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RE: Obinutuzumab in combination with chlorambucil for previously-untreated chronic 


lymphocytic leukaemia [ID650] 


 


Dear Nicole,  
 


Thank you for providing the opportunity to comment on the above ACD. 


 


Whilst we are disappointed with the decision reached we are fully cognisant of the fact that any 


comparison of obinutuzumab plus chlorambucil to a bendamustine-containing regimen is extremely 


challenging and highly uncertain. This is primarily due to the absence of evidence on the relative 


effectiveness of bendamustine-based regimens and their chlorambucil-based counterparts in the 


population of interest (adults with untreated chronic lymphocytic leukaemia who have comorbidities 


that make full-dose fludarabine-based therapy unsuitable for them).  


 


Although the ERG and ourselves have both made attempts at making these comparisons using 


unproven assumptions it appears clear that these indirect comparisons are largely ‘guesses’ made 


due to an absence of relevant data. Examples of these attempts include the linking of complete 


response rates to progression free survival outcomes using an unproven assumed linear 


relationship and, in the case of bendamustine, a comparison made through extrapolation from 


differing and incompatible patient populations. 


 


Due to this inherent uncertainty we accept it will be challenging for the Committee to evaluate the 


cost-effectiveness of obinutuzumab plus chlorambucil compared to bendamustine-based regimens.   


 







 


2/9   


In light of this we request that the Committee consider the clinical and cost effectiveness of 


obinutuzumab plus chlorambucil in two different fludarabine-unsuitable patient populations: 


 


1) Those suitable for treatment with a bendamustine-based regimen - for which the relevant 


comparators are bendamustine and rituximab plus bendamustine, chlorambucil or rituximab 


plus chlorambucil.  


 


2) Those unsuitable for treatment with a bendamustine-based regimen - for which the relevant 


comparators are chlorambucil and rituximab plus chlorambucil (the comparators for which 


there is direct evidence available from the CLL11 trial). 


 


These two groups are distinct populations as not all patients within scope are suitable for 


bendamustine-based therapy.  


 


Even though it is clear that the comparison of obinutuzumab plus chlorambucil to bendamustine-


based regimens is highly uncertain, there is relatively low uncertainty associated with the estimated 


cost-effectiveness of obinutuzumab plus chlorambucil in patients unsuitable for bendamustine-


based regimens. As a result this may be a population in which the Committee could consider 


issuing a positive recommendation.   


 


We would also like to draw the Committee’s attention to the fact that failure to consider these 


populations as distinct groups may be interpreted as discriminatory and in breach of the public 


sector equality duty (“PSED”). This is a general equality duty which came into force on 5 April 2011 


and is enshrined in law (section 149 of the 2010 Equality Act1) (the “Act”). As a public body, NICE 


must, amongst other things, have due regard to the need to eliminate unlawful discrimination and 


other conduct prohibited by the Act. This involves removing or minimizing disadvantages suffered 


by people due to their protected characteristics, in this instance, the relevant protected 


characteristic under the Act being disability as defined in the Act. If a patient unsuitable for a 


bendamustine-based therapy were denied access to obinutuzumab plus chlorambucil on the basis 


that it was not cost effective compared to a bendamustine-based regimen this would clearly 


present a serious risk of that decision being considered discriminatory and in breach of the PSED. 


 


In addition to this request for consideration of the decision problem in two distinct populations the 


following has occurred since the issuance of the ACD: 


 


1) We have submitted a simple patient access scheme to the Department of Health (a XX% 


discount on the current list price of obinutuzumab). 
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2) The submitted economic model has been updated with the assumptions preferred by the 


Committee in the ACD.  


 
3) New evidence has been presented for PFS off treatment utility values  


 
4) An error in the costing of neutropenia has been corrected. This change and the utility 


values noted above are detailed as an appendix to this response. 


 


Following these changes, and the introduction of the PAS the ICERs in patients unsuitable for 


bendamustine are detailed on page 4 of the appendix to the ACD. It should be noted that the 


uncertainty associated with these ICERs is relatively small as all comparisons are based upon data 


available directly from CLL11.   


 


Given these cost-effectiveness results, the innovative nature of obinutuzumab (with an extremely 


impressive PFS HR of XXX [95% CI XXX – XXX] compared to chlorambucil alone) and the 


relatively low uncertainty associated with these comparisons there appears to be a strong case for 


a positive committee decision in this population.  


 


The equivalent ICERs in patients suitable for bendamustine-based therapy are also presented in 


the appendix to the ACD. In this case the ICERs associated with comparisons against 


bendamustine-based therapies are above the range typically considered acceptable in NICE 


Technology Appraisals. It should be noted that these values are highly uncertain due to the fact 


that it is not possible to conduct a robust comparison of these therapies against obinutuzumab plus 


chlorambucil.  


 


In light of the evidence above, and significant uncertainty associated with the comparison against 


bendamustine-based regimens, we suggest the Committee consider issuing a restrictive positive 


recommendation supporting use of obinutuzumab plus chlorambucil in patients unsuitable for 


bendamustine-based therapy.  


 


Whilst the above supports a restrictive approval for obinutuzumab we are committed to working 


with NICE to expand access to obinutuzumab to every eligible patient who has the capacity to 


benefit from this treatment. With time, more data on the relative efficacy of bendamustine-based 


therapies and chlorambucil-based therapies is likely to be produced – with new data this 


uncertainty is likely to be resolved and we hope the Committee may be in a position to issue a 


broader positive recommendation for use of obinutuzumab at that point.  
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The above changes and analyses are presented under the standard headings below. If any further 


information is required we would be happy to provide it in order to aid the Committee’s decision 


making.  


 


Kind Regards  


 


 


Jennifer Cozzone 


Head of Health Economics and Strategic Pricing 
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1) Has all the relevant evidence been taken to account? 


 


New data became available during consultation regarding PFS off-treatment utility values for the 


Committee to consider. A factual accuracy has also been corrected in the valuation of the adverse 


event of neutropenia. Details of these are provided in the appendix to the ACD. 


 


In addition a simple PAS have been submitted to the Department of Health which provides XX% 


discount to list price. 


This amendment to our base case is in addition to incorporation of the Appraisal Committee’s 


preferred values in regard to the five points raised during the ACD (detailed below).  


1. Utility whilst on obinutuzumab after first cycle of therapy 


2. Utility PFS off treatment decreased from 0.82 to 0.71  


3. Mean dose of bendamustine and rituximab in bendamustine + rituximab arm  


4. PFS hazard ratio between obinutuzumab + chlorambucil and bendamustine + rituximab 


increased from 0.68 to 0.76  


5. PFS hazard ratio obinutuzumab + chlorambucil vs. bendamustine from 0.40 to 0.55  


Patient population 


As detailed in the covering letter, the scope for this appraisal covers two distinct fludarabine-


unsuitable patient populations.  We believe that it is necessary for the Appraisal Committee to 


consider the following populations separately: 


 


1) Those suitable for treatment with a bendamustine-based regimen - for which the relevant 


comparators are bendamustine and rituximab plus bendamustine. By default if the patient 


can tolerate regimens including bendamustine they are also suitable for chlorambucil or 


rituximab plus chlorambucil). 


 


2) Those unsuitable for treatment with a bendamustine-based regimen (for which the relevant 


comparators are chlorambucil and rituximab plus chlorambucil (the comparators for which 


there is direct evidence available from the CLL11 trial). 


 


These populations are distinct. Not all patients suitable for treatment with obinutuzumab in 


combination with chlorambucil are suitable for treatment with a bendamustine-based regimen 


(primarily due to their ability to tolerate treatment with bendamustine).   
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Failure to treat these patient populations as distinct groups could be interpreted as discriminatory 


under public sector equality duty.  


 


Further detail on these points is provided in the final section of this ACD response and the covering 


letter. 


 


Impact on ICERs 


 


Following the changes detailed above and the introduction of the PAS, the ICERs in patients 


unsuitable for bendamustine are shown on page 4 of the appendix to the ACD. The uncertainty 


associated with these ICERs is relatively small as all comparisons are based upon data available 


directly from CLL11.   


 
The equivalent ICERs in patients suitable for bendamustine-based therapy are also presented in 


the appendix to the ACD. These values are highly uncertain due to the fact that it is not possible to 


conduct a robust comparison of these therapies against obinutuzumab plus chlorambucil.  Whilst 


the ERG and ourselves have both made attempts at making these comparisons using unproven 


assumptions it appears clear that these indirect comparisons are largely ‘guesses’ made due to an 


absence of relevant data. Examples of these attempts include the linking of complete response 


rates to progression-free survival outcomes using an unproven assumed linear relationship and, in 


the case of bendamustine, a comparison made through extrapolation from differing and 


incompatible patient populations. 


 


In this case the ICERs associated with comparisons against bendamustine-based therapies are 


above the range typically considered acceptable in NICE Technology Appraisals. 


 


2) Are the summaries of clinical and cost-effectiveness reasonable interpretations of the 


evidence? 


In addition to incorporation of the Committee’s preferred values as detailed in the ACD, three 


further changes have been made, for the Committee to consider incorporating into their decision 


making. These are: 


 New evidence has been submitted in an appendix to this ACD response - corrected 


neutropenia cost  


 New evidence been submitted in an appendix to this ACD response – PFS off treatment 


utility values 


 Submission of a simple PAS 







 


7/9   


In addition we have identified a few typographical errors that should be corrected: 


 


A minor typographical error in our submission should be highlighted. The HR for stage 1a on page 


8 and 10 in our submission is incorrect, it should be HR 0.18 (95% CI 0.13-0.24) and not HR 0.19 


(95% CI 0.14 -0.27). It should be noted that this is only a typographical error and has no impact on 


the economic analysis.  


 


Roche sent a pro-forma response to the ERG report which included factual inaccuracies to which 


the ERG responded in 'Errata 22nd August' which listed the changes to be made to the original 


ERG report.  There was one error highlighted by Roche that was wrongly amended in the 'Errata' 


publication and remains incorrect. On page 21 of the original ERG report the cost of rituximab plus 


bendamustine is shown as £12,000.  It was pointed out that as rituximab + chlorambucil is listed as 


£10,000, chlorambucil as £300 and bendamustine as £7,000 the rituximab plus bendamustine 


figure therefore cannot be correct. 


