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AUTHORS Mhaskar, Rahul; Miladinovic, Branko; Gutterbock, Thomas; 
Djulbegovic, Benjamin 

 

VERSION 1 - REVIEW 

REVIEWER Steven Siu 
Department of Clinical Oncology  
Queen Mary Hospital  
Hong Kong SAR 

REVIEW RETURNED 01-Feb-2016 

 

GENERAL COMMENTS This is a very well written study. However, I have the impression that 
the study is designed to determine what kinds of studies are most 
likely approved by IRB instead of addressing the primary research 
question - when are clinical trials beneficial for both study patients 
and future patients? It is well known that researchers / physicians 
and patients can have very different views on "clinical benefit". It will 
be of value to know how views of IRB members are different from 
researchers / physicians and patients. However, the authors have 
tried to answer the research question set by viewpoints of IRB 
members only, while aspects such as viewpoints of patients and 
researchers / physicians are in fact also important.  
 
This is overall still a very valuable study. However, the authors may 
have to refine the research question and justify why the viewpoints 
of IRB members are used to determine "clinical benefit" - or, 
redefine the study questions as one that is trying to explore the 
viewpoints of IRB members.  

 

REVIEWER Rafael Dal-Ré 
Universidad Autónoma de Madrid, Spain 

REVIEW RETURNED 22-Feb-2016 

 

GENERAL COMMENTS In this study Mhaskar et al tried to identify study characteristics that 
may benefit both trial participants and future patients. Although the 
idea is appealing, the result is far from being appropriate since a 
number of flaws and questionable interpretations make this work of 
questionable usefulness.  
I should start by acknowledging that the methods used in this work 
are not very clear to me. I do believe that each IRB member 
answered 3 questions regarding a pair of vignettes where phase 1, 2 
, 3 or cohort study were described; but there was an additional 
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“randomly selected vignette” (line 36), that I do not understand what 
is about.  
The main flaws of this work are:  
Phase 1 trials (in health volunteers) have no beneficial effect on 
participants. That’s why they are paid.  
Phase 2a (proof of concept) and phase 2b (dose-ranging) are 
occasionally beneficial for participants, but most of them fail to show 
beneficial effects. In 2011-2012, 59% of new compounds failed in 
phase 2 due to lack of efficacy (Arrowsmith, Nat Rev Drug Discov 
2013)  
Phase 3 trials could benefit trial participants, but to be ethically 
acceptable must present clinical equipoise. Benefit to participants 
could happen even in placebo-controlled trials –since placebo effect 
is always present.  
All phases 1, 2 and 3 are, by definition, exploratory. Pragmatic trials, 
by definition, are phase 4 trials that try to minimally modify prescriber 
behavior (except randomization, of course).  
In a cohort study, by definition, participants are treated following the 
decision taken by themselves and their clinicians. So a beneficial 
effect to all participants is always expected , since all of them will be 
treated with interventions (medicines) that are prescribed following 
the summary of product characteristics approved by the regulatory 
agency.  
So the 4 scenarios are so different, that I cannot understand how the 
survey could actually be conducted: I would have expected that 
many IRB members would have raised the issues I have just 
mentioned. For instance, when dealing with a phase 1 trial, what is 
the aim of answering to variables 1 (competing interest) and 3 
(knowledge vs care) in Table 2? Or, in a cohort study, variables 1, 3, 
7 (uncertainty about treatment effects)?  
As far as “No requirement for discontinuing of standard therapy”, this 
can only happen in phase 3 “add-on” therapy trials. In phases 1 and 
2, participants are not in the standard therapy (not needed in healthy 
volunteers) or, in almost all cases, must discontinue the standard 
therapy. In a cohort study, participants are being treated with a 
medicine that has been approved by the regulatory agency.  
Uncertainty. I cannot understand how uncertainty levels are defined. 
My understanding is that if there is true clinical equipoise (as the 
example provided in eTable 1), the level of uncertainty for a phase 3 
trial is 100%. I could accept that uncertainty level in many phase 3 
trials is < 100%, if there are some experts could consider that X 
could be better than Y, but with no robust data supporting such 
believe (otherwise conducting the trial would be unethical). What I 
cannot understand, is why uncertainty level in a phase 2 trial could 
be 10% or 30%. And what about uncertainty levels of 1% and 5% in 
phase 1 trials? Acknowledging that I do not understand what a 1% of 
uncertainty level in a phase 1 trial is, it is ethically acceptable to 
conduct a trial with a 99% of certainty? Could we obtain info by other 
means rather than by a trial to fill that 1% gap?  
Finally (lines 46-54), authors end up stating that pragmatic trials are 
“the ethically and scientifically most robust research designs”…that 
“speed up discoveries”. Since this type of design can only be 
conducted following the regulatory agency approved summary of 
product characteristics, pragmatic trials are key to know which 
intervention is better (in terms of, for instance, efficacy, safety, or 
health economics), critical to policy makers and society as a whole, 
but their usefulness in “speeding up discoveries” is limited. 
Pragmatic trials usually need a lot of time to be conducted, logistics 
and the high number of participants usually required are key factors 
to be addressed from the very begining. 
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REVIEWER Kang Sim 
Institute of Mental Health, Singapore 

