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VERSION 1 - REVIEW 

REVIEWER Caroline Gouder 
Department of Respiratory Medicine,  
Mater Dei Hospital,  
Malta 

REVIEW RETURNED 07-Apr-2016 

 

GENERAL COMMENTS This paper has been well written and contributes to the ever 
increasing evidence supporting improved outcomes with 
omalizumab in severe asthma. However, I have a few questions and 
comments for the authors, as follows.  
- In the results section, omalizumab dosing paragraph, there is 
mention of 17 patients who were receiving incorrect dose but were 
eligible for dosing. Can you explain what you mean by this?  
- If the study was designed for 12 months post omalizumab initiation, 
why is the mean duration of omalizumab treatment 304 days?  
- On what basis were patients classified as responders or non-
responders?  
- It would be interesting to document the response rate at 1 year of 
treatment.  
- It is not clear how many patients had omalizumab stopped due to 
treatment inefficacy or side effects.  
- What were the other serious adverse events apart from 
anaphylaxis and hypersensitivity?  

 

REVIEWER Gert-Jan Braunstahl, MD PhD 
Franciscus Gasthuis  
Kleiweg 500, 3045PM  
Rotterdam  
The Netherlands 
 
Gert-Jan Braunstahl has received grant / research support for 
consultations and/or speaking at conferences from Novartis, ALK-
Albello, Meda Pharma, GSK, Takeda, AstraZeneca and MSD 

REVIEW RETURNED 24-Apr-2016 

 

GENERAL COMMENTS This paper follows-up on a previous retrospective study APEX 1. 
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The design of the current study is in concert with similar studies that 
have been previously performed in the field: retrospective analyses 
of data prior to start of Omalizumab and prospective observation 
until 1 year. This study clearly describes findings that are generally 
in line with previous results of the more international Experience 
study and German study by Stephany Korn et al. Therefore, I think 
that the importance of this cohort study lies mostly on a national 
level. It clearly indicates that by careful selection of patients a high 
response rate can be achieved and that apart from clinical outcomes 
there is also an impact on health care utilization and labour 
participation.  
 
Minor comments:  
1. There is quite a high response rate in this survey compared to 
other real-life studies. How was response defined? Was there a 
difference in response rate between expert centers versus general 
hospitals?  
2. In line with the previous question: Was there a difference in 
response between (former) smokers and ever non-smokers?  
3. I can't find any information in the paper how patients were treated. 
Did all of them have high ICS and LABA at the start of Omalizumab 
treatment? What about other medication such as LAMA or LTRA? 
Was there any other effect on medication use beside reduction of 
OCS in the CCS group?  
4. Despite a clear effect on ACT score the majority of the patients 
remained uncontrolled. Do the authors have an explanation for this? 
Could co-morbidity such as obesity (most patients have high BMI) or 
other co-morbidity have something to do with this? Please comment.  
5. The higher age of onset and average age of the CCS group are 
interesting. Is it possible that this group represents a slightly different 
phenotype than the non-CCS group, e.g. more eosinophilic and 
therefore more steroid dependent? Please comment. 

 

REVIEWER John Blakey 
Liverpool School of Tropical Medicine, Liverpool, UK 
 
I have received an honorarium (<$1000) from Novartis within the last 
24 months for giving a presentation unrelated to Omalizumab. 

REVIEW RETURNED 03-May-2016 

 

GENERAL COMMENTS The authors present a study of the effectiveness of Omaliuzumab in 
UK practice. This is a welcome addition to the effectiveness 
literature, particularly given the changes in the organisation and 
practice of severe asthma care recently. It is encouraging to see the 
success of this treatment outside an RCT, and the authors have 
completed a significant task in pulling clinical data from multiple 
centres together. The manuscript is well written and clearly 
presented.  
 
 
Methods  
 
Could the authors consider giving a little more information on how 
participating centres were selected and what their activity usually is 
(e.g. sizes of hospital, number of patients seen in severe asthma 
clinic, access to BT). This should make the paper more accessible to 
readers from outside the UK asthma community.  
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250 patients over 3 years is a smaller number of Omalizumab trials 
than I would have imagined from these 22 centres. It would be 
helpful if the authors could report how many people started on 
Omalizumab at the study centres were not included in the study.  
 
