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VERSION 1 - REVIEW 

REVIEWER Jean-Marc Idée 
Guerbet  
Research & Innovation Dpt. 

REVIEW RETURNED 05-Jan-2016 

 

GENERAL COMMENTS Manuscript BMJ Open 2015-010696  
An exploratory study to assess the association between health-
related quality of life and the recommended phase II dose in a phase 
I trial: idarubicin-loaded beads for chemoembolization of 
hepatocellular carcinoma  
This explorative approach is innovative and the Authors should be 
commended. I have no prohibitive comments regarding the 
publication of this manuscript in the BMJ. The selected methodology 
seems, in my view, valid. The follow-up of time to HRQoL score 
deterioration seems a clinically meaningful approach. I agree with 
Authors’ comment on the specific value of the QLQ-C30 
questionnaire in the specific context of a phase I trial.  
Patients’ health-related quality of life is becoming a popular topic in 
clinical pharmacology, notably in clinical oncology and this is, of 
course, a very good thing. I certainly agree with the reasoning of the 
Background section. I nevertheless would suggest fleshing out, in 
this section, the background on HRQoL in the context of TACE, a 
palliative treatment for primary hepatic malignancies. Indeed, 
HRQoL assessment is critical when the likelihood of a cure is low as 
in advanced hepatocellular carcinoma. Why did the Authors use 
NCI-CTCAE version 3.0 (2006) instead of v. 4?  
Minor comments: Reference 13 (IDASPHERE phase I trial) should 
be checked and completed (Aliment Pharmacol Ther 2014; 39: 
1301-1313). In general, references should be checked. Typo page 
15, line 39 “a the patient…”. Page 22, line 22: delete “molecular”. 
Please mention that patients filled the questionnaire fully and without 
assistance, and were given adequate time to complete this task. 
Why systematically adding a “-“ before “mg”? 
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REVIEWER Roman Kloeckner 
University Medical Centre of the Johannes Gutenberg-University 
Mainz, Germany 

REVIEW RETURNED 16-Feb-2016 

 

GENERAL COMMENTS The authors present a very interesting study investigating the impact 
of the idarubicin dose administered during TACE on QOL. As 
idarubicin seems to be a promising drug for TACE treatment the 
study is clinically relevant.  
 
- Informed Consent: Ok (obtained from each patient)  
- Ethical Committee: Ok  
 
Abstract:  
- Please consider mentioning the difference of TTD according to the 
5, 10, and 15mg groups in the conclusion section.  
 
Introduction:  
- Ok  
 
M&M:  
- Overall, the methods applied seem to be sound. But the number of 
patients included seems to be rather small. Was there a power 
calculation done before?  
 
Results:  
- Overall, there doesn´t seem to be a correlation between dose and 
many of the parameters investigated. E.g. you write that 10/20 
patients showed deterioration of the physical functioning: “5 patients 
at 5 mg idarubicin dose level, 1 patient at 10 mg and 4 patients at 15 
mg with a median TTD of 42 days [21-NA], not available [23-NA] and 
61 days [14-NA] respectively.” How do you explain that?  
- The whole paragraph “longitudinal analysis” is hard to understand. 
Please refer to the diagrams/figures to enhance readability.  
 
Discussion:  
- Some important points are discussed; especially the low patient 
number is included. Although it is mentioned, the fact that most of 
the parameters are not properly correlating with the idarubicin dose 
should be closer elucidated.  
 
Conclusions:  
Sound  
 
Language:  
Unfortunately, the manuscripts´ language is not optimal. The 
readability is not good and there are several grammar mistakes.  
Some examples:  
- p 2, line 14-18: “This is a phase I dose-escalation trial of 
transarterial chemoembolization (TACE) with idarubicin-loaded 
beads was performed in cirrhotic patients with hepatocellular  
Carcinoma” --- This sentence is incomplete  
- p 2, line 18: “Patients had to fulfill the EORTC” --- as “fulfill” has a 
different meaning please consider: “to complete” or “to fill in”.  
- p 3, line 31-32: Statement not comprehensible. Please rephrase.  
- p 5, line 56: “…study has been extensively…” --- please correct: 
have been…  
Overall, I suggest sending the manuscript to a professional 
copyediting service.  
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REVIEWER Anne Eaton 
Memorial Sloan Kettering Cancer Center, NY, USA 

REVIEW RETURNED 12-Mar-2016 

 

