distance 124 trial
62 primate model 111, 126 toxicity assessment 89
deviance toleration, risk patents 123 recommendations for
normalization 41 patient advocates 44 assessment/disclosure of
financial conflict of interest ~ patients 18 benefit 82
35-6 medically stable, in OTCD as “research procedure” 79,
informed consent study 32-3 184
problems 36-7 motivation for trial see phase success rates for advancing to
medically stable volunteer 1 trials see also subject phase 2 96, 97
enrolled 32, 42 selection; see volunteers therapeutic expectations
nonlinear dose-toxicity pediatric trials 187 80-1,83
curves 31-2 peer review, of press releases belief statements 80
normalizing risk 41-2 170 dampening by researchers
personal ambition and PEG-ADA 132 81, 82
misconduct 34-5 Perin, Emerson 178, 180, 181, frequency statements 80,
protocol and dose-toxicity 184 81
curves 32 pharmaco-philanthropy moral significance 81
protocol violations 334 program 145-6 patient’s values/preferences
risk classification challenge ~ pharmacovigilance 66 affecting 81-2
39-41 Phase 0 studies 25 therapeutic justification 79
self-regulation lapse 38-9 phase 1 trials 3, 14, 79 ethical significance 80-1
system/regulatory failures cancer trials 18 by patients 80
37-8 care vs research demarcation therapeutic misconception
safety data integration across 79,81,184 reduction 81, 82
multiple trials after 62 definition, FDA 92 asking patients on
overselling, of technology 155, direct benefits, policy and 79 motivation 83
156 see also expectation see also direct benefits clinical benefits unlikely,
management of gene (clinical informing patients
transfer improvement) 82
oversight committees 42 heterogeneity of design 79 clinical vs surrogate
oversight/regulation 19, 21-2 inclusionism 72-3 benefits 83
see also regulations for initiation see initiation of practices interfering with
gene transfer human trials therapeutic objective 83
lag between drug licensing therapeutic objectives 77
Parkinson’s disease 53, 187 and 104 practices interfering 83
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details of limitations/
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primates, Parkinson’s disease
model 111, 126
private foundations 18
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Project Hope 146
“proof of principle” studies 118
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protocols for studies
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review 187
regulation/oversight 21
uncertainty reduction
recommendations 64-5
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(Gelsinger) 33-4
see also individual trials
psychological benefits, of early
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publication bias 123
publications, on gene transfer
14,16
lymphoproliferative disorder
60
nonpublication issues 77,123
organizational learning
reduction 64
rates for phase 1 studies 97
preclinical data 124
preclinical toxicological
studies 64
recommendations for
uncertainty reduction 67
publicity, for research 154

“quality of life” protocol 23

Raper, Steven 31, 32
“reciprocal value” 93
Recombinant Advisory
Committee (RAC) 18,
22,38
cystic fibrosis trial approval
(Crystal’s) 158
familial hypercholesterolemia
trial approval 157-8
first gene transfer trial
(Anderson) approval
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OTCD study 32, 37-8
risk classification, technical
terms 40
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uncertainty minimization 59
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dose 62-3 risk 111 innovation 127
reference, viral vectors 63 surrogate benefits of studies external validity and 120-1,
role in organizing uncertainty 82-3 125,126

61-3 internal validity and 119-20,
stringent value 58 targeted cancer therapy 182 125,126

modest see modest
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principle

principle 117-19, 122,127

for study design, need for 63 technological optimism, culture
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113 “technological sublime” 73
status quo bias 186 Terheggen, H.G. 8
stavudine 147 terminal illness, evidentiary purpose of concept 118
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gene transfer comparisons initiation 117 125
180-3 Texas Heart Institute 178, 181 translational model of value
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explicit description 98
flexible intervention 98
measurement of target

subject selection 181
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Stokes, Donald 95
Straus, Stephen 32
study design
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tissue accessibility, phase 1
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funding difficulties and 64 base 98
scientists involved 16 transgene 11, 54,112 stringency (risk/
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need for standards/ 128,184,186 laboratory 94
uniformity 63 AAV-GAD protocol 124-7 consent and 95
organizing uncertainty 61-3 appraisal of credibility of definition 93
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risk and uncertainty
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113-14 UK 22 implementation
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ethical limitations 102-3 uncertainty, and risk in cell risk estimation in clinical
high-pay-oft research transfer studies 180, 189 trials 55-7
excluded 101 uncertainty, and risk in gene strategic mobilization
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discoveries 101-2 117,178-80 stringent standard of value
physical limitations 102 agenda for 186 and 58
practical limitations 100-1 animal data and 56 “upper bound” estimate 56-7,
optimal vs obligatory 100 causes 179, 180, 184 58,113-14
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95 agents) 54, 179 17,31
stringent assessment of risk/ gene transfer agent mode familial hypercholesterolemia
benefit 95 of action 53 trial (Wilson’s) 157
translational oncology, immune-based toxicity OTCD study see OTCD
methodological rigor, 54-5 study
studies 120 long-term impacts 54 preclinical studies of Leber’s
translational research 24, 25 nonlinear dose-response congenital amaurosis
agenda setting 187 relationships 55 153
benefit/risk assessment of passive vs active University of Rochester 38
diseases 3 compositions 53 “upper bound” estimate 56-7,
considerations for applying/ species specificity 54 58,113-14
reviewing 106 as “companion to
criteria for initiation opportunity” 179 vaccine development 148
see initiation of human confidence included with vaccine manufacturers,
trials risk 56 discriminatory pricing
decline in trial volume 165, ethical frameworks 183-5 146
166 implications of increased vaccinia virus, as vector 12
difficulties 1-2 uncertainty 55 validity 5, 3,90
discontinuities with non- organizing 58-61, 67 hemophilia and gene transfer
clinical research 5 design features 61-3 3
ethical problems, gene “organizational learning” internal/external,
transfer model 4 61,62 translational distance
gene transfer as model 4-5 policies/practices to reduce see translational distance
humanitarian model of value 59-60 patient motivations for
applied to 105 shortcomings in 59 phase 1 trials, informed
justice/fairness see justice standards role 61-3 consent 80 see also value,
and translational trials see also OTCD study, of phase 1 trial
management refinements risk/safety assessment value, of phase 1 trial 5, 3, 90,
needed 42 of principles, risk justification 93,183
optimism bias affecting 123 57-8 definition and assessment
organizations 4 product formula and trial 90-1,91
outcomes 114 comparisons 56 ethics review bodies’ caution
pace 189 protective role of 186 over 106
practical significance of 105-6 recommendations for humanitarian model
results/performance and “taming” 64-7, see humanitarian model
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57
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compassion for 72, 83
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67 see also patients

The Washington Post, reports
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Wilson, James 1, 31, 32
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Worton, Ron 160
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regulation and 188
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