Response to NICE Questions Jan 2009

Section A: Clarification on effectiveness data

Systematic review

Al. Please provide atable of all the studies of comparator
interventions identified during the review. Please provide the inclusion
and exclusion criteria for each study and justification for
inclusion/exclusion in subsequent analyses.

Appendix 1 provides an overview of the studies identified for the comparators
in the literature review with the reason for inclusion or exclusion in the
subsequent indirect treatment comparison (Table 1). The table does not
include the inclusion/exclusion criteria for the individual studies as confirmed
with NICE on the 27th January 2009.

Appendix 1 also includes an overview of the studies identified for each
comparator and reasons for exclusion of studies from the indirect comparison
analyses.

PUVA trials

A2. Please provide tabulated details of all 13 identified PUVA studies,
including each study’s definition of response and efficacy/safety results
(including those for the Adams et al 2007 and Grattan et al 1991 studies,
which are not currently presented).

Tabulated details are included in appendix 1 table 2.

A3. Please provide the response rates of the PUVA arms for all of the
13 identified studies.

Table 2 of appendix 1 includes this information.

A4. On page 58 it is stated that four of the PUVA trials provide only
mean reduction in severity and do not report number of responders. Is it
possible for you to synthesise the mean reduction in severity from these
trials with the corresponding mean reduction in severity from the
alitretinoin trials for comparison and factor these into their model?

The results of the four trials that were not included in the indirect comparison
because only mean reduction in disease severity was reported, are shown in
appendix 1, table 3.



¢ In the case of the alitretinoin arm of the model, 4 weekly efficacy
ratings by mTLSS reduction could potentially have been used instead
of PGA states because matched mTLSS data are available from study
visits, however it is not clear how the PUVA arm could be modified to
take account of these 4 PUVA trials.

e The 4 PUVA studies use different continuous rating instruments, the
results of which would be difficult to synthesise. There are insufficient
details regarding corresponding categorical PGA status or similar to
allow validation of scores by correlation with categorical disease state.

e Furthermore, CHE is almost certainly of different baseline severity in
these PUVA studies. The largest PUVA trial of Coevoorden et al uses a
severity score which appears the most similar to mTLSS, however
baseline severity is 41% of the maximum score for the instrument used
(8.3/21) whereas in the alitretinoin trial baseline severity is 74% of the
maximum mTLSS (15.6/21). Because of differences in baseline
severity, comparison of mean reductions in severity are potentially
misleading even if sufficiently similar instrument ratings could be
identified for comparison.

Quality of life data

A5. Please clarify whether quality of life was measured in trials
BAPO00089 and BAP00091? If so, please provide the results.

e Quality of life was not measured in these phase Il trials but was
measured in the BAP0O003 study from which evidence was presented.
Additional evidence of the impact of change in CHE severity on quality
of life was presented from an observational study.

DLQl analysis

AB. Please provide further tabulated details of the DLQI analysis in
BAPO00003 (including population characteristics for DLQI subgroups)

e Thank you for your clarification of question A6 in response to our query.
For the sake of clarity we will refer to the two different DLQI analyses
performed on BAP0OOO3 study data as follows :

Analysis 1: Treatment effect on DLQI (original protocol specified analysis)
Analysis 2: DLQI analysis independent of treatment effect (conducted for
the purposes of NICE submission)

e The population used for analysis 1 was the overall BAPO0003
randomised study population but DLQI data was collected only in a
subset of the population where a validated DLQI was available in the
local language and where matched baseline-12 week questionnaires
were completed.

e Please find details of the BAPO0O0O03 population characteristics and
results of Analysis 1 of treatment effect on DLQI in appendix 2



e As stressed in our submission, alitretinoin doses and patient population
in BAP0OOO3 do not match the phase Il trial population or the alitretinoin
licensed indication because there was no 30mg dose group and the
population was mostly of PGA moderate severity at baseline.

e Asregards analysis 2 of DLQI independent of treatment effect: As per
analysis 1, the population analysed was a subset of all patients based
on availability of paired DLQI questionnaires in the right language
rather than a particular subgroup. Patient characteristics for patients
included in analysis 2 are as per appendix 2 for the DLQI analysis
population; analysis 2 was by PGA state rather than treatment group as
in analysis 1.

Safety data

A7. Please provide complete tabulated data from the special safety
assessments discussed on p.70-71.

Please see appendix 3 for the tables of special safety assessments requested
and additional attachments of relevant summaries of special safety findings.
The summarised information may provide a better overview of findings in the
pooled population exposed to alitretinoin to date and special safety in patients
receiving longer periods of intermittent and continuous exposure because of
sequential participation in BAP0O0089 and BAP00091 studies.

A8.  On page 93 of your submission it is stated that “The probability
associated with withdrawing from treatment had to be estimated for most
adverse events since there was no data available.” Therefore please clarify
the methods used to derive all the withdrawal rate and adverse event
estimates, for example were any based on clinical opinion?

= For the comparators azathioprine, ciclosporin and PUVA, because no
comparable trial evidence exists in CHE, reliance was placed on reported
tolerability in different indications (eg atopic eczema) or on anecdotal
experience of these treatments in CHE.

= Comparator adverse event rates were derived from the Summary of
Product Characteristics in the case of azathioprine and ciclosporin with
reference as far as possible to dermatological doses which are usually
lower than doses used in transplant indications.

= In the case of PUVA, adverse event estimates were derived from a
published paper (Laube, George. Adverse Effects with PUVA and UVB
phototherapy, Journal of Dermatology Treatment 2001, 12, 101-105)

= The probability of withdrawal due to an AE for alitretinoin (20%) was based
on the trial observation that headache-related withdrawal occurred in 4%
of patients whereas the rate that headache was reported was



approximately 20%, giving a 1 in 5 (20%) probability of withdrawal for this
event in the model. In the absence of equivalent data for comparator AEs,
a withdrawal probability of 1 in 5 was used for transient AEs (< 4 weeks
duration) on the assumption that, like headache, they could be managed
without discontinuation in the majority of cases. An arbitrarily higher value
of 40% was assumed for permanent AEs such as hypertension (> 4 weeks
duration) as it was assumed that the longer term implication of continued
drug exposure would prompt discontinuation in a higher proportion of
cases. It should be noted that these withdrawal probabilities have minimal
influence on the estimated cost-effectiveness ratios as the probability of
occurrence is low.

Also please clarify whether any data on withdrawal rates due to adverse
events, other than headache in the alitretinoin trial, were available (for
example from the other RCTs obtained during the review).

Appendix 4 provides the withdrawal rates from the BAP0O0089, BAP00091
studies. These data confirm that the main treatment related reason for
discontinuation in patients taking alitretinoin was headache and that this is a
dose dependent adverse event, being highest in the 40mg group in phase Il

BAPO00003 and lowest in the 10mg group, hence its proposed role in the
management of headache on the higher dose.

Sub-group analysis

A9.

The report provides a sub-group analysis for hyperkeratotic patients.

Please provide the corresponding analysis for the sub-group of non-
hyperkeratotic patients.