GENERAL COMMENTS The main weakness of this study is the small sample size which 
leads all estimates to be very imprecise and causes almost every 
HR estimate to cross 1. The authors acknowledge this. In addition, 
it's not completely clear what the authors believe TTD represents, 
how important they believe it is, whether they think future designs 
should optimize TTD instead of finding the highest dose with 
acceptable toxicity and in which situations they think TTD is most 
relevant. I would like them to talk about whether TTD is appropriate 
under the assumption of a monotone increasing dose-efficacy 
relationship. Also, does using TTD mean that you are prioritizing 
finding the dose with the best QOL in the first 60 days over finding 
the highest tolerable dose, which COULD cure the patient? If a 
patient could potentially be cured, I think they would tolerate a 
decrease of more than 5 points in HRQOL (as long as it was 
reversible). If TTD is driven by a combination of efficacy and toxicity, 
what is the justification that the definition used here is the "optimal" 
balance between the two?  
 
In this study the TTD approach confirmed that the MTD (a middle 
dose) had the longest TTD, presumably because the lowest dose 
was less efficacious and the highest was too toxic. What if the 
lowest or highest dose had the longest TTD, or a dose that was not 
the MTD? I think the TTD approach works only under the 
assumption that TTD increases (as efficacy increases), then 
decreases (as toxicity increases), so if the lowest dose had the 
longest TTD, we would conclude the TTD approach wasn't valid and 
revert to the MTD. A weakness of this approach is that it may not 
find the most efficacious dose, and different patients may be willing 
to tolerate different severity of side effects in order to be treated with 
a more efficacious dose. I like the idea of using patient reported 
measures to look at tolerability and I think this approach needs to be 
refined more and may not belong in the Phase I setting.  
 
Since the last assessment on HRQOL was at 60 days, you should 
censor the KM curves at 60 days.  
 
More detail about the expected toxicity profile of the agent should be 
included - is it expected to cause late toxicity? Is there any data 
available about when toxicity may be expected to occur? Is 60 days 
long enough to capture late or chronic toxicities?  
 
The fact that the population is heterogeneous should also be 
mentioned as a limitation - the small sample size does not allow you 
to adjust for differences between the dose level groups.  
 
Pages 5 and 7 says that the MTD is the dose at which less than 
20% of patients have DLT. I think you meant to say that MTD is the 
dose where the DLT rate was closest to 20%, since this was a CRM 
trial and since that is what you say elsewhere.  
 
Patients were supposed to complete the C30 at 15, 30 and 60 days 
after TACE. Please describe the range of when it was actually 
completed e.g. the 15 day assessment may have been completed 
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12-18 days after TACE.  
 
Was DLT treated as time-dependent covariate? Since it would not 
be known at baseline, it can't be treated as a binary baseline 
covariate. Also, when you say that "time to grade 3/4 tox" was 
included as a time dependent covariate, do you mean that it was 
included as a binary, time dependent covariate (i.e. zero until they 
have a grade 3/4 tox, then 1)? The wording is a little confusing and 
in some places makes it sound like the number of days from TACE 
to grade 3/4 tox may have been entered directly into the model as a 
baseline covariate.  
 
The wording in the discussion and conclusions is too strong, for 
example, "patients at 10 mg presented a longer TTD than 5mg" and 
that 10mg presented a "better HRQOL profile." They should note 
that the difference was not significant.  
 
In table 2, when a patient with no followup score is counted as an 
event, is the time of the event equal to the date they should have 
had a followup assessment, but didn't have one? Or some other 
date? Also, using dose 10mg as the reference level may make this 
table more interpretable.  
 
On page 27, what does mlTT1 stand for?  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

Reviewer Name: Jean-Marc Idée  

Institution and Country: Guerbet Research & Innovation Dpt., France  

Competing Interests: None declared  

 

Manuscript BMJ Open 2015-010696  

An exploratory study to assess the association between health-related quality of life and the 

recommended phase II dose in a phase I trial: idarubicin-loaded beads for chemoembolization of 

hepatocellular carcinoma  

This explorative approach is innovative and the Authors should be commended. I have no prohibitive 

comments regarding the publication of this manuscript in the BMJ. The selected methodology seems, 

in my view, valid. The follow-up of time to HRQoL score deterioration seems a clinically meaningful 

approach. I agree with Authors’ comment on the specific value of the QLQ-C30 questionnaire in the 

specific context of a phase I trial.  