REVIEW RETURNED 17-Mar-2016 

 

GENERAL COMMENTS Reject 
This study seeks to examine the context in which a clinical trial is 
useful for both current and future subject. There are several 
concerns that need to be addressed.  
1. The team should also look into the facets of vulnerable 
populations and details of the informed consent form in approving a 
proposed study, 2 aspects that are glaringly missing in the eTable2. 
These are the factors that surface day in and out within any IRB 
dealing with human subject research.  
2.Pertaining to aim of study to identify situations when a clinical trial 
is useful for both current and future patient, the team should survey 
the thoughts of potential subjects which may provide meaningful 
layer of understanding about their willingness to participate and not 
restrict to IRB members.  
3.The paper mentioned the 2 aspects found in IRB as potentially 
being able to reduce therapeutic misconception in pragmatic trials. 
The team should elaborate more on how this is facilitated with 
regard to misperception about individualized care (both now and 
future), mis-estimation of risks and benefits as well as goals of any 
specific piece of research. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1 
 
Reviewer Name 
 
Steven Siu 
 
Institution and Country 
 
Department of Clinical Oncology 
Queen Mary Hospital 
Hong Kong SAR 
 
 Please state any competing interests or state ‘None declared’:  
None declared 
 
Please leave your comments for the authors below  
 
This is a very well written study.  However, I have the impression that the study is designed to 
determine what kinds of studies are most likely approved by IRB instead of addressing the primary 
research question - when are clinical trials beneficial for both study patients and future patients?  It is 
well known that researchers / physicians and patients can have very different views on "clinical 
benefit".  It will be of value to know how views of IRB members are different from researchers / 
physicians and patients.  However, the authors have tried to answer the research question set by 
viewpoints of IRB members only, while aspects such as viewpoints of patients and researchers / 
physicians are in fact also important. 
 
This is overall still a very valuable study.  However, the authors may have to refine the research 
question and justify why the viewpoints of IRB members are used to determine "clinical benefit" - or, 
redefine the study questions as one that is trying to explore the viewpoints of IRB members. 
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RM: IRB members review and approve the studies making them gatekeepers of majority of clinical 
research. Hence we were interested in exploring what factors in the design of the study might 
influence their approval of the trial.  Furthermore we investigated what factors IRB members deem 
important in a design for a trial that might be beneficial for both current (patients enrolled in the trial) 
and future (patients who will be beneficiaries of the findings from the trial) patients. 
The viewpoints of the IRB members may or may not differ from researchers/physicians. A separate 
study can be designed to assess these differences. However, the focus of our study was IRB 
members only.  
 