Further sub-group analysis has been performed for the following groups of
patients:

0 Hyperkeratotic and pompholyx
o0 Pompholyx only

The table below provides the 24 week data for the different sub-groups
from BAP00089

Four weekly data were not available for the sub-group analysis within the
time-frame available and therefore the efficacy was modelled linearly over
the 24 week period for both the first and subsequent cycles, BAP00089
and BAP00091

Only 5% of patients had disease that was classified as pompholyx alone.
Furthermore, analysis of mTLSS indicates that only 1% of patients had
vesicular CHE without also having a significant score for hyperkeratosis. In
BAP00091 only one patient classified as pompholyx received 30mg



alitretinoin and therefore it was not felt appropriate to model this patient
group

CHE subtype Hyperkeratotic Hyperkeratotic/Pompholyx ~ Pompholyx

(% of ITT (64%) (22%) (5%)
population)

Response rate 30mg: 54% 30mg: 33% 30mg: 33%
(PGA) 10 mg: 30% 10 mg: 23% 10 mg: 22%
Clear/almost Placebo: 12% Placebo: 12% Placebo: 30%

clear

Hyperkeratotic and Pompholyx Sub-group analysis

e Tables below provide the transition probabilities for patients with
hyperkeratotic and pompholyx disease for alitretinoin and placebo

e For the comparator model — sub-group data are not available for the
comparators and therefore the same data were used as in the main
comparison

e In BAP00091 patients with hyperkeratotic and pompholyx disease at 24
weeks had either PGA status severe or clear/almost clear. Therefore
patients have been moved linearly over 24 weeks through these two
PGA states with no patients with mild or moderate disease.

e For the placebo model - In BAP00091 data were not available in the
time-frame available for patients that received placebo in BAP0O0089
and placebo in BAP00091 for this sub-group. Therefore data for the 13
patients in the whole population has been used.

Alitretinoin First Cycle (30mg; BAP00089) — Hyperkeratotic and pompholix
Disease Severity
Week Remission Mild Moderate Severe Refractory
4 0.056 0.030 0.048 0.867 0.000
8 0.111 0.059 0.096 0.733 0.000
12 0.167 0.089 0.145 0.600 0.000
16 0.222 0.119 0.193 0.467 0.000
20 0.278 0.148 0.241 0.333 0.000
24 0.333 0.178 0.289 0.200 0.000




Alitretinoin Subsequent Cycles (30mg; BAP00091) — Hyperkeratotic and pompholyx

Disease Severity
Week Remission Mild Moderate Severe Refractory
4 0.125 0.000 0.000 0.875 0.000
8 0.250 0.000 0.000 0.750 0.000
12 0.375 0.000 0.000 0.625 0.000
16 0.500 0.000 0.000 0.500 0.000
20 0.625 0.000 0.000 0.375 0.000
24 0.750 0.000 0.000 0.250 0.000

Placebo — First Cycle (BAP00089) — Hyperkeratotic and Pompholyx

Disease Severity
Week Remission Mild Moderate Severe Refractory
4 0.020 0.040 0.032 0.909 0.000
8 0.040 0.079 0.063 0.818 0.000
12 0.060 0.119 0.095 0.727 0.000
16 0.079 0.159 0.127 0.635 0.000
20 0.099 0.198 0.158 0.544 0.000
24 0.119 0.238 0.190 0.453 0.000

Placebo (Responders) - Subsequent cycles (Analysis of 13 patients from BAP00091)

Disease Severity
Week Remission Mild Moderate Severe Refractory
4 0.115 0.000 0.051 0.833 0.000
8 0.231 0.000 0.103 0.667 0.000
12 0.346 0.000 0.154 0.500 0.000
16 0.462 0.000 0.205 0.333 0.000
20 0.577 0.000 0.256 0.167 0.000
24 0.692 0.000 0.308 0.000 0.000
Results

e Results are presented below for the base case (including costs of TSH

monitoring)




Incremental Total Incremental
Treatment Total Costs Costs Utility Utility ICER
Placebo (Hyperkeratotic and
Pompholyx) £566.81 1.76
Alitretinoin (Hyperkeratotic and
Pompholyx) £2,867.43 £2,300.62 1.84 0.08 £26,013.22
PUVA £3,640.90 1.80
L . -£19,472.48
Alitretinoin (Hyperkeratotic and £2,867.43 £733.47 1.84 0.04 (Alitretinoin
Pompholyx) ;
dominant)
Ciclosporin £1,683.44 1.80
Alitretinoin (Hyperkeratotic and
Pompholyx) £2,867.43 £1,183.99 1.84 0.04 £27,950.50
Azathioprine £845.80 1.76
Alitretinoin (Hyperkeratotic and
Pompholyx) £2,867.43 £2,012.63 1.84 0.08 £24,631.59

A10. Please provide further detail about how the treatment effect was
adjusted for the hyperkeratotic sub-group analysis.

Which trials provided the source of the data and what type of analysis
was used to calculate the sub-group specific treatment effect?

e The same analysis was performed as for the overall study population
from which the hyperkeratotic subgroup came. See also question 9
above.

¢ All data were derived from the BAP00089 and BAP00091 study and the
subgroup analysis was identical in all respects to the analysis
performed for the overall population with the exception that it was
performed on patients classified by investigators as hyperkeratotic only,
patients classified as hyperkeratotic and pompholyx and patients
classified as pompholyx only.

Why do the re-treatment transition probabilities for the hyperketatotic
sub-group differ to the re-treatment transition probabilities for the
overall patient population, as it seems these were based on the same
trial?

e The re-treatment transition probabilities for the hyperkeratotic subgroup
were from a subgroup analysis of the trial BAPO0O091 and therefore
differed from the overall patient population. In addition data were only
available for the 24 week time point for this sub-group and therefore
transition probabilities were back-calculated linearly over the 24 week
time period rather than being available at 4 weekly time points.

Sub-group analysis of re-treatment of hyperkeratotic patients from BAP00091




PGA status at 24 weeks Alitretinoin 30mg
N=45

Clear/Almost Clear 80.0%

Mild 8.9%

Moderate 4.4%

Severe 6.7%

Miscellaneous

Al1l. Please provide full tabulated details of BAP00626 as have been
provided for the randomised trials.

These are provided in Appendix 5

Al12. On page 77 in paragraph four, two consecutive statements appear
to contradict each other. It is stated that “65% of responders (as defined
previously) did not relapse during the 6 month period post-treatment
with a median time to relapse of 168 days in patients responding to
30mg alitretinoin.” The median time to relapse would suggest that 50%
of responders had relapsed by five and a half months. Please can you
clarify the discrepancy between the figures?

The apparent discrepancy may be explained as follows. The median time to
relapse is an estimated value, calculated according to Kaplan-Meier analysis,
with patients censored at the time of their last non-relapse assessment. When
patients are censored, they are not counted in the numerator of relapsed
patients (since they have not relapsed) or in the denominator of all patients
(since they have no possibility of contributing to the numerator). This means
that the calculation changes with every event of censoring.

Al13. To evaluate any potential underlying seasonal effects, please
provide details of the monthly response and relapse rates for the
placebo arms of BAP00089 or BAPOO091.

e The best approach to the evaluation of a potential seasonal effect was
not immediately clear. We felt that this would require analysis of the
probability of response for placebo patients by calendar month relative
to time on treatment because peaks in response in any month could be
treatment time as well as season-dependent.