Patients’ health-related quality of life is becoming a popular topic in clinical pharmacology, notably in 

clinical oncology and this is, of course, a very good thing. I certainly agree with the reasoning of the 

Background section. I nevertheless would suggest fleshing out, in this section, the background on 

HRQoL in the context of TACE, a palliative treatment for primary hepatic malignancies. Indeed, 

HRQoL assessment is critical when the likelihood of a cure is low as in advanced hepatocellular 

carcinoma.  

Thank you for your comments. We have modified the introduction in focus more on HCC patients as 

well on TACE.  

The introduction has been thoroughly rewritten to take your comments into account. Because of the 

length of the introduction, we have not re-copied the whole text here.  

 

Why did the Authors use NCI-CTCAE version 3.0 (2006) instead of v. 4?  

It is true that the NCI-CTCAE version 3 was used, even though version 4 exists since 2009. However, 

this study was designed in the period 2008-2009, and at that time, version 4 was not yet available. 

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2015-010696 on 24 June 2016. D

ow
nloaded from

 

http://bmjopen.bmj.com/


Moreover, it was not yet widely disseminated among all cancer treatment centres in France.  

 

Minor comments: Reference 13 (IDASPHERE phase I trial) should be checked and completed 

(Aliment PharmacolTher 2014; 39: 1301-1313). In general, references should be checked.  

Thank you for this comment, all references, and reference 13 in particular, have been carefully 

checked.  

Typo page 15, line 39 “a the patient…”.Page 22, line 22: delete “molecular”.  

Thank you for pointing out this error. This has been corrected.  

Please mention that patients filled the questionnaire fully and without assistance, and were given 

adequate time to complete this task.  

As suggested, we have added a sentence on this point in the method section as follows:  

“Patients completed the questionnaire fully and without assistance, and were given adequate time to 

complete this task”.  

 

Why systematically adding a “-“ before “mg”?  

Sorry for these mistakes, we have deleted all the “-“ before mg.  

 

   

Reviewer: 2  

Reviewer Name: Roman Kloeckner  

Institution and Country: University Medical Centre of the Johannes Gutenberg-University Mainz, 

Germany  

Competing Interests: None declared  

 

The authors present a very interesting study investigating the impact of the idarubicin dose 

administered during TACE on QOL. As idarubicin seems to be a promising drug for TACE treatment 

the study is clinically relevant.  

 

- Informed Consent: Ok (obtained from each patient)  

- Ethical Committee: Ok  

 

Abstract:  

- Please consider mentioning the difference of TTD according to the 5, 10, and 15mg groups in the 

conclusion section.  

Thank you for this comment. We have added the difference in TTD for GHS dimension as follows:  

“These HRQoL results were consistent with the estimated MTD, with a median TTD for Global Health 

Status of 41 days [21-NA] at 5 mg, 23 days [20-NA] at 10 mg and 25 days [17-NA] at 15 mg.”  

 

Introduction:  

- Ok  

 

M&M:  

- Overall, the methods applied seem to be sound. But the number of patients included seems to be 

rather small. Was there a power calculation done before?  

No, there was no specific sample size calculation, since this study was performed for exploratory 

purposes and as a secondary endpoint of a phase I trial. It should also be noted that the low number 

of patients concerned all the endpoints. This is the reason why the p-values are not provided, merely 

the HR, to have an estimation of the treatment impact.  

This point is underlined in the discussion section as follows:  

“The main limitation of this study is the limited number of patients included, inherent to the study 

design (phase I clinical trial), and consequently, poor precision in the estimations. However, this 

limitation also concerns the other endpoints, including the occurrence of toxicities.”  
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Results:  

- Overall, there doesn´t seem to be a correlation between dose and many of the parameters 

investigated. E.g. you write that 10/20 patients showed deterioration of the physical functioning: “5 

patients at 5 mg idarubicin dose level, 1 patient at 10 mg and 4 patients at 15 mg with a median TTD 

of 42 days [21-NA], not available [23-NA] and 61 days [14-NA] respectively.” How do you explain 

that?  

The reviewer raises a valid point. We have now deleted the number of events per arm, since we 

would like to focus more on the trend for TTD rather than on the number of events specifically, due to 

the low number of patients included and the low number of events. We are more interested in the 

trend in TTD than in the number of events observed.  

 

- The whole paragraph “longitudinal analysis” is hard to understand. Please refer to the 

diagrams/figures to enhance readability.  

