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The manufacturer identified eight issues in relation to factual errors in the original ERG
report. Only two were considered to be factual errors by the ERG (clarification about the
company’s meta-analysis and model coding) resulting in changes being necessary to be
made to the report. In addition the ERG identified minor errors which also resulted in minor
changes to the ERG report. The pages of the report affected are presented here. Text that
remains unaltered is greyed out.
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The ERG is, therefore, unable to comment on whether the CFS-
OSDI response as defined in SANSIKA (CFS improvement = 2 and OSDI improvement 2
30%) or the CFS-OSDI response defined post-hoc (also using data from SANSIKA) and
used to inform the economic model base case (CFS improvement = 3 and OSDI

improvement = 30%), is most appropriate.
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Other issues identified by the ERG are: incorrect AT usage calculations, incorrect
discounting, naive and inaccurate modelling of the age/sex profile of patients and insufficient

variation in the trial outcome parameter values used in the PSA.
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If all of the ERG amendments are applied, the ICER per QALY gained

increases from £19,156 (company’s estimate) to £53,378.
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Only the meta-analyses presented in the CS for the subgroup of patients with
severe DED and Sjogren’s syndrome (severe FAS) are considered relevant to the decision
problem by the ERG. During the factual error checking process, the company also clarified
that the meta-analysis was conducted at the individual patient data level (with the initial raw

data) thus weighting the studies according to their size and maintaining randomisation.

Ciclosporin for treating dry eye disease
Single Technology Appraisal: Evidence Review Group Report

Page 37 of 92
Copyright 2015 Queen's Printer and Controller of HMSO. All rights reserved.



T e e o e e e e R

+ Ikervis *

m  Vehicle /

0.30 +—| Gt
—— Vehicle discontinuation trend

< : ST y = 0.0203x + 0.0409
.% = lkervis - long term discontinuation trend R? = 0.9731
2 025

c

e

(=]

(%]

(7}

2

€ 020

o

E

©

2

s 015

s -

©

<

3

=

® 0.10 +

3

E y = 0.0158x - 0.0026
© R? =0.9450

Months

5.5.7 Artificial tear use error

The ERG has identified an inconsistency between the calculation of AT use at baseline and
at 6 months. The company has argued that there is no basis for distinguishing between the
number of drops per eye per day recorded in the two trial arms (16.54 for the vehicle arm
and 13.24 in the lkervis arm) as the difference is not statistically significant. However the
difference recorded at 6 months is much smaller (7.32 and 6.34 respectively) and is also not
statistically significant. Moreover, the proportionate reduction in AT use is very similar in the
two trial arms (55.7% in the vehicle arm and 52.1% in the lkervis arm). There is therefore no
basis for employing different AT use estimates for patients responding to treatment in either
arm. If an average usage of 6.83 drops per eye per day is applied to the model, the ICER for
Ikervis vs vehicle increases to £36,307 per QALY using the SANSIKA protocol definition of
response, and to £20,950 per QALY using the company’s post hoc definition.
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5.5.8 Model coding errors

Section deleted following the factual error checking process.
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The model submitted by the company is framed around evidence from the SANSIKA ftrial,
but uses as base case a post-hoc alteration to the key outcome definition which substantially
improves the estimated ICER in favour of Ikervis. The ERG has identified several problems
with the implementation of the model, and the use made of SANSIKA results to populate the
model. The ERG has sought to rectify errors and improve the calibration of key parameter

values wherever possible.

The ERG concludes that, even if the model were to be accepted as a basis for decision-
making, implementation of the ERG amendments leads to the estimated base case ICER

per QALY gained being considerably greater than that presented in the CS.
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6 IMPACT ON THE ICER OF ADDITIONAL CLINICAL AND
ECONOMIC ANALYSES UNDERTAKEN BY THE ERG

A detailed summary of the various model corrections and amendments identified and
implemented by the ERG is shown in Table 25.

The possibility that the trial population includes some more recently diagnosed patients
whose condition may be more amenable to non-CsA treatments cannot be resolved from the
limited trial evidence currently available. If confirmatory evidence is obtained, then limiting
CsA-based treatment to more established severe DED would result in better relative
effectiveness for lkervis, though the extent of effect on the estimated ICER cannot be

estimated with any confidence.
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Table 25 Cost effectiveness results for lkervis versus vehicle with ERG revisions to company’s base case comparison

lkervis + AT Vehicle + AT Incremental ICER ICER
Model scenarios & ERG revisions
Cost QALYs Cost QALYs Cost QALYs £/QALY Change
R5. Artificial tears use £16,038 9.744 £15,257 9.707 £780 0.037 £20,950 + £1,795
B. Applying R1-R6 £15,664 9.414 £14,735 9.397 £929 0.017 £53,378 + £34,222
R5. Artificial tears use £16,191 9.788 £14,942 9.754 £1,249 0.034 £36,307 + £3,016
D. Applying R1-R6 £15,786 9.406 £14,329 9.458 £1,457 -0.052 DOM -

QALYs = quality adjusted life years; DOM = dominated (more costly and less effective)
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Nevertheless, the ERG has attempted to address key issues with the company’s model

where possible.
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8 OVERALL CONCLUSIONS

The ERG draws the following conclusions:

Six ERG amendments to the model utilising preferred alternative parameter values
result in an ICER per QALY gained of £53,378 for Ikervis plus AT versus vehicle plus
AT using the post-hoc definition of CFS-OSDI response, whereas Ikervis plus AT is
dominated by vehicle plus AT (leads to fewer QALY gains and is more costly) when
using the pre-specified primary outcome for the SANSIKA ftrial.
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10.3 Appendix 3: Implementation of ERG decision model amendments

Model amendments implemented by the ERG are activated by a series of modification logic
switches; these take the value 0 when the original model logic is active, and positive integer
values (1, 2,...,n) when alternative values or assumptions are active. The logic switches are
labelled Mod_1 to Mod_7 (Mod_3 was exploratory but is not used by ERG as it has no

impact on any model ICERs, and is not described here).
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On Sheet ‘Cost and resource use’
Enter formulae in cells as follows:
Cell D38 = IF(Mod_4 =0, 7.32, (7.32+6.34)/2)
Cell D39 = IF(Mod_4 = 0, 6.34, (7.32+6.34)/2)
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VBA macro GetICER

Sub GetICER()

' GetICER Macro
' Run through a set of age and gender scenarios and copy and paste the resulting ICER.

: Keyboard Shortcut: Ctrl+Shift+l
Dim i As Integer
Application.ScreenUpdating = False
Sheets("ByAge").Select
Range("A4").Activate

Fori=1To 34

Set m = ActiveCell

m.Range("A1:B1").Select

Selection.Copy

Range("A2:C2").Select

Selection.PasteSpecial Paste:=xIPasteValuesAndNumberFormats, Operation:= _
xINone, SkipBlanks:=False, Transpose:=False

Range("E2:K2").Select

Application.CutCopyMode = False

Selection.Copy

m.Offset(0, 4).Range("A1").Select

Selection.PasteSpecial Paste:=xIPasteValuesAndNumberFormats, Operation:= _
xINone, SkipBlanks:=False, Transpose:=False

m.Offset(1, 0).Range("A1").Select

Next i

Sheets("ByAge").Select
Range("A2").Value = 61
Range("B2").Value = 0.5

Sheets("ByAge").Select
Range("A39").Activate

Application.ScreenUpdating = True

End Sub
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