  
Reviewer: 2 
 
Reviewer Name 
 
Rafael Dal-Ré 
 
Institution and Country 
 
Universidad Autónoma de Madrid, Spain 
 
 Please state any competing interests or state ‘None declared’:  
None declared 
 
Please leave your comments for the authors below 
 
In this study Mhaskar et al tried to identify study characteristics that may benefit both trial participants 
and future patients. Although the idea is appealing, the result is far from being appropriate since a 
number of flaws and questionable interpretations make this work of questionable usefulness. 
I should start by acknowledging that the methods used in this work are not very clear to me. I do 
believe that each IRB member answered 3 questions regarding a pair of vignettes where phase 1, 2 , 
3 or cohort study were described; but there was an additional “randomly selected vignette” (line 36), 
that I do not understand what is about. 
 
RM: Each participant reviewed a total of 9 vignettes. That is, each participant reviewed four pairs of 
vignettes, with each pair representing one of the four types of clinical studies [phase I, phase II, 
randomized controlled trial (RCT), and a cohort study] and one vignette randomly selected 
representing one of the four study designs. 
We have now revised the language in the paper to state this more clearly. 
 
 
The main flaws of this work are: 
Phase 1 trials (in health volunteers) have no beneficial effect on participants. That’s why they are 
paid. 
Phase 2a (proof of concept) and phase 2b (dose-ranging) are occasionally beneficial for participants, 
but most of them fail to show beneficial effects. In 2011-2012, 59% of new compounds failed in phase 
2 due to lack of efficacy (Arrowsmith, Nat Rev Drug Discov 2013) Phase 3 trials could benefit trial 
participants, but to be ethically acceptable must present clinical equipoise. Benefit to participants 
could happen even in placebo-controlled trials –since placebo effect is always present.  
All phases 1, 2 and 3 are, by definition, exploratory. Pragmatic trials, by definition, are phase 4 trials 
that try to minimally modify prescriber behavior (except randomization, of course).  
In a cohort study, by definition, participants are treated following the decision taken by themselves 
and their clinicians. So a beneficial effect to all participants is always expected , since all of them will 
be treated with interventions (medicines) that are prescribed following the summary of product 
characteristics approved by the regulatory agency. 
So the 4 scenarios are so different, that I cannot understand how the survey could actually be 
conducted: I would have expected that many IRB members would have raised the issues I have just 
mentioned. For instance, when dealing with a phase 1 trial, what is the aim of answering to variables 
1 (competing interest) and 3 (knowledge vs care) in Table 2? Or, in a cohort study, variables 1, 3, 7 
(uncertainty about treatment effects)?  As far as “No requirement for discontinuing of standard 
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therapy”, this can only happen in phase 3 “add-on” therapy trials. In phases 1 and 2, participants are 
not in the standard therapy (not needed in healthy volunteers) or, in almost all cases, must 
discontinue the standard therapy. In a cohort study, participants are being treated with a medicine that 
has been approved by the regulatory agency.  
 
RM: IRB reviews all studies (phase I, II, III and IV and observational studies) regardless if it the 
participants are compensated or not. However, it is not comprehensively clear which of the factors 
within the study design including equipoise impacts their decisions to either approve a proposed 
study. Nonetheless, uncertainty and equipoise ha dominated the medical literature.  
We conducted a factorial vignette based cross-sectional survey over the web in which clinical 
uncertainties and other factors were incorporated into several hypothetical clinical research studies.  
We used a factorial design whereby seven aspects of each scenario were randomly varied in 15 
phrases (please see: eTable 1) to produce unique vignettes. Each study design vignette had specific 
language catering to that specific study design (e.g. Phase III RCT versus Cohort study). We pilot 
tested our vignettes (including language used for instructions) among IRB members before 
implementing the survey. 
Moreover, each vignette had the instructions clearly stated. It was stated that “In your review of this 
vignette, please assume that the design and methods of the study are scientifically sound and 
appropriate, even though they are not described in detail.  Do not focus on providing criticism of 
information that is lacking (i.e., sample size, inclusion criteria). (please see: eTable 1). 
 