Thank you for this comment, which is particularly important for the readability of our article. We have 

clarified the results by systematically referring to the corresponding table at the end of each 

paragraph. The figures were already cited. Moreover, to make it easier to understand this paragraph 

and to make it simpler, we have deleted the number of events per arm, since these numbers were 

already given in the corresponding tables. In addition, as mentioned above, we are more interested in 

the trend in TTD than in the number of events observed, due to the low number of patients included 

and events observed.  

 

Discussion:  

- Some important points are discussed; especially the low patient number is included. Although it is 

mentioned, the fact that most of the parameters are not properly correlating with the idarubicin dose 

should be closer elucidated.  

Thank you for this comment. It is true that we mainly focus on the low number of patients. However, 

some trends for median TTD are observed, mainly in favour of 10 mg. This lack of correlation 

between idarubicin dose and HRQoL parameters could also be due to the low number of 

measurement times (only four measurement times). In future phase I clinical trials, more 

measurement times for HRQoL should be added in order to capture the longitudinal trend for HRQoL 

more accurately. We have added a short discussion of this point in the discussion section as follows:  

“Another limitation is the limited number of measurement times (only four measures), which could also 

explain the low number of events observed for TTD, and the unavailability of median TTD. In future 

phase I clinical trials, more measurement times should be added in order to better capture longitudinal 

trends in HRQoL.”  

 

 

Conclusions:  

Sound  

 

Language:  

Unfortunately, the manuscripts´ language is not optimal. The readability is not good and there are 

several grammar mistakes.  

Some examples:  

- p 2, line 14-18: “This is a phase I dose-escalation trial of transarterial chemoembolization (TACE) 

with idarubicin-loaded beads was performed in cirrhotic patients with hepatocellular  

Carcinoma” --- This sentence is incomplete  

- p 2, line 18: “Patients had to fulfill the EORTC” --- as “fulfill” has a different meaning please consider: 

“to complete” or “to fill in”.  

- p 3, line 31-32: Statement not comprehensible. Please rephrase.  

- p 5, line 56: “…study has been extensively…” --- please correct: have been…  
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Overall, I suggest sending the manuscript to a professional copyediting service.  

Thank you for pointing out these mistakes. The manuscript has been corrected by a native English-

speaking medical writer with a Masters degree in statistics. We believe that this has enhanced the 

readability, and hope that the quality of the English will now be considered acceptable.  

 

Reviewer: 3  

Reviewer Name: Anne Eaton  

Institution and Country: Memorial Sloan Kettering Cancer Center, NY, USA  

Competing Interests: None declared  

 

The main weakness of this study is the small sample size which leads all estimates to be very 

imprecise and causes almost every HR estimate to cross 1. The authors acknowledge this. In 

addition, it's not completely clear what the authors believe TTD represents, how important they 

believe it is, whether they think future designs should optimize TTD instead of finding the highest dose 

with acceptable toxicity and in which situations they think TTD is most relevant. I would like them to 

talk about whether TTD is appropriate under the assumption of a monotone increasing dose-efficacy 

relationship. Also, does using TTD mean that you are prioritizing finding the dose with the best QOL in 

the first 60 days over finding the highest tolerable dose, which COULD cure the patient? If a patient 

could potentially be cured, I think they would tolerate a decrease of more than 5 points in HRQOL (as 

long as it was reversible). If TTD is driven by a combination of efficacy and toxicity, what is the 

justification that the definition used here is the "optimal" balance between the two?  

Thank you for your pertinent comments. Our objective was not to advocate optimization of TTD for 

future phase I clinical trials, instead of finding the highest dose with acceptable toxicity. We also did 

not aim to prioritize finding the dose with the best QOL in the first 60 days over finding the highest 

tolerable dose that could cure the patient. Our objective was just to complete analysis of the dose-

finding study with HRQoL analysis, and to see whether the analysis of HRQoL could help to confirm 

the recommended phase 2 dose, or rather, capture some unlisted effects. Of course, if a patient could 

potentially be cured, we agree with the reviewer that they would undoubtedly tolerate a (reversible) 

decrease of more than 5 points in HRQOL. We have clarified this point in the discussion section.  

It is true that the TTD approach may be appropriate under the assumption of a monotone increasing 

dose-efficacy relationship, and this is the assumption behind the main statistical models used for 

longitudinal HRQoL analysis. We have added a few lines of discussion on this point.  

Regarding the composite definition of TTD integrating toxicity, effectively the optimal balance between 

the two components must be respected. We have added a few lines of discussion on this point.  