Discussion  
 
The authors acknowledge limitations of these kinds of “before and 
after” studies but could be a little clearer about two issues relating to 
the analyses:  
1) Of 258 patients recruited, I read the results to show between 177 
and 222 included in ITT analyses. As Omalizumab is given by 
regular injection, there may have been an excess of loss to follow-up 
in the non-responder group. This could lead to the presented ITT 
results overestimating effect size  
2) that as asthma waxes and wanes with time, the study could be 
observing regression to the mean contributing to the magnitude of 
effect with some outcomes.  
 
 
These data were collected by interested centres in the context of a 
study yet there were still gaps in the data (e.g. n=46 unable to 
classify OCS use, duration of asthma not recorded for 41, missing 
smoking histories, uncertain action over hypersensitivity reaction) 
and a significant minority of patients did not fulfil the criteria for 
Xolair (no perennial aeroallergen or outside dosing schedule). Could 
the authors please reflect more on how well the data might represent 
practice across the UK at the time of the study, and how this might 
change with the establishment of specialised, commissioned centres 
which post-date the study. (For these reasons I don’t fully agree with 
the statement that begins “These data can therefore be considered 
to be generalizable to the wider UK population…”)  
 
I wasn’t sure that the study design was “more likely to have led to an 
underestimation of the beneficial effects of omalizumab on OCS use 
and other asthma related outcomes”. Could the authors justify this 
assertion more clearly?  
 
Through the manuscript associations are reported, but in the final 
paragraph the language is more active e.g. “decreases OCS 
utilisation, decreases asthma exacerbations”. Perhaps retaining the 
earlier style of phrasing is more accurate.  
 
Figures  
 
As a minor point, I’d suggest figure 2 is rather busy with both 
absolute and percentage predicted FEV1 in 6 panels. Perhaps one 
of these outcomes could be moved into a supplemental figure. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1 (Caroline Gouder)  

 

Specific Comment 1:  

“In the results section, omalizumab dosing paragraph, there is mention of 17 patients who were 

receiving incorrect dose but were eligible for dosing. Can you explain what you mean by this”  

 

Response:  
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We have modified the text of the results on page 13 to clarify the meaning as follows:  

‘Of the remaining patients, 17 were eligible for dosing but received the incorrect dose (based on 

recorded weight/baseline IgE measurements)…..’  

 

Specific Comment 2:  

“If the study was designed for 12 months post omalizumab initiation, why is the mean duration of 

omalizumab treatment 304 days?”  

 

Response:  

As the main analysis was carried out on an intention to treat basis the mean treatment duration 

includes those patients who discontinued omalizumab. Therefore, the mean duration was less than 

365 as only 179 patients remained on treatment at 12 months (please see responses to Reviewer 1, 

specific comments 4 and 5 below detailing inclusion of information on patients discontinuing 

omalizumab therapy in the manuscript).  

 

Specific Comment 3:  

“On what basis were patients classified as responders or non-responders?”  

 

Response:  

As this was a multi-centre, non-interventional, observational study of the real world use of 

omalizumab no specific criteria for defining responders and non-responders could be imposed on 

participating centres. Treating physicians classified patients as responders or non-responders at 16 

weeks according to their usual clinical practice at each centre. Given the constraints on the word 

count for this manuscript, it has not been possible to elaborate any further on the details already 

provided in the methods on page 10: ‘Participating centres were expected to be following guidelines 

(based on National Institute for Health and Care Excellence [NICE] or Scottish Medicines Consortium 

[SMC] criteria); however, all patients for whom funding was obtained from local commissioners were 

included.’  

 

Specific Comment 4:  

“It would be interesting to document the response rate at 1 year of treatment.”  

 

Response:  

Response to treatment data was only collected for this study at 16 weeks. However, we have revised 

the results section on page 13 to indicate that only 179 patients remained on omalizumab at the 12-

month visit (as a surrogate for continuing response to treatment), as follows:  

 

‘At the end of the 12-month post-omalizumab observation period 179/258 patients (69.4%) remained 

on omalizumab…..’  

 

Specific Comment 5:  

“It is not clear how many patients had omalizumab stopped due to treatment inefficacy or side 

effects.”  