We haven’t received any comments/concerns from our participants regarding issues mentioned by 
reviewer. 
 
 
Uncertainty. I cannot understand how uncertainty levels are defined. My understanding is that if there 
is true clinical equipoise (as the example provided in eTable 1), the level of uncertainty for a phase 3 
trial is 100%. I could accept that uncertainty level in many phase 3 trials is < 100%, if there are some 
experts could consider that X could be better than Y, but with no robust data supporting such believe 
(otherwise conducting the trial would be unethical). What I cannot understand, is why uncertainty level 
in a phase 2 trial could be 10% or 30%. And what about uncertainty levels of 1% and 5% in phase 1 
trials? Acknowledging that I do not understand what a 1% of uncertainty level in a phase 1 trial is, it is 
ethically acceptable to conduct a trial with a 99% of certainty? Could we obtain info by other means 
rather than by a trial to fill that 1% gap? 
 
RM: Unfortunately reviewer does not appear to understand that equipoise represents maximum 
uncertainty. Briefly this occurs when either or all parties involve d in trial design have maximum 
uncertainty or are equally divided (50:50) between treatment choices 

1-5
. 

 
The level uncertainty we chose for the Phase I and II studies was somewhat arbitrary but certainly 
reflects the historical success rates of treatments studied employing these study designs.  The table 
below from our published studies further outlines how we matched the level of uncertainty and 
respective study designs 

2-4
. 

 
The objective of our study was to identify clinical trial design components that promote reconciliation 
of the ethical interests of trial and future patients by using taxonomy of clinical uncertainties (depicted 
in table below) 

Taxonomy of Clinical Uncertainties 

Level of Uncertainty Study Design Matching a Given Uncertainty 

Level 

Clear-enough future (e.g. preliminary data 

show dramatic treatment effects; so called 

“penicillin” effect) 

Observational studies; single arm prospective 

studies with or without historical control can be 

used as reliable means to assess the effects of 

treatment(s) under consideration 

Uncertainty expressed at 2 levels (80 and 100%) 
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Alternate Futures (a few discrete alternatives 

whose outcomes cannot be reliably predicted; 

clinical equipoise exists)  

Randomized clinical trial as the best method to 

resolve this level of uncertainty. 

Uncertainty expressed as 6 probability levels 

ranging from 40% to 100%. 

 

A Range of Futures (a range of potential 

futures can be identified but no natural discrete 

scenarios has emerged) Many new drugs. Few 

data on safety and efficacy. 

Single arm or randomized Phase II trials to address 

this level of uncertainty. 

Uncertainty expressed at 2 levels (10 and 30%) 

True Ambiguity (complete ignorance)A new 

chemical moiety, a few data on safety and 

efficacy 

Further pre-clinical or phase I testing necessary to 

help shape our uncertainty in more solid direction 

Uncertainty expressed at 2 levels (1 and 5%) 

 
Finally (lines 46-54), authors end up stating that pragmatic trials are “the ethically and scientifically 
most robust research designs”…that “speed up discoveries”. Since this type of design can only be 
conducted following the regulatory agency approved summary of product characteristics, pragmatic 
trials are key to know which intervention is better (in terms of, for instance, efficacy, safety, or health 
economics), critical to policy makers and society as a whole, but their usefulness in “speeding up 
discoveries” is limited. Pragmatic trials usually need a lot of time to be conducted, logistics and the 
high number of participants usually required are key factors to be addressed from the very begining.  
 
RM: please see our response to reviewer 3 item 3 comments below. 
 