¢ In the time available we have been able to analyse the PGA response
by month for the placebo group as requested in the table and
accompanying graph below. As regards a potential seasonal effect on
relapse, only 15 placebo-responding patients relapsed during the follow
up period and this was of six months duration. We have therefore not
attempted this analysis but would be happy to do so if considered
necessary. As no treatment was given during follow up observation for




relapse, it would seem reasonable to assume that a seasonal effect
consistent with the published literature could be presumed.

e From the summary of response by month below it might appear that
placebo response rate is indeed lowest in winter and highest in
spring/summer, however there are inconsistencies such as the twin
peaks of placebo response in late winter and late summer and the
potential effect of duration of treatment with placebo in individual
patients has not been factored into this analysis.

e We would be happy to discuss options to explore the question of
seasonal effect further with NICE as required.

Summary by month of % PGA responses observed in placebo-treated
patients in BAP0O0OO89 study
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Al14. Inthe trials of alitretinoin, the time to relapse was approximately

the same for alitretinoin and placebo (see p43 and p46). Please can you
clarify whether the clinicians on the expert panel were presented with

this evidence when they provided estimates of the time to relapse for the

comparators, as these are significantly shorter than the time to relapse
with alitretinoin (and placebo).




Expert panel members were provided with the April 2008 BJD
publication of the BAP0OO0O0S89 trial and asked to review it as pre-work for
the meeting in the meeting invitation. (see appendix 7) Median time to
relapse for alitretinoin 10mg, 30mg and placebo was displayed in a
table of secondary efficacy parameters of the publication and the
median time to relapse in alitretinoin groups is mentioned in the
summary and discussion sections of this paper.

In addition panel invitees were asked to complete and return a brief
CHE treatment questionnaire prior to the meeting. This was designed
to explore the severity of CHE patients treated with different
approaches in their centres and the efficacy and durability of remission
produced by such treatments.(see appendix 7 for invite, questionnaire
and meeting report and response to B2 below for additional
information)

Question 4 of the pre-meeting questionnaire relating to durability of
treatment response was worded as follows:

Q_" Considering those patients achieving a response to systemic
therapy or phototherapy (either defined as PGA clear/almost clear or a
substantial % improvement); what proportion would have relapsed to at
least 75% of their original disease severity by:

4 weeks

8 weeks

12 weeks

16 weeks

20 weeks

24 weeks

Please specify which agents are associated with any particular period
of relapse if possible”

This was phrased to allow for potential differences in the definition of a
meaningful response that could be clarified at the meeting.

The main features of the BAP0O0089 trial were briefly presented by the
UK Medical Director of Basilea at the panel meeting and questions
were invited from the panel of experts; no specific questions about time
to relapse in the trial were raised. (see clinical presentation attached)
In response to a specific question from Basilea the panel agreed that
the trial definition was acceptably close to the normal clinical definition
of relapse “sufficient to be retreated with systemic therapy or PUVA”
The estimation of relapse rates for comparators was the main objective
of the panel meeting and this is reflected in the information captured in
the panel report. There was, in addition, considerable discussion
regarding individual agents at the meeting however opinions or
background rationale to the expert estimates were not generally
included in the report. Further background is therefore provided below.
Panel consensus was established regarding the relatively rapid rate of
relapse associated with ciclosporin and this was illustrated by one
dermatologist who used the example of “rebound” exacerbation
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sometimes seen with this agent when used in severe psoriasis. For
several experts, rapid relapse was stressed as the major reason their
use of ciclosporin had declined in CHE whereas for others, safety
concerns were the major reason cited.

e Azathioprine was generally considered to have a slower time to relapse
than ciclosporin, possibly through different immunological mechanisms
as it was noted to also be slower to produce improvement. Precise
estimation of time to relapse (as defined in the BAPO0089 trial) for
azathioprine was felt to be difficult for some experts because of the
relatively small number of patients recalled to have fully responded (as
per the PGA definition (and therefore observable for a 75%
deterioration in severity) and the consequent tendency to treat patients
continuously with this agent to maintain control of CHE rather than
clear hands

e |t was stressed that topical steroids would continue to be used and
would probably act to prolong “response” (however defined) for all the
comparators discussed.

A15. Inthe background section, please comment further on the
appropriateness and relevance to clinical practice of providing only
emollients to patients with severe refractory CHE. This is because we
have been informed by a clinical adviser that (in the absence of
alitretinoin) the majority of patients with severe hand eczema would
continue to use topical steroids even if they no longer received much
benefit. In addition, patients ineligible for PUVA or immunosuppressants
would also continue to receive topical steroids. Given that alitretinoin is
the only licensed treatment for severe chronic hand eczema, a
comparison with supportive care/'do nothing' may therefore considered
to be warranted.

e The population defined in the NICE final scope for the appraisal of
alitretinoin is adult patients with severe CHE refractory to potent topical
steroids. It is however appreciated that information from experts may
come to light during the consultation process that may throw up
additional questions of interest, hence we are happy to provide our
perspective on these questions:

Appropriateness

e Eligibility for treatment in the BAP0O0089 trial depended on the
documentation of no benefit (40-48%), inadequate benefit (49-59%)
from previous topical steroids or inability to tolerate these agents (1-
3%).

e Although topical steroids are unlikely to cause systemic toxicity when
used in adults with CHE, topical steroids have well recognised local
side effects which include skin atrophy and susceptibility to trauma and
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further, a body of opinion supports a role for topical steroids in the
perpetuation of CHE by impairment of skin barrier function.

From the patient perspective it is clear that the application of topical
treatments is often considered messy and inconvenient because it
interferes with normal life activities.

In view of these potential drawbacks to topical steroid use there would
be no clear justification for their further use (at least at study outset) in
the absence of any obvious benefit to be obtained.

Relevance to clinical practice

It is clear that current clinical practice often does include the use of
topical steroids in CHE even in the absence of significant benefit and
multiple factors may be responsible for this.

Without adequately effective systemic or phototherapy treatment for
steroid refractory patients there is likely to remain an underlying
compulsion to continue to help the patient rather than appear to cease
all potentially effective treatment.

In the absence of a reliable evidence base or guidelines to change long
standing practice, continued use of topical steroids in CHE may be
easily rationalised because they may be perceived as relatively benign
and cheap to provide.

The placebo arm of the BAP00089 trial provides RCT evidence that
meticulous attention to patch testing, allergen avoidance, protection
from irritants and optimal emollient therapy can result in reasonable
rates of PGA defined response in this population without the use of
topical steroids or other active medication. This evidence would tend to
refute the necessity of topical steroids in the “supportive care” of
patients with severe CHE provided the standard supportive care of
CHE can be optimised, although the additional contribution of a truly
psychological placebo effect in the trial is difficult to estimate.

On the other hand, topical steroids are recognised to be associated
with tachyphylaxis due to change in skin vascular responsiveness and
this may be reversible after a suitable holiday from their use, hence it is
possible that intermittent use in clinical practice does produce
additional clinical benefit and might have done so in the alitretinoin
trials, however there is currently limited evidence to support this.

Given the potential effects on the skin barrier described above, if
topical steroids were to be re-introduced to previously refractory
patients it would seem most appropriate to do this once patients had
achieved a significant degree of improvement.