 

Response:  

We have added a table to the Online Supplement (table S3) summarising the number of patients who 

remained on omalizumab at 12 months and the reasons for discontinuation (where available), and 

revised the text in the results section on page 13, as follows:  

 

‘At the end of the 12-month post-omalizumab observation period 179/258 patients (69.4%) remained 

on omalizumab (see Online Supplemental table S3 for reasons for discontinuing).’  
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Specific Comment 6:  

“What were the other serious adverse events apart from anaphylaxis and hypersensitivity?”  

 

Response:  

We have added a table to the Online Supplement (table S8) summarising the serious suspected-

related adverse events and have referred to this table in the results section on page 18, as follows:  

‘A total of 43 adverse events in 24 patients suspected to be related to omalizumab treatment were 

reported; of these 19 were classified as serious (see supplemental table S8)…’  

 

 

Reviewer 2: (Gert-Jan Braunstahl, MD PhD)  

 

Specific Comment 1:  

“There is quite a high response rate in this survey compared to other real-life studies. How was 

response defined? Was there a difference in response rate between expert centers versus general 

hospitals?”  

 

Response:  

As also reported in the response to reviewer 1 (specific comment 3), this was a multi-centre, non-

interventional, observational study of the real world use of omalizumab. Therefore, no specific criteria 

for defining responders and non-responders could be imposed upon participating centres, with 

treating physicians defining response to treatment at 16 weeks according to usual clinical practice at 

each centre. Treating physicians classified patients as responders or non-responders at 16 weeks 

according to their usual clinical practice at each centre. Given the constraints on the word count for 

this manuscript, it has not been possible to elaborate any further on the details already provided in the 

methods.  

 

Dr Braunstahl raises an interesting question about potential differences in response rate between 

centres. Given the constraints on word count, it is beyond the scope of this manuscript to include any 

break-down of response rates according to centre type in the manuscript; however, we have analysed 

the data for Dr Braunstahl’s information. The response rate for patients treated at registry-affiliated 

centres was 77% compared with 89% for patients at non-registry affiliated centres (chi-squared 

P=0.012).  

 

Specific Comment 2:  

“In line with the previous question: Was there a difference in response between (former) smokers and 

ever non-smokers?”  

 

Response:  

Again, Dr Braunstahl raises an interesting question; however, given the constraints on word count, it 

is beyond the scope of this manuscript to include any break-down of response rates according to 

smoking history in the manuscript. We have analysed the data for Dr Braunstahl’s information and 

found no significant difference in response rates of (former) smokers and ever non-smokers.  

 

Specific Comment 3:  

“ I can't find any information in the paper how patients were treated. Did all of them have high ICS and 

LABA at the start of Omalizumab treatment? What about other medication such as LAMA or LTRA? 

Was there any other effect on medication use beside reduction of OCS in the CCS group?”  

 

Response:  

All centres are required to provide justification of the need for omalizumab according to NICE/SMC 

criteria in order to obtain the funding. Therefore all patients will have had high ICS and LABA at the 
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start of treatment, however, the specifics of the additional treatments patient received were not 

documented and therefore we are unable to provide any additional details.  

Unfortunately, as we did not pre-specify evaluation of the effect of omalizumab on asthma related 

therapies other than oral corticosteroids as an endpoint in this study we do not have the data 

available provide any additional details.  

 

Specific Comment 4:  

“Despite a clear effect on ACT score the majority of the patients remained uncontrolled. Do the 

authors have an explanation for this? Could co-morbidity such as obesity (most patients have high 

BMI) or other co-morbidity have something to do with this? Please comment.”  

 

Response:  

The impact of severe asthma on QoL is highly complex, being impacted by many factors including 

restrictions on physical and social activities, anxiety and depression, fear of exacerbations, 

corticosteroid-related side effects, comorbidities, discrimination in the workplace and education, and 

financial difficulties. Unfortunately, given the constraints on the word count, it is beyond the scope of 

the discussion to speculate on the factors which may have continued to adversely impact on patients’ 

QoL despite the improvements observed during the post-omalizumab period.  

 

Specific Comment 5:  

“The higher age of onset and average age of the CCS group are interesting. Is it possible that this 

group represents a slightly different phenotype than the non-CCS group, e.g. more eosinophilic and 

therefore more steroid dependent? Please comment”.  