Several changes have been made in the discussion section to take account of these comments, as 

follows:  

“In the TTD approach used to analyse longitudinal HRQoL, the middle dose presented the longest 

TTD for most of the definitions of deterioration investigated. This method may be appropriate under 

the assumption of a monotone increasing dose-efficacy relationship, and indeed, this is the 

assumption behind the main statistical models for longitudinal HRQoL analysis. It is expected that the 

TTD increases as efficacy increases, and then decreases as toxicity increases. Since we are looking 

for a balance between toxicity/efficacy, TTD can be a useful way to capture this balance.”  

“Of course, the objective of future phase I clinical trials should not be to optimize TTD instead of 

finding the highest dose with acceptable toxicity. Rather, the aim should be to complement classical 

dose-finding analysis with additional HRQoL analysis, in order to determine whether the analysis of 

HRQoL can help to confirm the RP2D, or capture potentially unlisted effects.”  

“Several definitions of TTD were explored, of which some included toxicity as an event, and some did 

not. For the composite definition, the treatment effect should be the same on each component in 

order to be valid (deterioration of HRQoL and toxicity).”  

 

In this study the TTD approach confirmed that the MTD (a middle dose) had the longest TTD, 

presumably because the lowest dose was less efficacious and the highest was too toxic. What if the 
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lowest or highest dose had the longest TTD, or a dose that was not the MTD? I think the TTD 

approach works only under the assumption that TTD increases (as efficacy increases), then 

decreases (as toxicity increases), so if the lowest dose had the longest TTD, we would conclude the 

TTD approach wasn't valid and revert to the MTD.  

Thank you for this interesting comment, with which we fully agree. However, we are only looking for 

the balance between toxicity and efficacy; and TTD can be a way to capture this balance. We have 

added some discussion of this point as follows:  

“It is expected that the TTD increases as efficacy increases, and then decreases as toxicity increases. 

Since we are looking for a balance between toxicity/efficacy, TTD can be a useful way to capture this 

balance.”  

 

A weakness of this approach is that it may not find the most efficacious dose, and different patients 

may be willing to tolerate different severity of side effects in order to be treated with a more efficacious 

dose. I like the idea of using patient reported measures to look at tolerability and I think this approach 

needs to be refined more and may not belong in the Phase I setting.  

Again, we agree with the reviewer - it is true that this study was a first approach to see whether 

HRQoL could be useful in phase I clinical trials, but research and reflection about the assessment of 

HRQoL or other patient-reported outcomes in phase I clinical trials needs to be refined. We have 

added a discussion of this point as follows:  

“This study represents a first approach to exploring the added value of HRQoL in phase I clinical 

trials, but research and reflection about the assessment of HRQoL or other patient-reported outcomes 

in phase I clinical trials needs to be refined.”  

 

Since the last assessment on HRQOL was at 60 days, you should censor the KM curves at 60 days.  

Thank you for this comment. It is true that it was planned that HRQoL would be assessed until 30 

days. However, since there is variability in the measurement times observed, we performed analysis 

using a modified intent to treat (mITT) approach, and we therefore chose to keep all the information 

collected.  

 

More detail about the expected toxicity profile of the agent should be included – is it expected to 

cause late toxicity? Is there any data available about when toxicity may be expected to occur? Is 60 

days long enough to capture late or chronic toxicities?  

Indeed, the reviewer is raises a valid point. A period of 60 days is reportedly sufficient to detect 

toxicities, since, according to previous publications in this field, the main adverse events occur within 

15 days following TACE (cf article Doffoël M, Bonnetain F, Bouché O, et al. Multicentre randomised 

phase III trial comparing Tamoxifen alone or with Transarterial Lipiodol Chemoembolisation for 

unresectable hepatocellular carcinoma in cirrhotic patients (Fédération Francophone de Cancérologie 

Digestive 9402). European journal of cancer 2008;44(4):528-38.). Moreover, the prognosis of these 

patients is poor and main toxicities are severe.  

 

 

The fact that the population is heterogeneous should also be mentioned as a limitation - the small 

sample size does not allow you to adjust for differences between the dose level groups.  

Thank you for this comment. It is true that the population is a little heterogeneous, but due to the 

limited sample size, we could not perform multivariate analysis or subgroup analysis.  

 

Pages 5 and 7 says that the MTD is the dose at which less than 20% of patients have DLT. I think you 

meant to say that MTD is the dose where the DLT rate was closest to 20%, since this was a CRM trial 

and since that is what you say elsewhere.  