 


In the 'Errata' document on page 24 the cost of bendamustine has been changed to £16,000 and 


the cost of rituximab plus bendamustine remains as £12,000 which is incorrect.  We believe that 


the figure for rituximab plus bendamustine should be £16,000 and the figure for bendamustine 


monotherapy should revert to £7,000. 


 


In addition the ACD page 13 section 3.21 refers to 'Knauf et al. (bendamustine alone and rituximab 


plus bendamustine)'.  This should be corrected as the Knauf study does not involve rituximab plus 


bendamustine but compares bendamustine alone with chlorambucil alone. 


 


 


3) Are the provisional recommendations sound and a suitable basis for guidance to the 


NHS? 


Incorporation of the additional evidence detailed above, coupled with the consideration of two 


distinct patient populations would provide a sound and suitable basis for guidance to the NHS. 


 


4)  Are there any aspects of the recommendations that need particular consideration to 


ensure avoidance of unlawful discrimination? 


 


We propose that NICE should consider issuing guidance in the following fludarabine-unsuitable 


patient populations: 
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1) Those suitable for treatment with a bendamustine based regimen - for which the relevant 


comparators are bendamustine and rituximab plus bendamustine, chlorambucil or rituximab 


plus chlorambucil. 


 


2) Those unsuitable for treatment with a bendamustine-based regimen - for which the relevant 


comparators are chlorambucil and rituximab plus chlorambucil (the comparators for which 


there is direct evidence available from the CLL11 trial). 


 


There is a lack of alternative therapies for patients who are unsuitable for fludarabine and are also 


unsuitable for bendamustine-based regimens. If implemented this guidance has the effect of 


preventing patients who are unsuitable for bendamustine-based therapies from having access to 


obinutuzumab on the basis that it is not cost-effective compared to bendamustine or rituximab- 


bendamustine. 


Clinical rationale 


There are fludarabine-unsuitable patients for whom bendamustine is not appropriate; these 


patients currently receive chlorambucil with or without rituximab in accordance with British 


Committee for Standards in Haematology (BCSH) Guidelines2.  


This view was echoed by the clinical expert during the Committee meeting, is acknowledged on 


page 23 of the ACD and is also in line with the view of the ERG clinical expert (page 163 of the 


ERG report3).


Public Sector Equality Duty 


 


Failure to consider these populations as distinct groups may be interpreted as discriminatory and in 


breach of the public sector equality duty (“PSED”). This is a general equality duty which came into 


force on 5 April 2011 and is enshrined in law (section 149 of the 2010 Equality Act1) (the “Act”). As 


a public body, NICE must, amongst other things, have due regard to the need to eliminate unlawful 


discrimination and other conduct prohibited by the Act. This involves removing or minimizing 


disadvantages suffered by people due to their protected characteristics, in this instance, the 


relevant protected characteristic under the Act being disability as defined in the Act. If a patient 


unsuitable for a bendamustine-based therapy were denied access to obinutuzumab plus 


chlorambucil on the basis that it was not cost-effective compared to a bendamustine-based 


regimen this would clearly present a serious risk of that decision being considered discriminatory 


and in breach of the PSED. 
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CLL Support Association response to preliminary NICE guideline released in 
ACD - Consultees & Commentators: (Leukaemia (chronic lymphocytic) - 
obinutuzumab (with chlorambucil, 1st line)) [ID650] 
 
CLL Support Association can confirm our disappointment at the committee's decision not to 
recommend Obinutuzumab in combination with chlorambucil  for treatment of chronic lymphocytic 
leukaemia patients who have comorbidities that make full-dose fludarabine-based therapy unsuitable for 
them. 


 
CLL displays extreme heterogeneity underpinned by considerable biological diversity, and yet patients who 
are unfit for FCR have little choice of treatment and rely on old technology drugs. The old technology drugs 
are not targeted to the individual patient, and are characterised by lower overall response, early relapse, 
reduced quality of life, and additional toxicity. Repeat treatment is therefore required at further cost to both 
the NHS and at personal cost to patients and their families 


There is concern in the CLL patient community that there is no UK approved alternative monoclonal 
antibody to Rituximab, a longstanding agent of limited effectiveness in CLL. 


In addition, it is difficult to accept that Obinatuzumab has been granted breakthrough status in the US, it is 
now fully approved by the FDA, it is licensed in Europe but it has been rejected by NICE in the draft 
guidance when all these appraisals were conducted using the same trial data from CLL11. 


This technology would offer the majority CLL group a combination therapy that provides an opportunity for 
a more durable remission and improved quality of life..  Equitable access to treatments that better extend 
life without disease and improve the quality of that life should also be considered important. Without these 
new technologies and improved outcomes the CLL patient group made up by a large portion of people with 
protected characteristics of age and disability will continue to receive second best treatment and limited 
choice.. 


If  more effective  treatment alternatives are not made available in this era of patient choice 


then such inconsistency must be clearly explained to the patient community.  


 


CLL Support Association  


 


Many thanks 


 


XXXX 
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Dear Nicole 


Please take this email as confirmation that the XXXX/RCP/RCR/ACP wish to fully endorse the 
personal submissions of XXXX and Claire Dearden with relation to the above ACD. As parent 
organisations we believe that they raise the same issues in different yet constructive ways. 


I would be grateful if you could confirm receipt. 


Best wishes 


XXXXXXXXXXX 


XXXXXXXXXXXXX 


XXXXXXXXXXXXXXXXXX 








 


 


NHS England Response to NICE ACD – Leukaemia (chronic lymphocytic) - 
obinutuzumab (with chlorambucil, 1st line) 
 
Please find NHS England’s response to the ACD as requested. 
 
 
    


Has all of the relevant evidence been taken into account?  
 


Yes 


Are the summaries of clinical and cost effectiveness reasonable interpretations 
of the evidence? 
 


Yes NHS England believes this is a robust review of the clinical and cost effectiveness 
data. 


Are the provisional recommendations sound and a suitable basis for guidance 
to the NHS? 
 


Yes – NHS England supports the recommendations within the draft guidance. 


Are there any aspects of the recommendations that need particular 
consideration to ensure we avoid unlawful discrimination against any group of 
people on the grounds of race, gender, disability, religion or belief, sexual 
orientation, age, gender reassignment, pregnancy and maternity? 


None have been identified 


Any other comments 


The National CDF panel have also considered obinutuzumab – please see the 
summary of the panels considerations below: 
  
The application was for the use of obinutuzumab as part of 1st line chemotherapy with 
chlorambucil for patients with chronic lymphocytic leukaemia with significant 
comorbidities contraindicating full dose fludarabine-based combination therapy.  
 
A trial has been published in the New England Journal of Medicine (NEJM) in 2014 
which was in two parts. The first phase compared the 3 options of chlorambucil (Cb) 
plus obinutuzumab vs Cb plus rituximab vs Cb alone. The second part just 
randomised patients to obinutuzumab plus Cb vs rituximab plus Cb. All patients had a 
clinically meaningful burden of comorbidities: either a score of >6 on the Cumulative 







Illness Rating Scale (CIRS, range of potential scores 0-56) or an estimated creatinine 
clearance of 30-69 mls/min. Cross over was allowed for the Cb patients if they 
progressed whilst on Cb or within 6 mo of completing Cb. Chlorambucil was taken on 
2 days of a 28 day cycle. A maximum of 6 cycles of treatment was given. The median 
durations of follow-up were not stated in the publication.  
 
In terms of the the comparison between obinutuzumab plus Cb vs Cb alone, the 
response rate was significantly superior (77 vs 31%). Median progression free survival 
(PFS) was significantly superior with obinutuzumab plus Cb arm (26.7 vs 11.1 
months). Overall survival was significantly superior in the obinutuzumab plus Cb arm 
but the median survivals were not reached. Quality of life using the EORTC QLQ C30 
tool was assessed and did not deteriorate but there are no details or statistics in the 
appendix to the NEJM paper. Toxicity was increased with obinutuzumab plus Cb with 
any WHO grade ≥3 toxicity being 70 vs 50% and grade ≥3 neutropenia being 33 vs 
16% but there was no difference in infections.  
 
The panel noted that the schedule of administration of Cb in the trial was not one that 
is standard in the UK. The current British Committee for Standards in Haematology 
(BCSH) guideline in CLL states that the highest response rate and longest PFS have 
been reported in the UK Leukaemia Research Fund CLL4 trial in which chlorambucil 
was administered at a dose of 10 mg/m² for 7 days every 4 weeks initially for 6 
months but extending to 12 months in those patients still responding after 6 months of 
treatment. This schedule of Cb is the only one specifically mentioned in the guideline. 
The CDF panel heard from experts that this BCSH documented dose and schedule is 
by far the most commonly used way of administering Cb in England.  
 
The CDF panel noted that the publication did not state the median duration of follow-
up. The panel also observed that in the OS analysis there were relatively few patients 
at risk after 27 mo. In a disease such as CLL where there are likely to be a number of 
treatment options and in which the median survival is measured in years, the survival 
difference is of great interest but needs further follow-up.  
 
The CDF panel scored the application as follows: 9 for PFS (using the revised CDF 
scoring system for PFS differences beyond 12 mo), 0 for OS (this recognised the 
significant difference in OS in the comparison between obinutuzumab plus Cb vs Cb 
alone but also that the median duration of follow-up was not stated and there were 
relatively few patients at risk beyond 27 mo), 0 for QOL (no details or statistics), -1 for 
toxicity and 0 for unmet need. The overall score was 8 B.  
 
The CDF panel was mainly concerned about 2 aspects of the design of the trial, both 
impinging on the control arm of Cb in this study. The trial employed a schedule of Cb 
which is not one that is recommended as standard by the BCSH and hence one that 
is not in general use in England. The CDF panel noted that in the appendix of the 
obinutuzumab NEJM publication, the dose of Cb per cycle for a patient of 70 kg and 
170 cm body height in the obinutuzumab trial was calculated to be 70 mg as opposed 
to 129 mg in the CLL4 study (an 84% increase in Cb dose). In addition, the maximum 
duration of treatment with Cb in the obinutuzumab trial was 6 mo, in contrast to a 
potential treatment duration of up to 12 mo as stated in the BCSH guideline.  
 