 
Reviewer: 3 
 
  
Kang Sim 
 
Institution and Country 
 
Institute of Mental Health, Singapore 
 
 Please state any competing interests or state ‘None declared’:  
nil 
 
Please leave your comments for the authors below Reject  
 
This study seeks to examine the context in which a clinical trial is useful for both current and future 
subject. There are several concerns that need to be addressed. 
1. The team should also look into the facets of vulnerable populations and details of the informed 
consent form   in approving a proposed study, 2 aspects that are glaringly missing in the eTable2. 
These are the factors that surface day in and out within any IRB dealing with human subject research. 
 
RM: This is a good suggestion and we agree with reviewer.  We are designing a separate study to 
address the vulnerable populations. In the current study the number of vignettes would have (due to 
the factorial design) become unmanageable. Hence we have focused on the studies designs in which 
majority of the population are recruited and studied. 
 
2.Pertaining to aim of study to identify situations when a clinical trial is useful for both current and 
future patient, the team should survey the thoughts of potential subjects which may provide 
meaningful layer of understanding about their willingness to participate and not restrict to IRB 
members. 
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RM: The objective of our study was to identify clinical trial design components that promote 
reconciliation of the ethical interests of trial and future patients by using taxonomy of clinical 
uncertainties. A clinical trial represents a mechanism for resolution of clinical uncertainties. IRB 
members approve/not approve clinical trials and hence serve as gate keepers of (approve research 
studies) research. Hence we enrolled IRB members in our study.  
Currently a separate study is being designed by our team to understand the “thoughts of potential 
subjects” as mentioned by the reviewer. 
 
3.The paper mentioned the 2 aspects found in IRB as potentially being able to reduce therapeutic 
misconception in pragmatic trials. The team should elaborate more on how this is facilitated with 
regard to misperception about individualized care (both now and future), mis-estimation of risks and 
benefits as well as goals of any specific piece of research. 
 
RM: It is well know that all trial designs have pros and cons. Similarly, pragmatic trials have some 

benefits and some cons as well. However, in the context of or study, our findings suggest that IRB 

members view the proposed studies to be beneficial for both current patients and future patients if 

studies do not require stopping the current treatment.  Pragmatic trials are designed to evaluate the 

effectiveness of interventions in real-life routine practice conditions and produce results that can be 

generalized and applied in routine practice settings. Accordingly we believe that our findings are in 

line with the overall core concept and design of pragmatic trials. Our ethical analysis supports the use 

of pragmatic trials as the mechanism to reconcile the differences between primary intentions of 

physicians (to make the best treatment available to their patients) and researchers (to test new 

treatments under ideal conditions to benefit future patients). This, we believe, will reduce ethical 

misgivings about trial enrollment potentially improving enrollment, a key pre-requisite to accelerate the 

discovery process and help improve patient outcomes. 

 

References: 

1. Djulbegovic B. Acknowledgment of uncertainty: a fundamental means to ensure scientific and 
ethical validity in clinical research. Current oncology reports 2001;3(5):389-95. 

2. Djulbegovic B. Articulating and responding to uncertainties in clinical research. The Journal of 
medicine and philosophy 2007;32(2):79-98. 

3. Djulbegovic B, Hozo, I., Greenland, S. Philosophy of medicine. North Holland: Elsevier, 2011. 
4. Djulbegovic B. Uncertainty and Equipoise: At Interplay Between Epistemology, Decision-Making 

and Ethics. The American journal of the medical sciences 2011;342(4):282-89. 
5. Peppercorn JM, Weeks JC, Cook EF, Joffe S. Comparison of outcomes in cancer patients treated 

within and outside clinical trials: conceptual framework and structured review. Lancet 
2004;363(9405):263-70. 