Future trials of alitretinoin may be able to elucidate these questions but
for the purposes of the placebo model attached we have not attempted
to factor in a potentially beneficial topical steroid effect as it is not
possible to quantify this.
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Section B: Clarification on cost effectiveness data

The structure of the model

B1. Please could you consider to provide a model that includes a
‘supportive care’ arm, as this may be considered a relevant alternative
(particularly in patients who are no longer eligible for
immunosuppressants or PUVA). We are aware that this is not specified
in the scope but during the discussion with the clinical adviser this has
been described as a possibility. (see A15). The ‘supportive care’ option
could reflect the management of patients in the placebo arm of the
clinical trials or may include the ongoing use of topical steroids.

e Please see the placebo controlled model for the overall population and
the hyperkeratotic sub population submitted with these responses
(CHE Placebo Model v4 and CHE Placebo Model Hyperkeratotic
subgroup respectively)

Placebo Model

e Data from BAP00089 and BAPO0091 trials for first cycle and
subsequent cycles respectively are used to estimate the cost-
effectiveness of alitretinoin compared to placebo. The clinical efficacy
data is summarised in the tables below.

e For the placebo re-treatment data a separate analysis was performed
to understand the efficacy of patients responding to placebo in
BAPO00089 and then receiving placebo in BAPO0091. This represents
13 patients only. In addition these data were only available for the 24
week time-point and therefore the data were linearly allocated over a 4
weekly time period. For the other data 4 weekly data from BAP0O0089
and BAP00091 were used.

e In the placebo compared to alitretinoin model, both arms were
assumed to use supportive treatments — emollients and dermatologist
visits. In addition, the alitretinoin arm was assumed to include two
blood tests over a 24 week treatment cycle from TSH monitoring. (As
requested in question B13) No adverse events were modelled. All other
model assumptions, variables and values are the same as the base
case analysis.
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Placebo — First Cycle (BAP00089)

Disease Severity

Week Remission Mild Moderate Severe Refractory
4 0.020 0.055 0.338 0.587 0.000
8 0.034 0.147 0.373 0.446 0.000
12 0.044 0.225 0.333 0.397 0.000
16 0.093 0.201 0.348 0.358 0.000
20 0.108 0.245 0.299 0.348 0.000
24 0.167 0.196 0.304 0.333 0.000

Placebo (Responders) - Subsequent cycles (Analysis of 13 patients from BAP00091)

Disease Severity

Week Remission Mild Moderate Severe Refractory
4 0.115 0.000 0.051 0.833 0.000
8 0.231 0.000 0.103 0.667 0.000
12 0.346 0.000 0.154 0.500 0.000
16 0.462 0.000 0.205 0.333 0.000
20 0.577 0.000 0.256 0.167 0.000
24 0.692 0.000 0.308 0.000 0.000

Alitretinoin First Cycle (30mg; BAP00089)
Disease Severity

Week Remission Mild Moderate Severe Refractory
4 0.072 0.161 0.374 0.394 0.000
8 0.236 0.204 0.345 0.214 0.000
12 0.280 0.233 0.285 0.201 0.000
16 0.339 0.243 0.246 0.172 0.000
20 0.408 0.192 0.231 0.170 0.000
24 0.478 0.145 0.216 0.162 0.000

Alitretinoin Subsequent Cycles (30mg; BAP00091)
Disease Severity

Week Remission Mild Moderate Severe Refractory
4 0.191 0.362 0.340 0.106 0.000
8 0.479 0.313 0.188 0.021 0.000
12 0.429 0.469 0.061 0.041 0.000
16 0.714 0.184 0.061 0.041 0.000
20 0.694 0.163 0.102 0.041 0.000
24 0.796 0.082 0.041 0.082 0.000
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Results

Total

Incremental

Total

Incremental

Scenarios Treatment Costs Costs Utility Utility ICER
Base Case
Placebo £611.83 1.79
Alitretinoin £3,391.98 £2,780.15 2.01 0.22 £12,930.96
1 year
Placebo £313.55 0.65
Alitretinoin £2,207.96 £1,894.41 0.74 0.09 £21,562.06
6 years
Placebo £995.00 3.32
Alitretinoin £4,432.32 £3,437.32 3.63 0.31 £11,171.56
10 years
Placebo £1,438.95 5.12
Alitretinoin £4,975.34 £3,536.39 5.44 0.32 £10,967.78
20 years
Placebo £2,315.14 8.67
Alitretinoin £5,969.17 £3,594.03 9.01 0.34 £10,765.49

An analysis of Hyperkeratotic patients was conducted using the placebo

model.

e A sub-group analysis of patients in BAP00089 and BAP0O0091 was

performed using the same analysis used for the whole patient
population of the studies

e 24 week data only were available for the hyperkeratotic sub-group

analysis and therefore data have been modelled linearly at 4 weekly
time points over the 24 week period

e For the placebo re-treatment data no sub-group analysis were available
for patients that received placebo in both BAP0O0089 and BAPO0091.
Therefore re-treatment data for the 13 patients used in the main

placebo model were used for this sub-group analysis
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Hyperkeratotic subgroup — Placebo First Cycle (30mg; BAP00089)

Disease Severity
Week Remission Mild Moderate Severe Refractory
4 0.021 0.035 0.060 0.883 0.000
8 0.042 0.071 0.121 0.766 0.000
12 0.063 0.106 0.181 0.650 0.000
16 0.084 0.142 0.241 0.533 0.000
20 0.105 0.177 0.302 0.416 0.000
24 0.126 0.213 0.362 0.299 0.000

Hyperkeratotic subgroup — Placebo Subsequent Cycles (30mg; BAP00091)

Disease Severity
Week Remission Mild Moderate Severe Refractory
4 0.115 0.000 0.051 0.833 0.000
8 0.231 0.000 0.103 0.667 0.000
12 0.346 0.000 0.154 0.500 0.000
16 0.462 0.000 0.205 0.333 0.000
20 0.577 0.000 0.256 0.167 0.000
24 0.692 0.000 0.308 0.000 0.000
Hyperkeratotic subgroup — Alitretinoin First Cycle (30mg; BAP00089)
Disease Severity
Week Remission Mild Moderate Severe Refractory
4 0.090 0.025 0.028 0.856 0.000
8 0.181 0.050 0.057 0.712 0.000
12 0.271 0.076 0.085 0.568 0.000
16 0.362 0.101 0.114 0.424 0.000
20 0.452 0.126 0.142 0.280 0.000
24 0.543 0.151 0.171 0.136 0.000

Hyperkeratotic subgroup — Alitretinoin Subsequent Cycles (30mg; BAP00091)

Disease Severity
Week Remission Mild Moderate Severe Refractory
4 0.133 0.015 0.007 0.844 0.000
8 0.267 0.030 0.015 0.689 0.000
12 0.400 0.044 0.022 0.533 0.000
16 0.533 0.059 0.030 0.378 0.000
20 0.667 0.074 0.037 0.222 0.000
24 0.800 0.089 0.044 0.067 0.000
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Results

Scenarios

Total Incremental Total Incremental
Treatment Costs Costs Utility Utility ICER
Base Case )
Placebo (Hyperkeratotic) £585.44 1.76
Alitretinoin (Hyperkeratotic) | £3,419.91 £2834.47 1.95 0.19 £15,018.95

B2. Please provide further details about the use of clinical opinion in
estimating parameters for the model. In particular the method used to
synthesise the clinicians’ estimates, details of how many clinicians were
invited to take part, the evidence the clinicians were presented with and
the questions the clinicians were required to answer. Were the clinicians
asked to provide estimates of uncertainty as well as point estimates?
Were the clinicians asked to estimate the distribution of patients
between the severe, moderate, and mild and remission states over a
series of four week periods? If possible, please provide the full report of
the expert panel meeting.