The CDF panel recognised the clear superiority of obinutuzumab plus Cb over a 
schedule of Cb alone. It considered that this twice monthly schedule may be inferior to 
the standard schedule of administration of Cb used in England which delivers a much 
higher dose in a very different way but is one that is recommended by the BCSH. A 
similar issue was also considered to apply to the shorter duration of Cb treatment 
employed in the trial vs standard practice as indicated in the BCSH guideline. The 







CDF panel therefore declined to approve the inclusion of obinutuzumab in 
combination with Cb in the 1st line treatment of CLL as it could not separate the 
positive contribution of obinutuzumab from the potential effect of the reduced dose 
intensity of Cb.  
 
The manufacturer also submitted an application for obinutuzumab plus Cb to be the 
preferred option to the combination of rituximab and Cb. In this part of the 
randomisation in the above clinical trial, the response rate was significantly superior 
with obinutuzumab plus Cb (78 vs 65%), as was PFS (26.7 mo vs 15.2months). There 
was no significant difference in overall survival. Quality of life as measured by the 
EORTC QLQ C30 instrument was stated to not deteriorate with obinutuzumab plus Cb 
but the only details were in the appendix of the NEJM publication and no statistics 
were given. WHO grade ≥3 toxicity was greater in the obinutuzumab plus Cb arm (70 
vs 55%). The manufacturer proposed the option of obinutuzumab plus Cb for those 
patients with CLL who could not tolerate full dose fludarabine-based therapy.  
 
The CDF panel noted these results and again had the same concern about the 
scheduling of chlorambucil in this trial being one that was not standard in England and 
potentially inferior to the one recommended by the BCSH in its 2012 guideline. In 
addition, the panel heard from experts at the CDF meeting that there was a group of 
patients who, whilst not being fit enough to tolerate full dose fludarabine-based 
therapy, were nevertheless able to cope with more robust treatment than Cb alone: 
these patients received the combination of bendamustine and rituximab and not the 
combination of Cb plus rituximab nor single agent Cb. The CDF panel was also aware 
that the combination of Cb plus rituximab is not routinely commissioned in England 
(whereas bendamustine plus rituximab is). The CDF panel therefore did not regard 
the comparison of Cb plus obinutuzumab with Cb plus rituximab as being a relevant 
decision problem to England. The CDF panel thus declined to approve the inclusion of 
obinutuzumab as part of 1st line chemotherapy in the treatment of CLL.  
 
The panel observed that there was now an evidence base for the comparison of Cb 
plus rituximab vs Cb alone from this trial which demonstrated the superiority of Cb 
plus rituximab. However, this conclusion also suffered the same criticism as regards 
the dose and scheduling of Cb employed in this trial. 
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Dear Nicole 
 
Thank you for your patience and understanding for our delay in responding. Please find below our 
brief comments.  
 
Thank you for the opportunity to comment on the AC document relating to the appraisal of 
obinutuzumab in combination with chlorambucil in CLL.  
 
We would like to suggest, in order to avoid any confusion and in line with the licensed indication,  
that unless being compared directly as monotherapy to other single agent anti CD20 
immunotherapies such as rituximab or ofatumumab, NICE and the ERG should refer to 
obinutuzumab throughout the text as obinutuzumab- chlorambucil. 
 
The standard practice in haemtaology is for a CD20 monoclonal antibody to be combined with a 
chemotherapy "backbone".  
 
The standard therapies used as the chemo backbone in the treatment of CLL are chlorambucil, 
bendamustine and fludarabine with or without cyclophosphamide. 
 
The comparator anti CD20 antibodies used in conjunction with the above chemotherapy agents are 
rituximab and ofatumumab.  
 
Therefore it would be illogical and highly unlikely that the monoclonal antibody obinutuzumab as a 
single agent would ever be compared to bendamustine, or any other cytotoxic chemotherapy 
directly. Indeed, rituximab monotherapy as a front line treatment is rarely, if ever used. 
 
Kind regards  
 


XXXX 
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Comments on the ACD Received from the Public through the NICE 
Website 


 
Name XXXX 


Role NHS Professional- Consultant in Haematology 


Location England 


Conflict  


Date 5 October 2014 


Comment 1 


Page (from)  


Page (to) 
 


 


Line number(s)   


Section (from)  


Section (to) 


 


 


Comment I would like to support the proposal for use of obinutuzumab in 
this indication. 
 
A very significant achievement with the study was the 
achievement of negative minimal residual disease in over 30% 
of patients who received obinutuzumab. This is not seen with 
many others therapies for CLL - and was not detectable at all 
with the rituximab arm. 
 
Experience in many trials of drugs in CLL has shown that the 
'depth' of the response to treatment is highly predictive of 
subsequent overall time to next treatment and to overall 
survival. 
 
It is therefore highly likely that the positive results for this new 
antibody on negative MRD will translate directly into an 
improvement in overall survival. 
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1 Introduction 


The 2009 Pharmaceutical Price Regulation Scheme (PPRS) 


(www.dh.gov.uk/en/Healthcare/Medicinespharmacyandindustry/Pharmaceutica


lpriceregulationscheme/2009PPRS) is a non-contractual scheme between the 


Department of Health and the Association of the British Pharmaceutical 


Industry. The purpose of the 2009 PPRS is to ensure that safe and cost-


effective medicines are available on reasonable terms to the NHS in England 


and Wales. One of the features of the 2009 PPRS is to improve patients’ 


access to medicines at prices that better reflect their value through patient 


access schemes.  


Patient access schemes are arrangements which may be used on an 


exceptional basis for the acquisition of medicines for the NHS in England and 


Wales. Patient access schemes propose either a discount or rebate that may 


be linked to the number, type or response of patients, or a change in the list 


price of a medicine linked to the collection of new evidence (outcomes). These 


schemes help to improve the cost effectiveness of a medicine and therefore 


allow the National Institute for Health and Clinical Excellence (NICE) to 


recommend treatments which it would otherwise not have found to be cost 


effective. More information on the framework for patient access schemes is 


provided in the 2009 PPRS 


(www.dh.gov.uk/en/Healthcare/Medicinespharmacyandindustry/Pharmaceutica


lpriceregulationscheme/2009PPRS.  


Patient access schemes are proposed by a pharmaceutical company and 


agreed with the Department of Health, with input from the Patient Access 


Schemes Liaison Unit (PASLU) within the Centre for Health Technology 


Evaluation at NICE. 



http://www.dh.gov.uk/en/Healthcare/Medicinespharmacyandindustry/Pharmaceuticalpriceregulationscheme/2009PPRS

http://www.dh.gov.uk/en/Healthcare/Medicinespharmacyandindustry/Pharmaceuticalpriceregulationscheme/2009PPRS

http://www.dh.gov.uk/en/Healthcare/Medicinespharmacyandindustry/Pharmaceuticalpriceregulationscheme/2009PPRS

http://www.dh.gov.uk/en/Healthcare/Medicinespharmacyandindustry/Pharmaceuticalpriceregulationscheme/2009PPRS
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2 Instructions for manufacturers and sponsors 


This document is the patient access scheme submission template for 


technology appraisals. If manufacturers and sponsors want the National 


Institute for Health and Clinical Excellence (NICE) to consider a patient access 


scheme as part of a technology appraisal, they should use this template. NICE 


can only consider a patient access scheme after formal referral from the 


Department of Health.  


The template contains the information NICE requires to assess the impact of a 


patient access scheme on the clinical and cost effectiveness of a technology, 


in the context of a technology appraisal, and explains the way in which 


background information (evidence) should be presented. If you are unable to 


follow this format, you must state your reasons clearly. You should insert ‘N/A’ 


against sections that you do not consider relevant, and give a reason for this 


response.  


Please refer to the following documents when completing the template:  


 ‘Guide to the methods of technology appraisal’ 


(www.nice.org.uk/aboutnice/howwework/devnicetech/technologyappraisalpr


ocessguides/guidetothemethodsoftechnologyappraisal.jsp) 


 ‘Specification for manufacturer/sponsor submission of evidence’ 


(http://www.nice.org.uk/aboutnice/howwework/devnicetech/singletechnology


appraisalsubmissiontemplates.jsp) and  


 Pharmaceutical Price Regulation Scheme 2009 


(www.dh.gov.uk/en/Healthcare/Medicinespharmacyandindustry/Pharmaceuti


calpriceregulationscheme/2009PPRS).  


For further details on the technology appraisal process, please see NICE’s 


‘Guide to the single technology appraisal (STA) process’ and ‘Guide to the 


multiple technology appraisal (MTA) process’ 


(http://www.nice.org.uk/aboutnice/howwework/devnicetech/technologyappraisa


lprocessguides/technology_appraisal_process_guides.jsp). The ‘Specification 



http://www.nice.org.uk/aboutnice/howwework/devnicetech/technologyappraisalprocessguides/guidetothemethodsoftechnologyappraisal.jsp

http://www.nice.org.uk/aboutnice/howwework/devnicetech/technologyappraisalprocessguides/guidetothemethodsoftechnologyappraisal.jsp

http://www.dh.gov.uk/en/Healthcare/Medicinespharmacyandindustry/Pharmaceuticalpriceregulationscheme/2009PPRS

http://www.dh.gov.uk/en/Healthcare/Medicinespharmacyandindustry/Pharmaceuticalpriceregulationscheme/2009PPRS

http://www.nice.org.uk/aboutnice/howwework/devnicetech/technologyappraisalprocessguides/technology_appraisal_process_guides.jsp

http://www.nice.org.uk/aboutnice/howwework/devnicetech/technologyappraisalprocessguides/technology_appraisal_process_guides.jsp
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for manufacturer/sponsor submission of evidence’ provides details on 


disclosure of information and equality issues.  


Make the submission as brief and informative as possible. Only mark 


information as confidential when absolutely necessary. Sufficient information 


must be publicly available for stakeholders to comment on the full content of 


the technology appraisal, including details of the proposed patient access 


scheme. Send submissions electronically to NICE in Word or a compatible 


format, not as a PDF file.  


Appendices may be used to include additional information that is considered 


relevant to the submission. Do not include information in the appendices that 


has been requested in the template. Appendices should be clearly referenced 


in the main submission. 


When making a patient access scheme submission, include: 


 an updated version of the checklist of confidential information, if necessary 


 an economic model with the patient access scheme incorporated, in 


accordance with the ‘Guide to the methods of technology appraisal’ 


(www.nice.org.uk/aboutnice/howwework/devnicetech/technologyappraisalpr


ocessguides/guidetothemethodsoftechnologyappraisal.jsp). 