 

Response:  

This is an interesting observation and we have therefore reviewed the data and compared the ages 

between CCS and non-CCS groups and found no significant difference in age at omalizumab initiation 

or age of onset. Whilst we agree that it is interesting to understand the characteristics of the CCS 

subgroup our sample size is too small for us be able to comment further or provide any additional 

details in the manuscript.  

 

Reviewer 3: (John Blakey) 

 

Specific Comment 1:  

“Could the authors consider giving a little more information on how participating centres were selected 

and what their activity usually is (e.g. sizes of hospital, number of patients seen in severe asthma 

clinic, access to BT). This should make the paper more accessible to readers from outside the UK 

asthma community.”  

 

Response:  

Centre selection was not based on information regarding size of hospital, number of patients in 

severe asthma clinic or access to BT; as this information was not collected at the time the study was 

initiated we have not provided details in the manuscript. However, we have added additional details of 

the centre selection as a footnote to Supplemental table S1, to provide further context, as follows:  

 

‘†10 centres included in the original APEX I study participated in APEX II. The additional centres were 

selected based on those providing secondary or specialist asthma management services that used 

omalizumab as part of normal clinical practice, that were interested in participating in the study and 

contributed to a geographical spread of centres throughout the UK to provide a representative study 

population’  
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Specific Comment 2:  

“250 patients over 3 years is a smaller number of Omalizumab trials than I would have imagined from 

these 22 centres. It would be helpful if the authors could report how many people started on 

Omalizumab at the study centres were not included in the study.”  

 

Response:  

The study was designed to recruit 250 patients and recruitment was ended once the sample size had 

been achieved. Unfortunately we do not have the data on the total number of patients treated with 

omalizumab at the centres; however, we estimate that the study sample represents approximately 

20% of the UK omalizumab-treated population. On this basis we do consider this patient population to 

be representative of the wider UK omalizumab-treated patient population.  

 

Specific Comment 3:  

“The authors acknowledge limitations of these kinds of “before and after” studies but could be a little 

clearer about two issues relating to the analyses:  

1) Of 258 patients recruited, I read the results to show between 177 and 222 included in ITT analyses. 

As Omalizumab is given by regular injection, there may have been an excess of loss to follow-up in 

the non-responder group. This could lead to the presented ITT results overestimating effect size  

2) that as asthma waxes and wanes with time, the study could be observing regression to the mean 

contributing to the magnitude of effect with some outcomes.”  

 

Response:  

We agree with Dr Blakey’s comments regarding these additional limitations of the study although 

given the cyclical nature of asthma we do not think that any study, registry or otherwise, could exclude 

a regression to the mean effect. We have modified the discussion on pages 22-23 to reflect these 

additional limitations, as follows:  

 

‘In contrast, the prospective data collection in the post-omalizumab period allowed for more complete 

data collection related to OCS use and asthma related outcomes. However, there were a number of 

patients with missing data at different time-points and overall 40 patients were lost to follow-

up/withdrawn/excluded/died which may have led to an over-estimation of the impact of omalizumab in 

the ITT analyses. Given the cyclical nature of asthma symptoms we are unable to exclude an 

influence of regression to the mean on patient outcomes.  

 

Specific Comment 4:  

“These data were collected by interested centres in the context of a study yet there were still gaps in 

the data (e.g. n=46 unable to classify OCS use, duration of asthma not recorded for 41, missing 

smoking histories, uncertain action over hypersensitivity reaction) and a significant minority of patients 

did not fulfil the criteria for Xolair (no perennial aeroallergen or outside dosing schedule). Could the 

authors please reflect more on how well the data might represent practice across the UK at the time 

of the study, and how this might change with the establishment of specialised, commissioned centres 

which post-date the study. (For these reasons I don’t fully agree with the statement that begins 

“These data can therefore be considered to be generalizable to the wider UK population…”)”  

 

Response:  

As summarised by Dr Blakey, and acknowledged in the manuscript, there was a significant amount of 

missing data, particularly for the pre-omalizumab period where the data were collected 

retrospectively. For the most part, we consider it most likely that the lack of availability of data, 

including the apparent failure to fulfil the criteria for Xolair, reflect lack of recording of information in 

the medical records at the treating centres. Based on our experience, we believe this reflects the real 

world clinical setting where patients’ medical records may not be complete for a variety of reasons, 

including the fact that patient data held in general practice, secondary and specialist centres are not 
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currently well integrated in the UK. For this reason, and taking into account our estimate that the study 

sample represents approximately 20% of the UK omalizumab-treated population, we do consider the 

patient population included in the present study to be representative of the wider UK population.  