Pre-work for the expert panel meeting and evidence presented to the
experts

e Please see appendix 7 for full documentation of the expert panel invite
letter, instructions for meeting pre-work, pre-meeting treatment
guestionnaire and final meeting report showing the panel composition
and main estimates generated. In addition, the slides presented at the
meeting are attached to this response document. Please note that
analysis 2 of DLQI values from the BAP0O0089 study had not been
conducted at the time of the expert panel meeting therefore different
preliminary observational DLQI data from the Augustin study is referred
to in the WG presentation. The final Augustin data as used in sensitivity
analysis in the submission was similarly not available at that point. (see
guestion A6 and B5)

e As per response to question Al4, expert panel members were provided
with the April 2008 BJD publication of the BAP00089 trial and asked to
review it as pre-work for the meeting (see meeting invitation). They
were also asked to complete a brief CHE treatment questionnaire prior
to the meeting. This was designed to explore the severity of CHE
patients treated in different centres and the efficacy and durability of
remission produced by the treatments to allow time for detailed
discussion at the meeting.

e Questionnaire responses were received in time for the meeting from 4
of the 6 experts and a summary of results was shown in slide format
(WG consulting slides). In addition, the summarised results of a similar
exercise conducted in Scotland for the purposes of SMC submission
were presented in order to explore possible reasons for variability
between a larger number of UK centres.
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Some of the variability in questionnaire estimates of efficacy for
comparators appeared to result from differences in the proportion of
PGA severe CHE treated. In both the Scottish and English/Welsh
guestionnaire returns, the highest estimate of efficacy for PUVA was
from centres treating the highest proportion of patients classified as
PGA moderate in response to the questionnaire, which included the
PGA classification for reference.

It was noted from discussion of the published trials of PUVA in CHE
that baseline severity was either not clearly stated or appeared lower
than in the alitretinoin trials; for example in the studies of Rosen and
Coevoorden et al, mean baseline severity was approximately 50% or
less of the theoretical maximum of the scoring instruments used,
whereas in the BAP0O0089 study it was 74% of the theoretical maximum
for mTLSS.

Because of the potential effect of case mix, particular care was taken to
frame all expert panel questions regarding efficacy carefully with
respect to the severity of the baseline population being treated or
observed for relapse but it is nonetheless possible that the estimates
for PUVA efficacy in particular remain overoptimistic in the model.

Questions the clinicians were required to answer and how the evidence
was synthesised

At key points in the meeting, having provided some background to the
guestion (see WG slides attached), a flip chart exercise was employed
to plot individual estimates of the distribution of patients between the
severe, moderate, mild and clear/almost clear states at 4 weekly
intervals on a grid for the different comparators.

Any differences in individual estimates were then discussed and
consensus was reached on an acceptable nationally representative
estimate to enable completion of each cell in the corresponding
powerpoint slide. An example (powerpoint slide 33) is given below.
Clinicians were not asked to provide estimates of uncertainty.

The full report of the meeting is attached in appendix 7 however as
stressed above, the main purpose of this report was to provide a record
of the numerical estimates obtained therefore we hope that the
additional background information provided is helpful.
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Slide 33 of presentation shown at Expert panel meeting 14™ October 2008

Is it possible to estimate incremental efficacy at 4 weekly visits? (Aza)

Clear/almost Mild Moderate Severe
clear

Week 4

Week 8

Week 12

Week 16

Week 20

?Week 24

?Week 48

B3. Theresults of the clinical trials presented in the submission are
based on response versus no response at a fixed point in time (e.g. 24
weeks). Please clarify why you modelled the distribution of patients
between health states over four week periods when the relevant
treatment periods are 12 and 24 weeks? Is this distribution of patients
based on patient-level data from any trial?

e The distribution of patients between health states was modelled over 4
weeks because this was the frequency at which efficacy and safety
observations were available from the BAP0O0089 (on treatment and
relapse follow up visits) and BAP00091 studies (on treatment visits).

e Monthly clinical observations in the studies contributed to the
calculation of cumulative efficacy endpoint PGA response between
week 12 and 24.

e Summarised four weekly efficacy data for the BAP0O0089 and
BAPO00091 trials are presented in appendix 6. We would be happy to
provide patient level data should this be required
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B3 Please can you also clarify why you opted to model the distribution
of patients between severe, moderate and mild for the non-responders,
but have combined the categories of clear and almost clear for the
responders? The combination appears to fix the proportion of
responders in the clear and almost clear categories at 50%; is this based
on any trial results?

e The primary efficacy endpoint in the BAP0O0089 and BAP0O0091 study
was the proportion of patients PGA clear or almost clear, counting all
other degrees of improvement as non response which is stringent.

e The actual % of clear vs almost clear for 30mg responders at end of
alitretinoin treatment was reasonably close to 50:50 for the 30mg group
(at 46%:54%) as compared to 34%:56% for the 10mg group and
17%:83% for the placebo group in the trial. This suggests that the
proportion of completely clear hands contributing to the overall PGA
response figures is alitretinoin dose dependent, in keeping with what
would be expected.

e Analysis 2 of the data from BAPO0O0O03 study used to determine the
change in DLQI (and therefore utilty in the model) was independent of
the treatment that patients received. For this reason it was not
considered appropriate to apply the split of clear/almost clear
associated with alitretinoin study efficacy in the model. A 50:50 split in
PGA clear or almost clear utility was applied for patients entering
remission in all arms of the model.

e An additional practical consideration was the absence of data to inform
the relative proportions of clear/almost clear hands in comparator
responders in the model. It was considered fairest and most convenient
to assume 50:50 split for all arms.

e In order to understand how this split may affect the cost-effectiveness
of alitretinoin the original model submitted to NICE and the model
containing TSH monitoring (as requested) were run assuming all
patients in remission had the lower utility of almost clear ( calculated to
be 0.88)

¢ Alitretinoin was found to remain cost-effective compared to all the
comparators when almost clear utility for all responders was assumed.
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Change in DLQI based on PGA

PGA Change P value 95% DLQI

in DLQI Confidence

from PGA intervals

severe
Severe 0 <0.0001 | (12.20, 17.96) | 15.08
Moderate -5.3 <0.0001 | (-7.86,-2.73) 9.78
Mild -9.15 <0.0001 | (-11.92,-6.37) 5.93
Almost Clear | -12.03 <0.0001 (-14.67,-9.40) | 3.05
Clear -14.65 <0.0001 | (-18.01, - 0.43

11.30)

*Baseline DLQI score (Intercept value) 15.08 (p<0.0001, 95%CIl 12.20, 17.96
df =4 DDF =126 F =30.88 P <0.0001

Test of overall PGA effect

Change in DLQI and utility score based on PGA

PGA DLQI Utility
Severe 15.08 0.582
Moderate 9.78 0.713
Mild 5.93 0.809
Almost Clear | 3.05 0.880
Clear 0.43 0.950
Results
Scenario:

Base Case Analysis

ICER

Without TSH Monitoring With TSH Monitoring
Alitretinoin vs. £9,262.25 £9,298.49
Ciclosporin

o -£500.74 -£462.64

Alitretinoin vs. PUVA (Alitretinoin dominant) (Alitretinoin dominant)
Alitretinoin vs, £11,577.33 £11,609.03
Azathioprine
Alitretinoin vs. Placebo £14,024.85 £14,060.52

B4.