If you are submitting the patient access scheme at the end of the appraisal 


process, you should update the economic model to reflect the assumptions 


that the Appraisal Committee considered to be most plausible. No other 


changes should be made to the model.  



http://www.nice.org.uk/aboutnice/howwework/devnicetech/technologyappraisalprocessguides/guidetothemethodsoftechnologyappraisal.jsp

http://www.nice.org.uk/aboutnice/howwework/devnicetech/technologyappraisalprocessguides/guidetothemethodsoftechnologyappraisal.jsp
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3 Details of the patient access scheme 


3.1 Please give the name of the technology and the disease area to 


which the patient access scheme applies.  


The patient access scheme (PAS) applies to the purchase of obinutuzumab 


(Gazyvaro). The PAS proposed covers all populations for which obinutuzumab 


has an EMA marketing authorization. 


3.2 Please outline the rationale for developing the patient access 


scheme. 


The scheme is designed to bring the cost of obinutuzumab in combination with 


chlorambucil down to a level at which it can be considered a cost-effective use 


of NHS resources in patients unsuitable for treatment with a bendamustine 


based regimen. 


3.3 Please describe the type of patient access scheme, as defined by 


the PPRS. 


The PAS is a simple discount (a XX% discount below the current list price of 


obinutuzumab).  


This equates to a net price of £XXXX.XX per 1000mg vial (compared to a list 


price of £3312).  


3.4 Please provide specific details of the patient population to which the 


patient access scheme applies. Does the scheme apply to the whole 


licensed population or only to a specific subgroup (for example, type 


of tumour, location of tumour)? If so: 


 How is the subgroup defined? 


 If certain criteria have been used to select patients, why have 


these have been chosen?  


 How are the criteria measured and why have the measures been 


chosen? 
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The PAS is a simple discount applied at the point of invoice. The PAS will 


apply to all patients for whom obinutuzumab is indicated.  


3.5 Please provide details of when the scheme will apply to the 


population specified in 3.4. Is the scheme dependent on certain 


criteria, for example, degree of response, response by a certain time 


point, number of injections? If so: 


 Why have the criteria been chosen? 


 How are the criteria measured and why have the measures been 


chosen. 


See above. The scheme is not dependent upon any criteria and is simply 


applied at the point of purchase.  


3.6 What proportion of the patient population (specified in 3.4) is 


expected to meet the scheme criteria (specified in 3.5)? 


The scheme will apply to all patients for whom obinutuzumab is indicated.  


3.7 Please explain in detail the financial aspects of the scheme. How 


will any rebates be calculated and paid? 


The discount will be applied at the point of invoice.  


3.8 Please provide details of how the scheme will be administered. 


Please specify whether any additional information will need to be 


collected, explaining when this will be done and by whom. 


The discount will be applied at the point of invoice. 
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3.9 Please provide a flow diagram that clearly shows how the scheme 


will operate. Any funding flows must be clearly demonstrated. 


See below:  


 


3.10 Please provide details of the duration of the scheme.  


The scheme will remain in place until the publication of any revised NICE 


guidance relating to obinutuzumab. After any review, the scheme may be 


withdrawn or modified or carried on in its current form depending upon the 


outcome of the re-review. 


3.11 Are there any equity or equalities issues relating to the scheme, 


taking into account current legislation and, if applicable, any 


concerns identified during the course of the appraisal? If so, how 


have these been addressed? 


There are no equity or equality issues relating to the scheme taking into 


account current legislation. 


3.12 If available, please list any scheme agreement forms, patient 


registration forms, pharmacy claim forms/rebate forms, guides for 


pharmacists and physicians and patient information documents. 


Please include copies in the appendices. 


Not applicable.  
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3.13 In the exceptional case that you are submitting an outcome-based 


scheme, as defined by the PPRS, please also refer to appendix B. 


Not applicable.  
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Cost effectiveness 


3.14 If the population to whom the scheme applies (as described in 


sections 3.4 and 3.5) has not been presented in the main 


manufacturer/sponsor submission of evidence for the technology 


appraisal (for example, the population is different as there has been 


a change in clinical outcomes or a new continuation rule), please 


(re-)submit the relevant sections from the ‘Specification for 


manufacturer/sponsor submission of evidence’ (particularly sections 


5.5, 6.7 and 6.9). You should complete those sections both with and 


without the patient access scheme. You must also complete the rest 


of this template.  


The PAS applies to the population considered in our primary evidence 


submission.  


3.15 If you are submitting the patient access scheme at the end of the 


technology appraisal process, you should update the economic 


model to reflect the assumptions that the Appraisal Committee 


considered to be most plausible. No other changes should be made 


to the model.  


Not applicable.  


3.16 Please provide details of how the patient access scheme has been 


incorporated into the economic model. If applicable, please also 


provide details of any changes made to the model to reflect the 


assumptions that the Appraisal Committee considered most 


plausible. 


The PAS has been applied by reducing the price of obinutuzumab to XX% 


below the list price stated in the primary evidence submission.  


This equates to a net price of £XXXX.XX per 1000mg vial (compared to a list 


price of £3312). 
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3.17 Please provide the clinical effectiveness data resulting from the 


evidence synthesis and used in the economic model which includes 


the patient access scheme.  


As the PAS is a simple discount the clinical effectiveness data provided in the 


primary evidence submission is unaffected by the proposal.   


3.18 Please list any costs associated with the implementation and 


operation of the patient access scheme (for example, additional 


pharmacy time for stock management or rebate calculations). A 


suggested format is presented in table 1. Please give the reference 


source of these costs. Please refer to section 6.5 of the 


‘Specification for manufacturer/sponsor submission of evidence’ 


The PAS is a simple discount introduced at the point of invoicing. It is therefore 


not subject to operational or implementation costs.  


3.19 Please provide details of any additional treatment-related costs 


incurred by implementing the patient access scheme. A suggested 


format is presented in table 2. The costs should be provided for the 


intervention both with and without the patient access scheme. 


Please give the reference source of these costs. 


Not applicable.  


Summary results 


Base-case analysis 


3.20 Please present in separate tables the cost-effectiveness results as 


follows.1 


 the results for the intervention without the patient access scheme  


                                                 
1
 For outcome-based schemes, please see section 5.2.8 in appendix B. 
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 the results for the intervention with the patient access scheme. 


The original Roche base case submitted is shown in Table 1(without PAS) 


Table 2 (with PAS).  


The base case does not incorporate any of the Appraisal Committees preferred 


parameter values which were identified at ACD. These values have a 


significant effect on the ICERs.  


We have supplied an appendix to the ACD which provides an updated base 


case incorporating the Committees preferred values and also a factually 


accuracy correction to the valuation of neutropenia. We also present a 


sensitivity analysis resulting from additional evidence which has become 


publically available on PFS utility values which we believe may alter the 


Committees preferred value for this parameter. 


 


Table 1: Submitted base-case cost-effectiveness results without PAS  


  G-Clb R-Benda R-Clb Benda Clb 


Technology 
acquisition 
cost 


£23,157 £15,243 £9,545 £4,745 £286 


Other costs £11,732 £11,972 £10,457 £10,812 £7,735 


Total costs £34,888 £27,215 £20,002 £15,557 £8,020 


Difference 
in total 
costs 


- £7,673 £14,886 £19,331 £26,868 


LYG 5.79 5.42 5.08 5.04 4.60 


LYG 
difference 


- 0.36 0.70 0.74 1.19 


QALYs 4.03 3.65 3.33 3.30 2.92 


QALY 
difference 


- 0.38 0.70 0.73 1.11 


ICER - £20,076 £21,275 £26,463 £24,256 


Benda: Bendamustine; Clb: Chlorambucil; G: Obinutuzumab; ICER: Incremental Cost-effectiveness Ratio; LYG: Life 
Years Gained; QALY(s): Quality-adjusted Life Year(s); R: Rituximab 
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Table 2: Submitted base-case cost-effectiveness results with PAS  


  G-Clb R-Benda R-Clb Benda Clb 


Technology 
acquisition 
cost 


£XXXXX £15,241 £9,545 £4,745 £286 


Other costs £11,732 £11,972 £10,457 £10,812 £7,735 


Total costs £XXXXX £27,213 £20,002 £15,557 £8,020 


Difference 
in total 
costs 


- £XXXXX £XXXXX £XXXXXX £XXXXX 


LYG 5.79 5.42 5.08 5.04 4.60 


LYG 
difference 


- 0.37 0.70 0.74 1.19 


QALYs 4.03 3.64 3.33 3.30 2.92 


QALY 
difference 


- 0.39 0.70 0.73 1.11 


ICER - £XXXXX £XXXXX £XXXXX £XXXXX 


Benda: Bendamustine; Clb: Chlorambucil; G: Obinutuzumab; ICER: Incremental Cost-effectiveness Ratio; LYG: Life 
Years Gained; QALY(s): Quality-adjusted Life Year(s); R: Rituximab 


3.21 Please present in separate tables the incremental results as follows.  


 the results for the intervention without the patient access scheme  


 the results for the intervention with the patient access scheme. 


List the interventions and comparator(s) from least to most 


expensive. Present the incremental cost-effectiveness ratios 


(ICERs) in comparison with baseline (usually standard care), and 


the incremental analysis ranking technologies in terms of dominance 


and extended dominance. A suggested format is presented in table 


4. 


As defined in section 3.2 we present  


 base case results as per Roche original submission -  (Table 3) without 


a PAS, (Table 4) with PAS 
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Table 3: Base-case incremental results as per Roche submission – 
without PAS  


Technologies 
Total 
costs (£) 


Total 
LYG 


Total 
QALYs 


Incremental 
costs (£) 


Incremental 
LYG 


Incremental 
QALYs 


ICER 
(£/QALY 
gained) 


Clb £8,020 4.60 2.92         


Benda £15,557 5.04 3.30 £7,536 0.45 0.38 £19,983 


R-Clb £20,002 5.08 3.33 £4,445 0.04 0.03 £144,269 


RBenda £27,215 5.42 3.65 £7,213 0.34 0.32 £22,718 


G-Clb £34,888 5.79 4.03 £7,673 0.36 0.38 £20,076 


LYG: life-year gained; QALY: quality-adjusted life-year; ICER: incremental cost-effectiveness 
ratio. 