 

 

VERSION 2 – REVIEW 

REVIEWER Steven Siu 
Department of Clinical Oncology  
Queen Mary Hospital  
Hong Kong SAR 

REVIEW RETURNED 25-Apr-2016 

 

GENERAL COMMENTS I think there are still flaws in the study, but they have been 
adequately addressed by the authors. In order to answer the 
authors' research question, a more detailed study is in fact required. 
However, the current version of the paper is probably good enough 
to be published to arouse interests of readers and generate 
discussions. This also provides valuable information as basis of 
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future studies to further address the issue under study.  

 

REVIEWER Rafael Dal-Ré 
Universidad Autonoma de Madrid, Spain 

REVIEW RETURNED 25-Apr-2016 

 

GENERAL COMMENTS Mhaskar et al have submitted a revised version of their manuscript 
which, from my perspective has not been improved to an extent that 
could deserve publication. As I explain below, the study is flawed 
from its inception: its quality cannot be enhances unless it is 
conducted again.  
The main issue is how the study was conducted. The authors have 
not appropriately explained the flaws I mentioned in my previous 
revision. How can the same questions could be asked referring to 
studies with such differences in design (eg. Phase 1 trial vs cohort). 
Authors mentioned that they did not receive “any 
comments/concerns from our participants regarding issues 
mentioned by reviewer”. This could reflect that none of the 
participants actually fully understood the exercise (lack of expertise 
in methodology?) or that none of them was willing to raise any 
concern. But even if I am wrong what I would expect from the 
authors is an explanation to my concerns. For instance, and as I 
wrote in my previous review, when dealing with a phase 1 trial, what 
is the aim of asking about “knowledge vs care”? From my 
perspective, authors should explain in the manuscript all of this in 
detail, so readers could understand the reasons behind asking the 
questions included in Table 2 referring to studies with so different 
designs.  
Mhaskar did not read with sufficient attention my comment re 
equipoise. Of course I understand what equipoise means. In my 
previous review I stated: “My understanding is that if there is true 
clinical equipoise (as the example provided in eTable 1), the level of 
uncertainty for a phase 3 is 100%”. Mhaskar comment 
“Unfortunately reviewer does not appear to understand that 
equipoise represents maximum uncertainty” is completely 
erroneous.  
More important is that, from my perspective, the level of uncertainty 
cannot be arbitrarily chosen as authors have confessed. As they 
wrote in their response the level of uncertainty “was somewhat 
arbitrary but certainly reflects the historical success rates of 
treatment studied employing these study designs”. I do believe this 
is a critical error: one thing is that historically trials, once concluded, 
have shown a X% of uncertainty…but another very different thing is 
that when a given trial is being reviewed by an IRB the level of 
uncertainty must be 100%, since clinical equipoise must be present 
–otherwise the trial is not ethically acceptable. Again, I cannot 
understand how no participant raised this error to the authors. From 
my perspective this flaw makes Mhaskar et al’s study useless.  
Finally, authors did not address my concerns re pragmatic trials 
speeding up discoveries. Authors asked me to read their answer to 
reviewer 3 item 3, but unfortunately they did not address my specific 
points. I have to say that there is no need to conduct a survey with 
IRB members to acknowledge that trials not requiring stopping the 
current treatment are beneficial to both participants and future 
patients: since all participants will receive the current treatment, all 
should expect some benefit. 
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REVIEWER Kang Sim 
Institute of Mental Health  
Singapore 

REVIEW RETURNED 10-May-2016 

 

GENERAL COMMENTS The authors have responded to the comments adequately  

 

 

VERSION 2 – AUTHOR RESPONSE 

Reviewer #1 Comments: 
 