Please could you clarify whether the current treatment effects in

the model are based on the absolute rates observed in the alitretinoin
arm of the trial and that the placebo response has not been adjusted
for? Usually, an adjustment for placebo response should be carried out
for all of the comparators in the model. Including a ‘supportive care”
arm would be one way to make the adjustment (as in B1).

e No adjustment for

placebo

response was made

in the initial

submission; however we have provided a placebo model to address
this particular question (see B1).
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B5 Utility mapping methodology

Please provide further detail regarding the mapping between PGA state
and DLQI (see page 78).

For example, what was the form of the equation and how were the
covariates included?

How were the proportion of patients out of the trial population that were
included selected and how representative were they of the whole trial
population?

How well do the predicted DLQI scores match the observed DLQI scores
in the estimation sample?

The results of BAP0O00O3 trial (shown in Tables 6.4.1 and 6.4.2) indicate
that 53% of patients moved to the states of ‘clear or almost clear’ in the
alitretinoin arm as compared to 27% in the placebo arm, yet the
difference in mean within-patient change in DLQI between those two
groups is only one. This doesn’t seem to correspond to an additional
26% of patients in the alitretinoin arm experiencing a change in DLQI of
at least 7 (for the two thirds who were moderate at baseline) and 12 (for
the one third who were severe at baseline), as indicated by Table 6.9.1.
Please can this be clarified?

Mapping

Information on the mapping between PGA state and DLQI are provided on
page 103 of the submission as below. These were not cross-referenced on
page 78 for which we apologise.

‘A published method of converting DLQI scores into EQ-5D data was
identified and employed. A regression analysis undertaken by Woolacott et al
found a statistically significant relationship between psoriasis-related quality of
life (as measured by the DLQI) and utility (as measure by the EQ-5D).
Furthermore, a one point increase in the DLQI was found to be associated
with a fall of 0.0248 in patient utility. Therefore, DLQI scores could be
converted into EQ-5D scores using the following algorithm:

EQ-5D utility score = 0.956 — (0.0248 x DLQI Total Score)’

e Although we recognise that the original mapping exercise was
conducted in psoriasis, no mapping methodology could be identified for
CHE. If you require any further clarification on the mapping of PGA
state to DLQI we would be happy to discuss this further.
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Selection of population for analysis and how representative of overall

population?

As stated in our submission, DLQI data was not collected in the phase
[l study.

In the phase 1l BAP0OO0O03 study, DLQI data was collected but only in a
subset of patients determined by the availability of a validated DLQI
guestionnaire in local language. Only paired baseline and end of
treatment questionnaires were analysed in either of the analyses
performed (see below)

The phase Il study population did not receive the licenced 30mg dose
of alitretinoin as the doses evaluated were 10mg, 20mg and 40mg
versus placebo.

2/3 of the BAP0O0003 population were of PGA moderate severity at
baseline and only 1/3 were PGA severe as opposed to the phase llI
population which was required to be PGA severe at baseline.

As described in question A6, the two different analyses performed on the
phase Il data will be described as follows for the sake of clarity:

Analysis 1: Treatment effect on DLQI (original protocol-specified analysis)
Analysis 2: DLQI analysis independent of treatment effect (conducted for
the purposes of NICE submission)

Only analysis 2 will be discussed in this section as analysis 1 is
discussed in response to question A6.

Prior to conducting analysis 2 for the purposes of NICE submission, the
only other DLQI data available in CHE was from an observational study
conducted in Germany by Professor Augustin This study examined the
DLQI reported by different patients in different disease states and did
not examine the DLQI change experienced by patients moving
between disease states.

In an attempt to obtain dynamic DLQI data that would be more
reflective of the effect of treatment in a group of patients than static
observations in different patients, we conducted analysis 2 of change in
DLQI associated with change in PGA state independent of treatment.
Table 6.9.1 refers to this treatment-independent analysis whereas
tables 6.4.1 and 6.4.2. are treatment-specific. We may not have made
this sufficiently clear but is one reason why the different results
presented in the tables are not easy to reconcile.

In the case of both analyses, patients were selected according to the
availability of DLQI in the right language and paired completed
guestionnaires; no subgroup was selected for any particular
characteristic. The characteristics of patients analysed for DLQI
changes are displayed in appendix 2. Although observations are
displayed according to treatment group, the population characteristics
would apply equally to analysis 2, the only difference being that
patients were allocated to groups for analysis 2 according to the PGA
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transitions they made rather than according to which treatment they
were taking.

How well do predicted DLOI values match the observed DLOI in the

estimation sample?

We hope that we have been able to clarify the difference between
analyses 1 and 2 conducted on the phase Il DLQI data.

There are a number of possible reasons why the predicted DLQI values
for PGA transitions generated by analysis 2 (from which utility was
mapped) in table 6.9.1 are not well matched with the observed DLQI
changes by treatment group according to the original analysis 1 of the
BAPO00003 data (as per table 6.4.2)

In the context of the factors discussed in our submission and the
inherent variability in the scoring of DLQI and the lack of validation of
this instrument in CHE, we would propose that no conclusions can be
reached regarding the impact of alitretinoin 30mg treatment on quality
of life from the BAP0OOO3 study.

We do however propose that it would be plausible, in the absence of
evidence of drug toxicity or other negative effect to appreciably worsen
quality of life, to consider the predicted DLQI values (as per analysis 2)
to be achievable for patients moving through the same PGA states as a
result of alitretinoin treatment in phase Ill.

Recognising the limitations of the data used to calculate utilities for a
health economic model we have also run the analysis with the only
other DLQI data available in CHE. As mentioned above, the Augustin
data is based on static PGA-DLQI correlations and yields reduced
estimates of DLQI which were used in a sensitivity analysis in our
submission.

Definition ofrelapse used in the model

B6.

Please clarify why relapse was defined in terms of the mTLSS

score (as opposed to PGA state)?

Relapse was defined as a return to 75% of the baseline severity score
in the trial. It should be noted that this could correspond to PGA severe
or, less commonly PGA moderate (see below)

An mTLSS definition of relapse was proposed by expert dermatologists
who advised Basilea on protocol design. This was considered to reflect
clinical practice because it allowed scope for investigators to begin
retreatment in anticipation of return to PGA severe once a significant
degree of deterioration had occurred rather than be obliged to wait for
patients to deteriorate to the most severe state.
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e The suitability of this trial definition was also presented as a key
guestion for consideration at 2 expert panel meetings in UK conducted
for the purposes of SMC and NICE respectively. In both cases, the trial
definition was generally considered to reflect the usual working
definition of relapse “sufficient to require re-treatment with systemic
agents or phototherapy”.

e Some UK expert clinicians did express the view that they would not re-
treat with systemic immunosuppressive agents until the most severe
state had been reached again because of safety concerns. The trial
threshold for intervention after relapse may therefore be lower than that
employed by some dermatologists for current systemic agents.