Table 4: Base-case incremental results as per Roche submission with 
PAS 


Technologies 
Total 
costs (£) 


Total 
LYG 


Total 
QALYs 


Incremental 
costs (£) 


Incremental 
LYG 


Incremental 
QALYs 


ICER 
(£/QALY 
gained) 


Clb £8,020 4.60 2.92      


Benda £15,557 5.04 3.30 £7,536 0.45 0.38 £19,983 


RClb £20,002 5.08 3.33 £4,445 0.04 0.03 £144,269 


RBenda £27,213 5.42 3.65 £7,210 0.34 0.32 £22,967 


GClb £XXXXX 5.79 4.03 £XXXXX 0.36 0.38 £XXXXX 


LYG: life-year gained; QALY: quality-adjusted life-year; ICER: incremental cost-effectiveness 
ratio. 
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Sensitivity analyses 


3.22 Please present deterministic sensitivity analysis results as 


described for the main manufacturer/sponsor submission of 


evidence for the technology appraisal. Consider using tornado 


diagrams.  


The sensitivity analysis is in line with that carried out by the ERG and is 


focused on the utility value applied to patients in PFS whilst off treatment. In 


their ERG report the ERG state that “We can identify no other sensitivity 


analysis for which there is another credible value and for which the ICER 


changes substantially” – as a result this is the focus of the sensitivity analysis 


presented.  


Table 5: Base case (with PAS): parameters varied in deterministic 


sensitivity analysis  


   GClb versus 


Variable Base 
Case 
Value  


Sensitivity 
Analysis 
Value  


Clb Benda RClb RBenda 


Base Case 
  £XXXX 


 
£XXXX 


 
£XXXX 


 
£XXXX 


 


PFS off 


treatment 


0.82 0.76 £XXXX 
 


£XXXX 
 


£XXXX 
 


£XXXX 
 


 


Budget Impact of NICE approval of obinutuzumab   


Table 6: Budget Impact of NICE approval (with XX% discount) 


Year 1 2 3 4 5 


Mean drug 
cost 


£XXXXXXX £XXXXXXX £XXXXXXX £XXXXXXX £XXXXXXX 


Mean non-
drug cost 


£3,639,580 £4,877,038 £6,126,779 £7,388,895 £8,663,480 


Mean total 
cost 


£XXXXXXX £XXXXXXX £XXXXXXX £XXXXXXX £XXXXXXX 


 


3.23 Please present any probabilistic sensitivity analysis results, and 


include scatter plots and cost-effectiveness acceptability curves.  


Below CEAC and scatter plots are presented for the base case including PAS. 







 Page 15 of 17 


Figure 1: CEAC Base case (with PAS) all comparators 


 


In this population the probability of obinutuzumab being considered a cost-


effective use of NHS resources is 74.4% at £30,000/QALY gained. 


 
Figure 2: Scatter plot - Base case (with PAS) all comparators 
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3.24 Please present scenario analysis results as described for the main 


manufacturer/sponsor submission of evidence for the technology 


appraisal. 


See above.  


3.25 If any of the criteria on which the patient access scheme depends 


are clinical variable (for example, choice of response measure, 


level of response, duration of treatment), sensitivity analyses 


around the individual criteria should be provided, so that the 


Appraisal Committee can determine which criteria are the most 


appropriate to use. 


Not applicable.  


Impact of patient access scheme on ICERs 


3.26 For financially based schemes, please present the results showing 


the impact of the patient access scheme on the ICERs for the 


base-case and any scenario analyses. A suggested format is 


shown below (see table 5). If you are submitting the patient access 


scheme at the end of the appraisal process, you must include the 


scenario with the assumptions that the Appraisal Committee 


considered to be most plausible.  


See above.  
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4 Appendices 


4.1 Appendix A: Additional documents 


4.1.1 If available, please include copies of patient access scheme 


agreement forms, patient registration forms, pharmacy claim 


forms/rebate forms, guides for pharmacists and physicians, patient 


information documents. 


Not applicable. 
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Obinutuzumab in combination with Chlorambucil for untreated chronic 


lymphocytic leukaemia 


Appendix to ACD Response –                                                                                                         


Use of utility values from ID642 and                                                                                                   


the correction of a factually inaccurate costing of Neutropenia                                                                                    


 


New evidence has recently been made public in the NICE appraisal of ofatumumab in 


combination with chlorambucil, for the treatment of previously untreated chronic lymphocytic 


leukemia [ID642]. These new values are likely to alter the Committee’s preferred value for 


the PFS off-treatment utility and subsequently have a material impact upon their decision.   


The Committee concluded in the ACD, that the PFS off treatment utility value should be no 


higher than 0.76 (the general population average for patients of this age) and stated 0.71 as 


their preferred value. 


The EQ-5D data presented by the manufacturer of ofatumumab from the COMPLEMENT-1 


study was collected from patients directly relevant to the scope of this appraisal and 


produced observed values of 0.78, 0.79 and 0.76 for patients with complete response, partial 


response and stable diseasei as best response to treatment respectively. The general 


population of this age are likely to have multiple morbidities (by virtue of their age) and so it 


may be the case that (as suggested by the ofatumumab EQ-5D data)  the quality of life of 


comorbid patients with CLL may be comparable, or potentially slightly higher, than that of the 


general population.   


This new data is important as it resolves one of the key issues raised by the committee in 


the ACD and allows the assumption of a 0.71 utility value to be replaced with one based 


upon gold standard EQ-5D data (with values of 0.78, 0.79 and 0.76 observed for patients 


with complete, partial response and stable disease as best response to treatment 


respectively).    


In addition a minor error has been identified and corrected in the economic model. 


Previously every incidence of Neutropenia in the model was associated with the cost of 


Febrile Neutropenia in the model (a significantly more costly adverse event - £3894). The 


results provided within this ACD include the use of the cost of Neutropenia estimated by 


LRiG in NICE ID620, valued at £867 per episode. 
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Impact of these corrections on cost-effectiveness 


Following the introduction of a patient access scheme the ICERs associated with use of 


obinutuzumab in patients unsuitable for treatment are now within the range typically 


considered acceptable in technology appraisals. As a result the two pieces of information 


highlighted above may have a material impact upon the Committee’s decision and should be 


considered in the next Committee meeting.   


In light of the information presented above the cost of Neutropenia has been amended and a 


sensitivity analysis has been carried out using the PFS off treatment utility value based upon 


those from ID642 (0.76). We consider that this remains a conservative estimate given the 


values of 0.78 and 0.79 for complete and partial response reported for ofatumumab from the 


COMPLEMENT-1 triali.   


The impact of changing the PFS utility value upon the base-case ICERs submitted is shown 


in Figure 1 below. The impact of correcting the cost of Neutropenia is shown in Figure 2. 


Figure 1. Submitted base-case ICERs with utility variation 


 


Figure 2. Submitted base-case ICERs with Neutropenia cost correction 


 


The Updated Roche Base Case  


 


The updated Roche base case incorporates the following revisions: 


 


1. The economic model has been updated with the parameter assumptions preferred by 


the Committee in the ACD: 
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a. Utility whilst on obinutuzumab after first cycle of therapy 


b. Utility PFS off treatment decreased from 0.82 to 0.71  


c. Mean dose of bendamustine and rituximab in bendamustine + rituximab arm  


d. PFS hazard ratio between obinutuzumab + chlorambucil and bendamustine + 


rituximab increased from 0.68 to 0.76  


e. PFS hazard ratio obinutuzumab + chlorambucil vs. bendamustine from 0.40 to 


0.55  


 


2. A minor error has been identified and corrected in the economic model. Previously 


every incidence of Neutropenia in the model was associated with the cost of Febrile 


Neutropenia in the model (a significantly more costly adverse event - £3894). The 


results provided within this ACD include the use of the cost of Neutropenia estimated 


by LRiG in NICE ID620, valued at £867 per episode. 


 


Note that the PFS off-treatment utility value has been maintained at 0.71 in the base-case 


with 0.76 tested as a sensitivity analyses. 


 


Cost-effectiveness results  


 


Within our ACD response we have requested that the Committee consider the clinical and 


cost-effectiveness of obinutuzumab plus chlorambucil in two different fludarabine-unsuitable 


patient populations: 


 


1) Those unsuitable for treatment with a bendamustine-based regimen  


2) Those suitable for treatment with a bendamustine based regimen  


 


These two groups are clinically distinct populations as not all patients within scope are 


suitable for bendamustine based therapy – due to this we believe they should also be 


regarded as separate populations under public sector equality duty. This point is further 


elaborated within our ACD response but is highlighted here so that the context underlying 


the scheme proposed is clear.   


 


The below figures demonstrate revised base case ICERs for these two populations including 


the PAS submitted to the Department of Health (XX% discount on the current list price of 


obinutuzumab). 
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People unsuitable for treatment with a bendamustine-based regimen 


 


In this population probability of obinutuzumab being considered a cost-effective use of NHS 


resources is 74.4% at £30,000/QALY gained. If an alternative PFS utility value of 0.76 is 


used in the model rather than use of 0.71 (a reasonable modification considering the EQ-5D 


values from ID642) this probability increases to 87.9% at £30,000/QALY gained.  


Due to the fact that the ICERs, and associated PSA results, are within the range commonly 


considered acceptable we believe it is important the Committee consider the information 


presented above in their decision making.   


People suitable for treatment with a bendamustine-based regimen 


 


In this population probability of obinutuzumab being considered a cost-effective use of NHS 


resources is less than 10% at £30,000/QALY gained 


 
 
                                                 
i
 Cost Effectiveness Presentation – slides for projector and public observers.  Lead Team 
presentation: Ofatumumab in combination with chlorambucil or bendamustine for previously untreated 
chronic lymphocytic leukaemia. Slide 7 – Costs and Utility values per health state. 
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Here, we comment on the results in the report submitted by Roche to NICE: “Obinutuzumab 


in combination with chlorambucil for untreated chronic lymphocytic leukaemia: Patient 


Access Scheme Submission”, 21st October 2014. 


In this document, with the exception of the PAS, Roche make no changes to their base case 


analysis, as originally submitted to NICE.  In particular, they do not incorporate any of the 


NICE Appraisal Committees preferred parameter values which were identified at the first 


committee meeting on 3rd September 2014. 


Roche state that the PAS is a simple discount (XXX below the current list price of 


obinutuzumab).  We agree that this equates to a net price of XXXXXX per 1000mg vial 


(compared to a list price of £3,312). 