“Please leave your comments for the authors below Mhaskar et al have submitted a revised version of 
their manuscript which, from my perspective has not been improved to an extent that could deserve 
publication. As I explain below, the study is flawed from its inception: its quality cannot be enhances 
unless it is conducted again. 
The main issue is how the study was conducted. The authors have not appropriately explained the 
flaws I mentioned in my previous revision. How can the same questions could be asked referring to 
studies with such differences in design (eg. Phase 1 trial vs cohort). Authors mentioned that they did 
not receive “any comments/concerns from our participants regarding issues mentioned by reviewer”. 
This could reflect that none of the participants actually fully understood the exercise (lack of expertise 
in methodology?) or that none of them was willing to raise any concern. But even if I am wrong what I 
would expect from the authors is an explanation to my concerns. For instance, and as I wrote in my 
previous review, when dealing with a phase 1 trial, what is the aim of asking about “knowledge vs 
care”? From my perspective, authors should explain in the manuscript all of this in detail, so readers 
could understand the reasons behind asking the questions included in Table 2 referring to studies 
with so different designs.  
Mhaskar did not read with sufficient attention my comment re equipoise. Of course I understand what 
equipoise means. In my previous review I stated: “My understanding is that if there is true clinical 
equipoise (as the example provided in eTable 1), the level of uncertainty for a phase 3 is 100%”. 
Mhaskar comment “Unfortunately reviewer does not appear to understand that equipoise represents 
maximum uncertainty” is completely erroneous.  
More important is that, from my perspective, the level of uncertainty cannot be arbitrarily chosen as 
authors have confessed. As they wrote in their response the level of uncertainty “was somewhat 
arbitrary but certainly reflects the historical success rates of treatment studied employing these study 
designs”. I do believe this is a critical error: one thing is that historically trials, once concluded,  have 
shown a X% of uncertainty…but another very different thing is that when a given trial is being 
reviewed by an IRB the level of uncertainty must be 100%, since clinical equipoise must be present –
otherwise the trial is not ethically acceptable. Again, I cannot understand how no participant raised 
this error to the authors. From my perspective this flaw makes Mhaskar et al’s study useless. 
Finally, authors did not address my concerns re pragmatic trials speeding up discoveries. Authors 
asked me to read their answer to reviewer 3 item 3, but unfortunately they did not address my specific 
points. I have to say that there is no need to conduct a survey with IRB members to acknowledge that 
trials not requiring stopping the current treatment are beneficial to both participants and future 
patients: since all participants will receive the current treatment, all should expect some benefit. 
 
Response 
We respectfully disagree with Dr. Rafael Dal-Ré. The fundamental point that Dr. Rafael Dal-Ré may 
not completely appreciate is that the main purpose of clinical research is address clinical 
uncertainties. We 

1-10
  and others 

11-13
 have extensively written on the topic, and until now this point 

has been widely accepted by most clinical researchers and ethicists. In fact, the prestigious 
professional organizations such as the British General Medical Council states that physicians have a 
professional responsibility to help address uncertainties about the effects of health care 
interventions.

14
  

 
However, uncertainties, come in “grades and shades.” These can range from complete uncertainty to 
simply not having the factual confirmation for what is an otherwise sufficiently clear understanding of 
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what is going on. 
3
 Therefore, the first step in using (empirical) research to shape our responses to 

uncertainties is to acknowledge and articulate the existing uncertainties. Importantly, assessment of 
uncertainties can be qualitative and quantitative. The first and most important step in articulating 
uncertainties is roughly a semi-quantitative exercise. 
 
We can then arrange uncertainties according to their perceived magnitude and thus develop a 
taxonomy of (clinical) research uncertainties as previously published.

3,7
 This is what informed our 

design, and we could not disagree more with Dr. Rafael Dal-Ré criticism of the concepts that have 
been otherwise accepted by leading clinical researchers. 
 
Figure below shows a taxonomy, which served to operationalize our survey. 
 
Like any taxonomy, the one proposed is somewhat artificial and cannot be precisely quantified. Its 
main value is to express level of uncertainties in such a way that it can be tailored to specific 
clinical research designs. It serves as the construct according to which different types of studies are 
conducted (i.e., phase 1, phase 2, phase 3, observational studies). The reviewer requests certainty 
where none is possible to give- clinical research is not conducted according to demands for the 
absolute certainty. This is akin to saying that p value of 0.06 does not provide statistical evidence 
against null hypothesis while p of 0.05 does.     