¢ Dermatologists consulted agreed they would generally start (or more
often simply continue) topical steroids as a matter of course after
treatment with current comparators and their estimates of relapse for
comparators took this into account, potentially disadvantaging
alitretinoin in the comparison as no topical corticosteroids were allowed
in the trial observation period for relapse.

¢ In the models presented to NICE, relapse is assumed to signify a return
to the most severe PGA state in all cases, with a median time of 168
days as seen in the pivotal trial

B7. On pages 96-7 of the submission it explains that that the
definition of relapse used in the model is based on the one employed in
the BAP0O0O089 and BAPO00091 trials (PGA clear/almost clear) Please
clarify how a definition of relapse as a return to a PGA state other than
clear/almost clear influences the results of BAP0O0089 and BAP00091.

e Thank you for the clarification of this question provided.

e As per response to question B6, in the models presented to NICE,
relapse is assumed to signify a return to the most severe PGA state
with a median time of 168 days as in the pivotal trial whereas 75% of
baseline mTLSS could have represented relapse to PGA moderate or
PGA severe.

e The table below shows that at baseline in the retreatment study (ie
having just relapsed by attaining 75% of their baseline mTLSS in 089)
patients in the 30mg group were 30.6% PGA moderate and 60.4%
PGA severe.

e Compared to the actual rate of return to PGA severe state in the trial,
the model would thus increase the rate of patient return to PGA severe
utility by a third whilst reducing return to the more favourable utility of
PGA moderate by the same proportion.

e Expert dermatologists were asked to provide 4 weekly estimates of
relapse for comparators based on return to the categorical PGA severe
state and were asked to assume this to be equivalent to a return to
75% baseline mTLSS. This was because PGA severe and the
accompanying descriptors were considered to provide a more clinically
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vivid picture for estimates based on recall than a percentage change in
a composite severity score.

e The overall effect of the resulting discrepancy between trial results and
the model for alitretinoin would be to produce a conservative estimate
of the relative cost effectiveness of alitretinoin versus comparators.

PGA severity and mTLSS for BAP00091 study patients at baseline

Cohort A
Relapse in BAP00089

10mg 30mg Placebo

Number of Patients (ITT) 21 49 47
Physician's Global Assessment at Baseline

Clear 0 0 0

Almost Clear 1 (4.8%) 0 0

Mild Disease 1 (4.8%) 0 0

Moderate Disease 9 (42.9%) 15 (30.6%) 18 (38.3%)

Severe Disease 10 (47.6%) 34 (69.4%) 29 (61.7%)
mTLSS at Baseline

n 21 49 47

Mean 12.6 13.3 134

SD 3.19 2.36 2.35

Median 12.0 13.0 14.0

Source: B91T09.sas 10may07

e Relapse is equated with return to PGA severe for the purposes of the
model but is not defined as such in the trial. PGA severe and mTLSS
75% of baseline (given that baseline was PGA severe) were
considered close enough in meaning to reflect the way in which
“relapse sufficient to require retreatment” would be decided in clinical
practice.

e Inthe phase Il trial, 2/3 of participants were classified as PGA
moderate, however efficacy comparable to phase Il was achieved in
the 20mg and 40mg dose groups suggesting that the efficacy of
alitretinoin is not confined to PGA severe patients.

e Whereas in registration clinical trials it is necessary to have a
standardised, categorical definition of baseline severity and efficacy
endpoint to enable a reliable comparison of treatments and description
of the product in accurate labelling, there is no requirement for this in
clinical practice.

e Basilea does not assume that diagnosis of severe chronic hand
eczema requires the patient to be identified as in PGA category
‘severe’.

B8. On page 96 of the submission it explains that “Patients who have
met the trial definition of response (PGA clear/almost clear), have
discontinued treatment but have not met the criteria for retreatment
(return to 75% of baseline mTLSS) are considered to be in the remission
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state.” Patients with close to 75% of their original mTLSS score are still
likely to have severe CHE. Please clarify how the different thresholds
(e.g. 50%) influence the results of BAP0O0089 and BAP0O0091.

As shown in the table above and the analysis below, it cannot be
assumed that patients with mTLSS close to 75% of their baseline
severity would have severe CHE. Having returned to a mTLSS 75% of
baseline, one third of patients in the 30mg group were rated as PGA
moderate as were a similar proportion in the placebo group.

It is accepted that the use of different thresholds of mTLSS to define
relapse, eg 50% could have influenced the results of the BAP00089
trial.

As explained in response to question B6, mTLSS 75% was suggested
by dermatologists as a suitable clinical definition of relapse requiring
retreatment at the outset of the BAP0O0089 trial and was also confirmed
to be similar to the usual working definition in UK by two panels of
experts consulted.

It is notable that where minor disagreement existed among UK
clinicians, this was because a higher threshold severity of >75%
baseline for retreatment was considered by some dermatologists to
better reflect the wish to delay repeated immunosuppressive treatment
for as long as possible in clinical practice.

The lack of topical steroid use to potentially delay return to mTLSS
75% after alitretinoin treatment in the trial was also commented on as
an area of potential divergence from current clinical practice-this issue
is discussed further in response to question A15.

To explore the impact of alternative definitions of relapse in the health
economic model further is difficult for practical reasons. A dataset for
patients defined to be in remission or relapse according to different
definitions could be created from existing data from study BAP0089 but
not from BAP00091

BAPO00091 efficacy data are based on the retreatment of patients who
have previously relapsed to 75%mTLSS therefore by implication results
are not available for the efficacy of retreatment commenced at lower
MTLSS thresholds.

As regards the impact of alternative definitions of relapse on the
BAPOO0O089 trial results please see the table below. This provides a
summary of the time to relapse (days) for median relapse, and for
relapse of 25% of the responders (1st quartile). The numbers confirm
that the 75% mTLSS criterion results in a population of relapsers with
moderate or severe CHE and that a 50% mTLSS criterion results in a
population which is mainly of moderate CHE severity.

Time to relapse (days) with different criteria for relapse (BAP00089)

Placebo 10mg 30 mg
Median PGA Mild 86 63 56
PGA 162 162 107
Moderate NA NA NA
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PGA Severe

mTLSS 50% | 165 190 99

mTLSS 75% | 168 190 168
1st Quartile PGA Mild 29 30 29

PGA 60 63 56

Moderate 112 205 99

PGA Severe

mTLSS 50% | 64 63 53

mTLSS 75% | 86 147 84

e Compared to PGA relapse criteria, the 75%mTLSS falls between PGA
moderate and severe for 1st quartile and median relapse rates, while
the 50%mTLSS is very close to PGA moderate.

¢ In conclusion, we believe that the 75%mTLSS is an appropriate
criterion for defining relapse of CHE. A less stringent criterion
(50%mTLSS) would yield a patient population with moderately severe
CHE who would be unlikely to be immediately retreated with systemic
therapy. A more stringent criterion (PGA severe) would yield fewer
“relapsed” patients, and might have overestimated the duration of
therapeutic effect.

BO. Please clarify how time to relapse is operationalised in the model.
How is the average time to relapse of 24 weeks converted into a
transition probability to move from remission to the severe health state?

Efficacy data was used to calculate the average time to remission for each of
the agents during the first treatment cycle. From this point in time patients
would begin their weeks of continued treatment once they had entered
remission (where applicable) and from this point the average time to relapse
was applied; at the end of the time to relapse period patients transition
between the health states according to the subsequent cycle transition
probabilities.