We do not critique the budget impact calculations given in Table 6. 


 


1. Results without PAS 


In Table 1, Roche present their base case results, without the PAS.  In particular, they 


present the following ICERs (£ per QALY) vs. obinutuzumab+chlorambucil: 


 £20,076 vs. rituximab+bendamustine 


 £21,275 vs. rituximab+chlorambucil 


 £26,463 vs. bendamustine 


 £24,256 vs. chlorambucil 


We agree with all figures in this table, except for the first ICER above, where we find a value 


of £19,898 per QALY.  Roche cited £20,076 in their original report, but £19,898 appeared in 


their original model.  But given that the difference is very small, we pursue the matter no 


further. 


In Table 3, Roche present the same results on the efficiency frontier, ranking the treatments 


from least to most expensive.  In particular, they present the following ICERs (£ per QALY): 


 £19,983 bendamustine vs. chlorambucil 
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 £144,269 rituximab+chlorambucil vs. bendamustine 


 £22,718 rituximab+bendamustine vs. rituximab+chlorambucil 


 £20,076 obinutuzumab+chlorambucil vs. rituximab+bendamustine 


We agree with all figures in this table, except for the last two ICERs above: 


 rituximab+bendamustine vs. rituximab+chlorambucil: we find £22,967 


 obinutuzumab+chlorambucil vs. rituximab+bendamustine: we find £19,898 


Again, the ICERs we quote appeared in Roche’s original model. But again, given that these 


differences are very small, we pursue the matter no further. 


 


2. Results with PAS 


2.1. Roche base case 


In Table 2, Roche present their base case results, with the PAS.  In particular, they present 


the following ICERs (£ per QALY) vs. obinutuzumab: 


 XXXXX vs. rituximab+bendamustine 


 XXXXX vs. rituximab+chlorambucil 


 XXXXX vs. bendamustine 


 XXXXX vs. chlorambucil 


We agree with all figures in this table, including the above ICERs. 


In Table 4, Roche present the same results on the efficiency frontier, ranking the treatments 


from least to most expensive.  In particular, they present the following ICERs (£ per QALY): 


 £19,983 bendamustine vs. chlorambucil 


 £144,269 rituximab+chlorambucil vs. bendamustine 


 £22,718 rituximab+bendamustine vs. rituximab+chlorambucil 


 XXXXX obinutuzumab+chlorambucil vs. rituximab+bendamustine 


We agree with all figures in this table, including the above ICERs. 
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Roche state that the probability that obinutuzumab+chlorambucil is cost-effective is 74.4% at 


a willingness to pay of £30,000 per QALY.  This appears reasonable, although we note that 


the corresponding figure at a willingness to pay of £20,000 per QALY is not provided. 


 


2.2. Sensitivity analyses 


Roche present one sensitivity analysis, whereby they change the utility in PFS when off 


treatment from their base case value of 0.82 to our base case value of 0.76. 


In Table 5, Roche present the resulting ICERs vs. obinutuzumab, with the PAS: 


 XXXXX vs. rituximab+bendamustine 


 XXXXX vs. rituximab+chlorambucil 


 XXXXX vs. bendamustine 


 XXXXX vs. chlorambucil 


We agree with these ICERs. 


However, we do not see the purpose of performing this sensitivity analysis. We assumed a 


utility of 0.76 as one item of our base case, and we assumed a utility of 0.71 in the only 


sensitivity analysis that we performed.  Therefore, Roche’s sensitivity analysis here 


corresponds neither to our sensitivity analysis, nor to our base case in its entirety. 
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Here, we comment on the results in the report submitted by Roche to NICE: “Obinutuzumab 


in combination with Chlorambucil for untreated chronic lymphocytic leukaemia; ACD 


Response” and “Appendix to ACD Response”, 23rd October 2014. 


In this document, in addition to the PAS, Roche incorporate all the NICE Appraisal 


Committee preferred parameter values which were identified at the first committee meeting 


on 3rd September 2014. 


We agree with Roche that the changes requested by the NICE Appraisal Committee were 


the following: 


• Item 1 PenTAG base case: Utility whilst on obinutuzumab after first cycle of therapy. 


• PenTAG sensitivity analysis: Utility PFS off treatment decreased from 0.82 to 0.71. 


• Item 3 PenTAG base case: Mean dose of bendamustine and rituximab in 


bendamustine + rituximab arm. 


• Item 4 PenTAG base case: PFS hazard ratio between obinutuzumab + chlorambucil 


and bendamustine + rituximab increased from 0.68 to 0.76. 


• Item 5 PenTAG base case: PFS hazard ratio obinutuzumab Clb vs. Benda from 0.40 


to 0.55. 


We agree with Roche that it is appropriate to consider two patient sub-groups in this HTA: 


 Patients suited to bendamustine: all comparators in this HTA are relevant. 


 Patients unsuited to bendamustine: only chlorambucil and rituximab+chlorambucil are 


relevant comparators. 


We note that Roche suggest that the NICE Committee consider issuing a restrictive positive 


recommendation supporting use of obinutuzumab+chlorambucil in patients unsuitable for 


bendamustine-based therapy. 


 


1. Utility in PFS off treatment 


Roche state that following release of the ACD, new evidence relevant to this appraisal has 


been made public which is likely to have a material impact on the Appraisal Committee’s 
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preferred assumptions. As part of the ongoing NICE appraisal of ofatumumab in combination 


with chlorambucil, EQ-5D data collected from patients directly relevant to the scope has 


been presented. Roche claim that this data suggests that a PFS utility value off treatment of 


0.71, which is the NICE committee’s preferred value, is likely to be an underestimate, and 


that as a result the cost-effectiveness values presented are likely to be conservative. 


Therefore, Roche use an alternative PFS utility value of 0.76 in a sensitivity analysis.   


First, we understand that the EQ-5D data collected in the COMPLEMENT 1 RCT of 


ofatumumab+chlorambucil vs. chlorambucil is not publicly available at the time of writing.  


But it will be publicly available soon. 


We find below that, under the PAS, and assuming the committee’s preferred base case, the 


increase in the utility from 0.71 to 0.76 reduces the ICERs of obinutuzumab+chlorambucil vs. 


chlorambucil and vs. rituximab+chlorambucil by XXXXXXXXXXX per QALY.  Therefore, this 


issue is of moderate importance. 


We agree that the utility estimates recorded in the COMPLEMENT 1 RCT are very relevant 


to the current HTA given that the patients in the COMPLEMENT 1 trial are representative of 


the patients in the current HTA.  The utility estimates should therefore be considered 


carefully.  As far as we are aware, this constitutes the best source of utility data for first-line 


CLL in general, not just for the current decision problem. 


We agree with Roche that the mean utilities in PFS measured by the EQ-5D in 


COMPLEMENT 1 were: 


 0.78 complete responders. 


 0.79 partial responders. 


 0.76 stable disease. 


These values are to be compared to the following utilities: 


 0.71 Appraisal Committee’s preferred value for PFS off treatment,  


 0.82 Roche’s original base case for PFS off treatment,  


 0.76 for the UK general public at the appropriate age. 
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We note that in CLL11, 31% of patients responded on chlorambucil, 77% responded on 


obinutuzumab+chlorambucil and 66% responded on rituximab+chlorambucil.  Taking a 


weighted average of the utilities from COMPLEMENT 1, this gives a utility in PFS of approx. 


0.77 – 0.78 depending on the treatment.  


 


On balance, we prefer the utility value of 0.71 for PFS off treatment for the following four 


reasons. 


1.  Roche are now seeking a recommendation for obinutuzumab+chlorambucil only for 


patients unsuited to bendamustine.  Therefore, we are interested in the utility in PFS off 


treatment only for patients unsuited to bendamustine.  However, COMPLEMENT 1 included 


both patients suited and unsuited to bendamustine. By definition, patients unsuited to 


bendamustine have a lower health-related quality of life than patients suited to 


bendamustine.  As ERG in the ofatumumab STA, we agreed with GSK that the patients in 


COMPLEMENT 1 were representative of the UK general practice.  GSK estimate that of 


patients unsuited to fludarabine, 56% are ineligible for bendamustine (p226 GSK 


submission).  Therefore, we estimate that in COMPLEMENT 1, approx. 56% of patients 


were ineligible for bendamustine.  It is therefore likely that the utilities in COMPLEMENT 1 


for these patients would have been lower than for the patients suited to bendamustine. 


2. For the purposes of the current HTA, we are interested only in the utilities in the 


chlorambucil arm of COMPLEMENT 1, as chlorambucil, but not ofatumumab+chlorambucil 


is being assessed in the current HTA.  For complete and partial responders, there was a 


significantly greater increase in the utility compared to baseline in COMPLEMENT 1 in the 


ofatumumab+chlorambucil arm compared to the chlorambucil arm (p=0.03) (Appendix GSK 


submission).  This means that the mean utility in the chlorambucil arm of COMPLEMENT 1 


for responders was lower than 0.77-0.78.  Of course, the COMPLEMENT 1 utilities data 


does not inform the utility in the obinutuzumab+chlorambucil arm. 


3. As stated in our Assessment Report for the ofatumumab STA, we calculated that the 


mean time of completion of EQ-5D questionnaires in COMPLEMENT 1 in PFS was 


approximately 55% of the mean time in PFS (e.g. mean time of completion of EQ-5D for 


complete responders in ofatumumab + chlorambucil arm = 1.5 years, versus mean PFS 


complete responders in ofatumumab + chlorambucil arm = 2.7 years, ratio of 56%). This 
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means that the data from COMPLEMENT 1 is informing typically only the first half of the time 


in PFS.    


By contrast, we are interested in the mean utility 6 months from the start of PFS (end of 


treatment) until the end of PFS.  Therefore, the utility data from COMPLEMENT cited by 


Roche is only partially representative of the time period of interest. 


4.  We believe that more trust should be placed in the utility of 0.76 for the general 


population, estimated by Ara & Brazier (2010), than in the utilities from COMPLEMENT 1 


cited by Roche.  The utility value for the general population was estimated using the EQ-5D 


in a very large sample of several thousand people, using data from the annual Health Survey 


for England, which uses random samples of the population living in private households in 


England (Ara & Brazier 2010). 