The reviewer is correct; thank you for pointing this out. We have corrected this point.  

 

Patients were supposed to complete the C30 at 15, 30 and 60 days after TACE. Please describe the 
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range of when it was actually completed e.g. the 15 day assessment may have been completed 12-18 

days after TACE.  

Thank you for this comment. The observed median time and range for each follow-up measure were 

as follows:  

• Day 15 (observed median time=19 days (range 14-23))  

• Day 30 (observed median time= 35 (range 29-43))  

• Day 60 (observed median time= 70 (range 64-92))  

We have added this information in the results section, and we also added some discussion about the 

times observed for follow-up time points, as follows:  

“Twenty patients (95%) completed the baseline HRQoL questionnaire; 18 patients (86%) at day 15 

(median 19 days (range 14-23)); 21 patients (100%) at day 30 (median 35 days (range 29-43)) and 17 

patients (81%) at day 60 (median 70 days (range 64-92)) after TACE.”  

“Variability in the measurement time was also observed, due to logistical constraints in some hospitals 

in performing TACE.”  

 

Was DLT treated as time-dependent covariate? Since it would not be known at baseline, it can't be 

treated as a binary baseline covariate. Also, when you say that "time to grade 3/4 tox" was included 

as a time dependent covariate, do you mean that it was included as a binary, time dependent 

covariate (i.e. zero until they have a grade 3/4 tox, then 1)? The wording is a little confusing and in 

some places makes it sound like the number of days from TACE to grade 3/4 tox may have been 

entered directly into the model as a baseline covariate.  

Thank you for this pertinent comment. DLT was not considered as a time-dependent variable, 

because with only three observed events, the model could not be built. The time to toxicity was 

considered as a time dependent variable. By definition, it was equal to 0 at baseline and then equal to 

1 at the time of the event.  

 

The wording in the discussion and conclusions is too strong, for example, "patients at 10 mg 

presented a longer TTD than 5mg" and that 10mg presented a "better HRQOL profile." They should 

note that the difference was not significant.  

Thank you for this suggestion. We have tempered both the discussion and conclusion sections in 

order to be less emphatic about the results obtained.  

“HRQoL results are thus consistent with the 10mg idarubicin dose level selected as the MTD, 

whereby patients included at the 10 mg idarubicin dose level presented acceptable toxicities and a 

trend towards better HRQoL profile than patients included at either the 5 or 15 mg idarubicin dose 

levels, although these results were not significant.”  

“To conclude, this study highlights that HCC patients undergoing TACE at the 10 mg idarubicin dose 

level, corresponding to the MTD, mainly presented a trend towards longer TTD than patients included 

at the 5 or 15 mg doses, regardless of the definition of deterioration applied, although the differences 

were not significant.”  

 

In table 2, when a patient with no follow up score is counted as an event, is the time of the event 

equal to the date they should have had a follow up assessment, but didn't have one? Or some other 

date? Also, using dose 10mg as the reference level may make this table more interpretable.  

For patients with no follow-up, i.e. with only the baseline measure, the time of the event is one day 

after the baseline. We could also take the theoretical date of HRQoL assessment, or the midpoint 

between baseline and the theoretical date of HRQoL assessment. However, we chose the most 

unfavorable scenario (i.e. the longest time with event, by considering the event to have occurred 

immediately after baseline), in order to ensure that our results would be robust.  

This point is defined in the methods section as follows:  

“Patients with no follow-up score were censored one day after baseline and then considered as 

events (sensitivity analysis)”.  

Regarding the reference level chosen in the analysis, analyses were planned a priori, so we kept the 
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5 mg (lowest dose) as the reference. With hindsight, it is true that 10 mg could be chosen as the 

reference.  

 

On page 27, what does mlTT1 stand for?  

Thank you for bringing this error to our notice, this has been deleted. 

 

VERSION 2 – REVIEW 

REVIEWER Roman Kloeckner 
Johannes Gutenberg University Medical Center 

REVIEW RETURNED 28-May-2016 

 

GENERAL COMMENTS This revised version has been improved considerably. Especially the 
langauage level / readability has been significantly improved. 

 

REVIEWER Anne Eaton 
Memorial Sloan Kettering Cancer Center, USA 

REVIEW RETURNED 03-Jun-2016 

 

GENERAL COMMENTS This is an interesting paper and the authors have clarified some 
details as well as the big-picture significance of TTD in the context of 
Phase I trials. 
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