 

Specific Comment 5:  

“I wasn’t sure that the study design was “more likely to have led to an underestimation of the 

beneficial effects of omalizumab on OCS use and other asthma related outcomes”. Could the authors 

justify this assertion more clearly?”  

 

Response:  

Having reflected upon Dr Blakey’s comment above (reviewer 3, specific comment 3) and the revisions 

to the limitations section of manuscript made in response to this, we have deleted the sentence 

highlighted by the reviewer “The mixed study design is more likely to have led to an underestimation 

of the beneficial effects of omalizumab on OCS use and other asthma related outcomes.” (page 23) 

as we agree it is not an appropriate summary considering the study limitations as a whole.  

 

Specific Comment 6:  

“Through the manuscript associations are reported, but in the final paragraph the language is more 

active e.g. “decreases OCS utilisation, decreases asthma exacerbations”. Perhaps retaining the 

earlier style of phrasing is more accurate.”  

 

Response:  

We thank Dr Blakey for this observation and agree there was an inconsistency in the wording of the 

conclusions. We have therefore revised the wording of the conclusions on page 23 as follows:  

 

‘In conclusion, data from the present study indicate that omalizumab utilised in a “real world” clinical 

setting in the UK is associated with decreased OCS utilisation, decreased asthma exacerbations, 

improved lung function, improved work/education attendance and employment, and decreased A&E 

and inpatient resource utilisation.’  

 

Specific Comment 7:  

“As a minor point, I’d suggest figure 2 is rather busy with both absolute and percentage predicted 

FEV1 in 6 panels. Perhaps one of these outcomes could be moved into a supplemental figure.”  

 

Response:  

We have revised the figure as suggested and have presented the FEV1% in figure 2 and the FEV1(L) 

in the Online Supplemental Material (figure S2). We have also revised the relevant text in the results 

section on page 15 to reflect this change as follows:  

 

‘Mean FEV1% improved significantly in the ITT group at each post-omalizumab visit: baseline: 66.8%; 

16 weeks: 71.4%; 8 months: 74.6%; 12 months: 71.3%; paired t-test p<0.001 for each comparison 

(see figure 2, panel A). Similar increases in FEV1% were observed in the responder and CCS 

subgroups, as shown in figure 2 (panels B-C), mirroring the FEV1(L) data (see Online Supplemental 

figure S2).’  

 

The relevant text in the abstract has also been revised on page 2, as follows:  

‘Compared with baseline: lung function, assessed by FEV1%, improved by 4.5 (2.7 to 6.3)% at 16 

weeks (p<0.001; maintained at 12 months)’ 
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VERSION 2 – REVIEW 

REVIEWER Dr Caroline Gouder 
Department of Respiratory Medicine  
Mater Dei Hospital, Msida, Malta 

REVIEW RETURNED 30-Jun-2016 

 

GENERAL COMMENTS Following corrections of the paper, my concerns have been 
addressed and corrected.  

 

REVIEWER Gert-Jan Braunstahl 
Dept of Pulmonary Medicine  
Franciscus Gasthuis Rotterdam  
The Netherlands 
 
G-JB has, within the last 5 years, received honoraria for lectures 
from AstraZeneca, Boehringer-Ingelheim, Chiesi, GlaxoSmithKline, 
Novartis, ALK-Abello, Mundipharma and Takeda; he is a member of 
advisory boards for Boehringer-Ingelheim, GlaxoSmithKline, ALK-
Abello, Meda Pharma and Novartis. 

REVIEW RETURNED 19-Jun-2016 

 

GENERAL COMMENTS The reviewer completed the checklist but made no further 
comments. 

 

REVIEWER John Blakey 
Liverpool School of Tropical Medicine, UK 

REVIEW RETURNED 21-Jun-2016 

 

GENERAL COMMENTS The authors have responded to the points raised in the initial review 
and have made relevant alterations to the manuscript.  
I do not have any further comments.  
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