 
According to the taxonomy, RCTs are best for resolving uncertainties when alternatives are clearly 
formulated and when there is no convincing evidence that one treatment is better than the other (i.e., 
when we are in equipoise). On the other hand, when the effects of interventions are convincingly clear 
from mechanistic and animal studies, observational studies may suffice for decision-making, 

15
 with 

weaker observational evidence required when stronger odds can be obtained from such studies
16

 . In 
the extreme, if a compound is found to kill laboratory rats at dosages comparable to proposed human 
treatments; we need not even a single case report to justify no further use of the compound. These 
strong theoretical considerations informed our study design, and as stated, served to operationalize 
our survey using judgments reflective of the taxonomy shown in Fig 1 (see eTable 2 for details how 
we operationalized uncertainties and other relevant factors). So, we cannot accept a notion that the 
rationale was “flawed”. 
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However, it is not known if these theoretical considerations indeed guide IRB members when they 
consider research study approval. In addition, as explained in the manuscript, beside uncertainties 
other scientific and ethical factors may influence the IRB members decision-making, and in, particular, 
related to benefit of current vs. future patients (the purpose of our paper). To date, there has not been 
empirical studies answering the question which of these factors drive trial approval most (see Table 
2). Because uncertainty has a central role related to trial design and conduct, it stands to reason that 
the various levels of uncertainties may differently interact with other factors that IRB members take 
into account. To decipher these interactions, we varied level of uncertainties (as well as other factors) 
within bounds of each study (see taxonomy figure) using the state of art factorial survey design (as 
explained each IRB member reviewed 9 different vignettes). We then asked each IRB member to 
indicate whether he/she will approve the study (for current and future patients) in each of these 
vignettes. We are surprised that the reviewer finds this confusing (“How can the same questions could 
be asked referring to studies with such differences in design?” and thinks that IRB members should 
have considered approached “flawed”).  
To further clarify our study design and specifically design of the vignettes we have added the following 
language to the methods section of our manuscript” We excluded the factors which were not relevant 
to a particular study design from vignettes for that specific study design. For example, phase 1 
vignette did not include language regarding scientific purpose factors (explanatory trials versus 
pragmatic trials).” 
We believe that this added language will satisfactorily address the reviewers concerns regarding” 
How can the same questions could be asked referring to studies with such differences in design (eg. 
Phase 1 trial vs cohort).” 
 
We also find this comment by Dr. Rafael Dal-Ré puzzling: …”very different thing is that when a given 
trial is being reviewed by an IRB the level of uncertainty must be 100%, since clinical equipoise must 
be present –otherwise the trial is not ethically acceptable.” This is simply empirically incorrect- we 
highly doubt that the reviewer can cite a single study where only studies with 100% uncertainties are 
approved.  
 
Importantly, we showed that decision to approve trial for future patients was affected by the following 
factors: uncertainty [OR=1.27 (1.18, 1.37)], continuation of standard treatment [OR=1.66 (1.07-2.56] 
and seriousness of condition [OR=1.78 (1.15-2.28)]; and for the current patients by uncertainty 
[OR=1.54 (1.4, 1.7)] and continuation of standard therapy  [2.17 (1.39-3.44)]. The fact that IRB 
members are more likely to approve trial both for current and future patients if the trial is designed in 
such a way that it allows continuation of standard therapy points to the use of pragmatic trials as a 
way  to improve the likelihood of reducing ethical and scientific misgivings about trial approval. 
Because explanatory trials do not typically allow continuation of standard therapy, we see nothing 
controversial with our conclusion about the role of pragmatic trials. Dr. Rafael Dal-Ré appears to 
believe that this is such an obvious finding that did not deserve studying it. We could not disagree 
more. The fact is that explanatory trials are done much more often than pragmatic trials, and our 
study has a potential to reverse this trend. 
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