By contrast, the COMPLEMENT 1 study involved a smaller patient population, and may 


have been subject to biases such as non-random drop out of patients completing the EQ-5D, 


whereby the less healthy patients are less likely to complete the EQ-5D.  For information, in 


COMPLEMENT 1, the EQ-5D was administered at baseline, at clinic visits every three 


months and at post-treatment follow-up visits for up 60 months.  A total of 428 patients 


completed at least one outcome assessment, over a median of six treatment cycles 


Given that we place more trust in the utility of 0.76 for the general population than in the 


utilities from COMPLEMENT 1 cited by Roche, we believe that it is logical that the utility 


appropriate for frail patients with multiple co-morbidities with CLL will be < 0.76. 


Roche state that the general population of this age are likely to have multiple morbidities 


(simple by virtue of their age) and so it may be the case that (as suggested by the 


COMPLEMENT 1 data) the quality of life of comorbid patients with CLL may be comparable, 


or potentially slightly higher, than that of the general population. We do not believe that the 


health-related quality of life of patients in CLL11 may be slightly higher than people in the 


general population, because patients in CLL11 have CLL, with all the related physical 


symptoms that are well documented. 
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2. Cost of treating neutropenia 


Roche state that during the course of ACD consultation period, they have identified a factual 


accuracy in their economic model.  They say that they originally assumed that the cost of 


treating neutropenia was equal to the cost of treating febrile neutropenia, £3,894 (2012-13 


DH HRG tariffs PA45Z).  They now say that the cost of treating neutropenia should be £867, 


as estimated by LRiG in NICE ID620. 


We agree that they did originally assume that the cost of treating neutropenia was equal to 


the cost of treating febrile neutropenia, £3,894. 


We do not investigate this matter in detail for two reasons: 


 We find below that, under the PAS, and assuming the committee’s preferred base case, 


the decrease in the cost of treating neutropenia reduces the ICERs of 


obinutuzumab+chlorambucil vs. chlorambucil and vs. rituximab+chlorambucil by only 


about XXXXX per QALY.  Therefore, this issue is of minor importance. 


 


 At this late stage, we believe that the burden of proof should lie with Roche to 


demonstrate that the £867 is more appropriate than the £3,894.  Their only justification 


for the value of £867 is that this was used by LRiG in NICE ID620.  We believe that this 


evidence is inadequate to justify changing this parameter value.  Roche ought to have 


investigated the source underlying the value used by LRiG. 


We find that NICE ID620 concerns erlotinib and gefitinib for treating non-small cell lung 


cancer that has progressed following prior chemotherapy (review of NICE technology 


appraisals 162 and 175).  LRiG’s estimate of the cost of treating neutropenia is discussed on 


p104 of their assessment report: 


 “It is assumed that 10% of patients will require hospital treatment, each requiring two 


episodes during second-line treatment. The cost per episode is £866.61 and is estimated 


from the weighted average of mean costs for HRG codes WA02W (Disorders of immunity 


without HIV/AIDS with complicating condition) and PA48A (Blood cell disorders with 


complicating condition) across non-elective long and short-stay episodes and day-case 


admissions.” 
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We notice further that Roche do not mention that LRiG’s estimate of the cost of treating 


febrile neutropenia, £7,067, is substantially greater than Roche’s estimate of £3,894. 


 


3. ICERs 


3.1. ICERs without PAS 


In Figures 1 and 2 of the Appendix to their response document, Roche provide ICERs 


assuming their original base case, without the PAS, according to variation in the utility in 


PFS off treatment and the cost of treating neutropenia. 


 


Roche Figure 1. Roche original base-case ICERs given variation in utility in PFS off 
treatment 


 


Roche Figure 2. Roche original base-case ICERs with neutropenia cost correction 


 


We agree with all these ICERs. 


 


3.2. ICERs with PAS 


3.2.1. Cost of treating neutropenia changed 
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In Table 2 of their response document, Roche present the ICERs under the PAS, given the 


amended cost of treating neutropenia and the Appraisal Committee preferred base case 


(see table below).  They also present the ICERs under these conditions and assuming a 


utility of 0.76 in PFS off treatment (cf 0.71 Appraisal Committee value).  Although the first 


column in Table 2 states that the population is “Patients suitable for bendamustine”, the 


ICERs vs. chlorambucil and vs. rituximab+chlorambucil apply equally to the population 


unsuited to bendamustine. 


Table 2 Roche response document 


 


 


We agree with all these ICERs (to the nearest £thousand). 


In the first case, Roche calculate the probability of obinutuzumab+chlorambucil being 


considered cost-effective in patients unsuitable for treatment with bendamustine as 


74.4% at a willingness to pay of £30,000/QALY.  This appears reasonable. 


In the second case, they calculate the same probability as 87.9% at a willingness to pay of 


£30,000/QALY.  This also appears reasonable.  But we note that in neither case do they 


provide the corresponding value at a willingness to pay of £20,000/QALY. 


Note that all other tables in Roche’s response document are either the same as their Table 2 


(Table 4), or a subset of Table 2 (Tables 1 and 3). 
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3.2.2. Cost of treating neutropenia unchanged 


We have calculated the corresponding ICERs, excluding Roche’s change in the cost of 


treating neutropenia. 


Comparator (1) ICER with Committee 
preferred ACD assumptions 


(2) As per (1) with utility 
value based upon EQ-5D 


(0.76) rather than ACD 
assumed value of 0.71 


Chlorambucil XXXXX XXXXX 


Rituximab+chlorambucil XXXXX XXXXX 


Bendamustine XXXXX XXXXX 


Rituximab+bendamustine XXXXX XXXXX 


 


Notice that the ICERs vs. chlorambucil and vs. rituximab+chlorambucil increase by only 


about XXXXX per QALY compared to the scenario of changing the cost of treating 


neutropenia.  Therefore, Roche’s proposed change to the cost of treating neutropenia has 


little impact on the ICERs. 


Notice also from the table above that the increase in the utility from 0.71 to 0.76 reduces the 


same ICERs by XXXXX - XXXXX per QALY.  Therefore, this change is of moderate 


importance. 


Given that we prefer the utility of 0.71 for PFS off treatment and Roche’s original cost 


of treating neutropenia, we believe that the most accurate ICERs are given in column 


(1) of the table above. 


 


4. PenTAG factual inaccuracy 


We agree with Roche when they say the following.  Apologies for our error. 


“Roche sent a pro-forma response to the ERG report which included factual inaccuracies to 


which the ERG responded in 'Errata 22nd August' which listed the changes to be made to 
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the original ERG report.  There was one error highlighted by Roche that was wrongly 


amended in the 'Errata' publication and remains incorrect. On page 21 of the original ERG 


report the cost of rituximab plus bendamustine is shown as £12,000.  It was pointed out that 


as rituximab + chlorambucil is listed as £10,000, chlorambucil as £300 and bendamustine as 


£7,000 the rituximab plus bendamustine figure therefore cannot be correct. 


In the 'Errata' document on page 24 the cost of bendamustine has been changed to £16,000 


and the cost of rituximab plus bendamustine remains as £12,000 which is incorrect.  We 


believe that the figure for rituximab plus bendamustine should be £16,000 and the figure for 


bendamustine monotherapy should revert to £7,000.” 


To clarify then, the approximate cost of a course of: 


 obinutuzumab + chlorambucil is  £27,000 (no PAS), 


 rituximab + chlorambucil is  £10,000, 


 bendamustine is      £7,000, 


 rituximab + bendamustine is  £16,000, 


 chlorambucil is         £300. 
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Obinutuzumab in combination with chlorambucil for previously                                                                               


untreated chronic lymphocytic leukaemia [ID650] 


Incremental Analysis – bendamustine suitable population 


1. PAS plus committee preferred assumptions 


Incremental analysis 
      


Technologies 
Total 
costs (£) 


Total 
LYG 


Total 
QALYs 


Inc. costs (£) Inc. LYG Inc. QALYs 
ICER 


(£/QALY 
gained) 


Clb £8,020 4.60 2.85         


Benda £15,548 5.26 3.33 £7,527 0.66 0.48 £15,672 


R-Clb £20,002 5.08 3.20 £4,454 -0.17 -0.14 Dominated 


R-Benda £25,250 5.51 3.53 £5,248 0.43 0.33 £15,844 


G-Clb £XXXXX 5.79 3.73 £XXXX 0.27 0.20 £XXXX 


Incremental analysis (dominated removed) 
   


 


 
Technologies 


Total 
costs (£) 


Total 
LYG 


Total 
QALYs 


Inc. costs (£) 
Inc. 
LYG 


Inc. 
QALYs 


ICER 
(£/QALY 
gained) 


Remove?  


Clb £8,020 4.60 2.85           


Benda £15,548 5.26 3.33 £7,527 0.66 0.48 £15,672 No 


R-Benda 
£25,250 5.51 3.53 £9,702 0.26 0.20 £49,542 


Yes - 
Extendedly 
dominated 


G-Clb £XXXXX 5.79 3.73 £XXXXX 0.27 0.20 £XXXXX No 


Final simultaneous analysis 
   


 


Technologies 
Total 
costs (£) 


Total 
LYG 


Total 
QALYs 


Inc. costs (£) 
Inc. 
LYG 


Inc. 
QALYs 


ICER (£/QALY 
gained) 


Clb £8,020 4.60 2.85         


Benda £15,548 5.26 3.33 £7,527 0.66 0.48 £15,672 


G-Clb £XXXXX 5.79 3.73 £XXXXX 0.53 0.40 £XXXXX 


 


 


 


 


 


 


 


 


 


2. PAS plus committee preferred assumptions and new neutropenia costs 
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Incremental analysis 


Technologies 
Total 
costs (£) 


Total 
LYG 


Total 
QALYs 


Inc. costs (£) Inc. LYG Inc. QALYs 
ICER 


(£/QALY 
gained) 


Clb £7,456 4.60 2.85         


Benda £14,857 5.26 3.33 £7,400 0.66 0.48 £15,407 


R-Clb £18,846 5.08 3.20 £3,990 -0.17 -0.14 Dominated 


R-Benda £24,094 5.51 3.53 £5,248 0.43 0.33 £15,844 


G-Clb £XXXXX 5.79 3.73 £XXXXX 0.27 0.20 £XXXXX 


Incremental analysis (dominated removed) 
   


 


 
Technologies 


Total 
costs (£) 


Total 
LYG 


Total 
QALYs 


Inc. costs (£) 
Inc. 
LYG 


Inc. 
QALYs 


ICER 
(£/QALY 
gained) 


Remove?  


Clb £7,456 4.60 2.85           


Benda £14,857 5.26 3.33 £7,400 0.66 0.48 £15,407 No 


R-Benda 
£24,094 5.51 3.53 £9,238 0.26 0.20 £47,171 


Yes - 
extendedly 
dominated 


G-Clb £XXXXX 5.79 3.73 £XXXXX 0.27 0.20 £XXXXX No 


Final simultaneous analysis 
   


 


Technologies 
Total 
costs (£) 


Total 
LYG 


Total 
QALYs 


Inc. costs (£) 
Inc. 
LYG 


Inc. 
QALYs 


ICER (£/QALY 
gained) 


Clb £7,456 4.60 2.85         


Benda £14,857 5.26 3.33 £7,400 0.66 0.48 £15,407 


G-Clb £XXXXX 5.79 3.73 £XXXXX 0.53 0.40 £XXXXX 


 


 


 


 


 


 


 


 


 


 


3. PAS plus committee preferred assumptions with 0.76 PFS of treatment utility and new 


neutropenia cost 


 
Incremental analysis 
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Technologies 
Total 
costs (£) 


Total 
LYG 


Total 
QALYs 


Inc. costs (£) Inc. LYG Inc. QALYs 
ICER 


(£/QALY 
gained) 


Clb £7,456 4.60 2.88         


Benda £14,857 5.26 3.41 £7,400 0.66 0.52 £14,108 


R-Clb £18,846 5.08 3.26 £3,990 -0.17 -0.15 Dominated 


R-Benda £24,094 5.51 3.62 £5,248 0.43 0.36 £14,411 


G-Clb £XXXXX 5.79 3.84 £XXXXX 0.27 0.22 £XXXXX 


Incremental analysis (dominated removed) 
   


 


 
Technologies 


Total 
costs (£) 


Total 
LYG 


Total 
QALYs 


Inc. costs (£) 
Inc. 
LYG 


Inc. 
QALYs 


ICER 
(£/QALY 
gained) 


Remove?  


Clb £7,456 4.60 2.88           


Benda £14,857 5.26 3.41 £7,400 0.66 0.52 £14,108 No 


R-Benda 
£24,094 5.51 3.62 £9,238 0.26 0.21 £43,335 


Yes - 
extendedly 
dominated 


G-Clb £XXXXX 5.79 3.84 £XXXXX 0.27 0.22 £XXXXX No 


 
Final simultaneous analysis 


   


 


Technologies 
Total 
costs (£) 


Total 
LYG 


Total 
QALYs 


Inc. costs (£) 
Inc. 
LYG 


Inc. 
QALYs 


ICER (£/QALY 
gained) 


Clb £7,456 4.60 2.88         


Benda £14,857 5.26 3.41 £7,400 0.66 0.52 £14,108 


G-Clb £XXXXX 5.79 3.84 £XXXXX 0.53 0.44 £XXXXX 


 


 


 


 


 


 


 


 


 


 


4. PAS plus committee preferred assumptions with 0.76 PFS of treatment utility and original 


neutropenia cost 


Incremental analysis 
      


Technologies 
Total 
costs (£) 


Total 
LYG 


Total 
QALYs 


Inc. costs (£) Inc. LYG Inc. QALYs 
ICER 


(£/QALY 
gained) 
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Clb £8,020 4.60 2.88         


Benda £15,548 5.26 3.41 £7,527 0.66 0.52 £14,350 


R-Clb £20,002 5.08 3.26 £4,454 -0.17 -0.15 Dominated 


R-Benda £25,250 5.51 3.62 £5,248 0.43 0.36 £14,411 


G-Clb £32,599 5.79 3.84 £32,599 0.27 0.22 £32,599 


Incremental analysis (dominated removed) 
   


 


 
Technologies 


Total 
costs (£) 


Total 
LYG 


Total 
QALYs 


Inc. costs (£) 
Inc. 
LYG 


Inc. 
QALYs 


ICER 
(£/QALY 
gained) 


Remove?  


Clb £8,020 4.60 2.88           


Benda £15,548 5.26 3.41 £7,527 0.66 0.52 £14,350 No 


R-Benda 
£25,250 5.51 3.62 £9,702 0.26 0.21 £45,513 


Yes - 
extendedly 
dominated 


G-Clb £32,599 5.79 3.84 £32,599 0.27 0.22 £32,599 No 


Final simultaneous analysis 
   


 


Technologies 
Total 
costs (£) 


Total 
LYG 


Total 
QALYs 


Inc. costs (£) 
Inc. 
LYG 


Inc. 
QALYs 


ICER (£/QALY 
gained) 


Clb £8,020 4.60 2.88         


Benda £15,548 5.26 3.41 £7,527 0.66 0.52 £14,350 


G-Clb £32,599 5.79 3.84 £32,599 0.53 0.44 £32,599 


 


 


 


 


 


 


 


 


 


 


 


Incremental Analysis – bendamustine unsuitable population 


1. PAS plus committee preferred assumptions 


Incremental analysis 
      


Technologies 
Total 
costs (£) 


Total 
LYG 


Total 
QALYs 


Inc. costs 
(£) 


Inc. LYG Inc. QALYs 
ICER 


(£/QALY 
gained) 
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Clb £8,020 4.60 2.85         


R-Clb £20,002 5.08 3.20 £11,982 0.48 0.34 £34,736 


G-Clb £32,599 5.79 3.73 £32,599 0.70 0.53 £32,599 


 


2. PAS plus committee preferred assumptions and new neutropenia costs 


Incremental analysis 
      


Technologies 
Total 
costs (£) 


Total 
LYG 


Total 
QALYs 


Inc. costs 
(£) 


Inc. LYG Inc. QALYs 
ICER 


(£/QALY 
gained) 


Clb £7,456 4.60 2.85         


R-Clb £18,846 5.08 3.20 £11,390 0.48 0.34 £33,021 


G-Clb £32,599 5.79 3.73 £32,599 0.70 0.53 £32,599 


Final simultaneous incremental cost-effectiveness analysis 
  


 


Technologies 
Total 
costs (£) 


Total 
LYG 


Total 
QALYs 


Inc. costs 
(£) 


Inc. LYG Inc. QALYs 
ICER 


(£/QALY 
gained) 


Clb £7,456 4.60 2.85         


G-Clb £32,599 5.79 3.73 £32,599 1.19 0.88 £32,599 


 


 


 


 


 


 


 


3. PAS plus committee preferred assumptions with 0.76 PFS of treatment utility and new 


neutropenia cost 


Incremental analysis 
      


Technologies 
Total 
costs (£) 


Total 
LYG 


Total 
QALYs 


Inc. costs 
(£) 


Inc. LYG Inc. QALYs 
ICER 


(£/QALY 
gained) 


Clb £7,456 4.60 2.88         


R-Clb £18,846 5.08 3.26 £11,390 0.48 0.37 £30,489 


G-Clb £32,599 5.79 3.84 £32,599 0.70 0.59 £32,599 


Final simultaneous incremental cost-effectiveness analysis 
  


Technologies 
Total 
costs (£) 


Total 
LYG 


Total 
QALYs 


Inc. costs 
(£) 


Inc. LYG Inc. QALYs 
ICER 


(£/QALY 
gained) 


Clb £8,020 4.60 2.85         


G-Clb £32,599 5.79 3.73 £32,599 1.19 0.88 £32,599 
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Final simultaneous incremental cost-effectiveness analysis 
  


 


Technologies 
Total 
costs (£) 


Total 
LYG 


Total 
QALYs 


Inc. costs 
(£) 


Inc. LYG Inc. QALYs 
ICER 


(£/QALY 
gained) 


Clb £7,456 4.60 2.88         


G-Clb £32,599 5.79 3.84 £32,599 1.19 0.96 £32,599 


 


 


4. PAS plus committee preferred assumptions with 0.76 PFS of treatment utility and original 


neutropenia cost 


Incremental analysis 
      


Technologies 
Total 
costs (£) 


Total 
LYG 


Total 
QALYs 


Inc. costs 
(£) 


Inc. LYG Inc.QALYs 
ICER 


(£/QALY 
gained) 


Clb £8,020 4.60 2.88         


R-Clb £20,002 5.08 3.26 £11,982 0.48 0.37 £32,072 


G-Clb £32,599 5.79 3.84 £32,599 0.70 0.59 £32,599 


Final simultaneous incremental cost-effectiveness analysis 
  


 


Technologies 
Total 
costs (£) 


Total 
LYG 


Total 
QALYs 


Inc. costs 
(£) 


Inc. LYG Inc. QALYs 
ICER 


(£/QALY 
gained) 


Clb £8,020 4.60 2.88         


G-Clb £32,599 5.79 3.84 £32,599 1.19 0.96 £32,599 
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Here, we comment on the results in the report submitted by Roche to NICE: “Obinutuzumab 


in combination with chlorambucil for untreated chronic lymphocytic leukaemia [ID650]”.  This 


document is undated, but we received it on 3rd November 2014. 


In this document, Roche: 


 Include the PAS for obinutuzumab. 


 Incorporate all the NICE Appraisal Committee preferred parameter values which were 


identified at the first committee meeting on 3rd September 2014. 


 Consider changing the cost of treating neutropenia from £3,894 to £867. 


 Consider changing the utility in PFS off treatment from 0.71 (committee preferred value) 


to 0.76. 


In a previous report, Roche say that the changes requested by the NICE Appraisal 


Committee were the following: 


• Item 1 PenTAG base case: Utility whilst on obinutuzumab after first cycle of therapy. 


• PenTAG sensitivity analysis: Utility PFS off treatment decreased from 0.82 to 0.71. 


• Item 3 PenTAG base case: Mean dose of bendamustine and rituximab in 


bendamustine + rituximab arm. 


• Item 4 PenTAG base case: PFS hazard ratio between obinutuzumab + chlorambucil 


and bendamustine + rituximab increased from 0.68 to 0.76. 


• Item 5 PenTAG base case: PFS hazard ratio obinutuzumab Clb vs. Benda from 0.40 


to 0.55. 


We agree that these were indeed the changes requested by the Committee. 


 


We agree with all the results in Roche’s updated analyses. 