Assumptions used in the model

B10. Please clarify whether all patients who respond to treatment are
assumed to have ‘clear’ or ‘almost clear’ hands for the entire period of
time in which they do not relapse?

Yes. Patients who respond to alitretinoin or comparators are assumed to be in
remission for the entire period of time in which they do not relapse. Once in
the remission health state, patients do not consume drug costs. Whilst in
remission patients are assumed to continue with the use of supportive
treatments (emollients); these are each associated with a unit cost.
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B11l. Please clarify whether patients are assumed to cease treatment
as soon as they enter the remission state, even if this is at four or eight
weeks?

The model assumes that once a patient enters the remission state they cease
treatment for alitretinoin and PUVA. For ciclosporin and azathioprine
treatment is continued for 6 and 8 weeks following clearance respectively
based on clinical opinion on how these immunosuppressants are used in
practice. This variable can be altered for each treatment on the input page of
the cost-effectiveness model (“weeks treated following clearance”). Once in
remission patients consume supportive treatments in the management of their
CHE.

If so, can you clarify why responders would not complete the full 24
week treatment cycle with alitretinoin.

e It would be difficult to provide a clinical rationale for continued
treatment of patients who have attained PGA clear/almost clear hands
earlier than 24 weeks with alitretinoin, systemic immunosuppression or
PUVA in clinical practice as the required treatment outcome has been
achieved.

e It could be argued that patients “almost clear” might continue to be
treated until “clear” but this situation probably would not warrant the
continued use of a systemic agent or the patient inconvenience of
PUVA. Patients in such a situation would most likely be advised to
continue topical steroid therapy and emollients only.

e Itis not possible to predict precisely what frequency of follow up will be
for the follow up of alitretinoin patients (eg. telephone contact or
community assessment by specialist nurses, pharmacists or GPs
where shared care arrangements can be agreed)

e Although it is not possible to estimate precisely what follow up
arrangements will be put in place for alitretinoin patients,
Dermatologists are likely to modify existing systems used to follow up
of slow acting or continuously used therapies following its introduction
as the potential for early and complete response is clear.

e It would appear unlikely that patients whose hands clear rapidly would
go undetected and therefore remain on alitretinoin for 24 weeks.

Also, please clarify if in BAP00089 or BAP00091, treatment was
discontinued in those patients responding before the end of a treatment
cycle.

e Treatment was stopped at the next available study visit in patients who
had achieved PGA clear/almost clear in both trials prior to the 24 week
on-treatment visit.

e In the majority of cases this protocol determined discontinuation
occurred at the week 12 week visit. For example this occurred in 78 of
patients assigned to 30mg alitretinoin in the BAP0O0089 study.
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e Patients could also discontinue for “early improvement” at the week 16
or 20 visit and this occurred in 3 patients assigned to 30mg alitretinoin
in BAP00089.

If so, what was the impact of early discontinuation on relapse?

e Analysis of time to relapse was performed for responders treated for 12
weeks or less (see below) and a comparable median time to relapse
was demonstrated (141 days for alitretinoin 30mg).

e This suggests no clear relationship between the duration of treatment
received and the duration of remission obtained.

Time to Relapse of CHE for Responding Patients at End of Therapy
ITT Population in Patients Treated for 12 Weeks or Less

Alitretinoin

10mg 30mg Placebo
Number of Patients | 104 163 59
in ITT Population
Number of Patients | 32 (30.8% 87 (53.4%) 4 (6.8%)
Responding at End
of Therapy
Number of Patients | 8 (7.7%) 35 (21.5% 3 (5.1%)
with Confirmed
(Calculated)
Relapse
Time to Relapse
(days)
Q1 126.0 69.0 28.5
95% Confidence 63, - 56, 99 (28, 92)
Interval
Median 141.0 60.5
95% Confidence (149, -) 107, - 28, -
Interval
Q3
95% Confidence (- ) - - 29, -
Interval

Source Data: B89L29
B89TSG25_07_01.sas 18JUNO7

In addition, if patients are assumed to cease treatment prior to 24 weeks,
do they require a visit with a dermatologist to identify that they are in
remission?

In the model, patients see a dermatologist at monthly intervals in all arms
because this is the frequency of observation by dermatologists in the
alitretinoin trials. In clinical practice, review may be by a dermatologist in a
hospital or by dermatology nurses (face to face or potentially by telephone), or
others in a community setting such as GPs where shared care arrangements
can be established.
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Miscellaneous

B12. In the electronic model one hidden sheet is apparent (Sheet 8 —
Treatment Cycles). Are any other hidden data of which we should be aware?
For example, it is clear that Sheets 6 and 7 were created but subsequently
deleted.

There are no hidden data sheets that you need to be aware of. Sheets 6 and
7 were “working sheets” created during the construction of the model.

B13. Please comment on the apparent correlation between increasing
alitretinion dose and reduced TSH, and the implications of this for
clinical and cost effectiveness. In particular, any costs associated with
TSH monitoring should be incorporated into the model. Have these been
included? If not, please include.

Changes in TSH in the clinical trial programme were asymptomatic and
reversible on cessation of treatment, requiring no intervention. Although T4
was lowered in addition to TSH in some cases, no clinical hypothroidism was
reported and no intervention, such as thyroid hormone supplementation, was
required.

There is no requirement for thyroid function tests in the SPC for alitretinoin
reflecting the regulatory authority view that at the doses and duration of
alitretinoin therapy recommended, there are no significant clinical implications
expected from temporary and asymptomatic laboratory abnormalities.

It should be noted that there is an appreciable background rate of
asymptomatic thyroid laboratory abnormalities in the normal population and
that the current UK consensus regarding such abnormalities is that screening
is not warranted in the absence of evidence that treatment improves
outcomes (Van Der Pump MPJ, Tunbridge MG Thyroid Vol 12;10,2002)

Drug induced thyroid laboratory abnormalities may not be strictly comparable
to background subclinical hypothyroidism. In the case of alitretinoin there is
clear evidence that stopping treatment leads to reversal of abnormalities. Post
trial follow up at one month demonstrated a return to normal TSH levels.

It is however understandable that dermatologists may wish to perform thyroid
function tests at least until greater experience with the drug is gained, or if
intending to use the agent for longer or at higher doses than the SPC
recommends.

To explore this, we have included the costs of two thyroid function tests (TSH)

per 24 week cycle for patients in the alitretinoin arm of the economic models
at a cost of £3 each.
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The effect of including this additional cost is negligible on the cost-
effectiveness profile of alitretinoin versus the other agents and when
compared to placebo. The incremental cost effectiveness ratio (ICER) of
alitretinoin versus the other agents with and without TSH monitoring is
summarised in the table below. There are no effects on the estimates of
health benefit (utility). The economic model has been updated to include the
cost of TSH monitoring (see CHE model v7).

Scenario:
Base Case Analysis ICER
Without TSH Monitoring With TSH Monitoring

Alitretinoin vs. £8,614.43 £8,648.13
Ciclosporin

o -£468.98 -£433.29
Alitretinoin vs. PUVA (Alitretinoin dominant) (Alitretinoin dominant)
Alitretinoin vs. £10,611.80 £10,640.85
Azathioprine
Alitretinoin vs. Placebo £12,898.16 £12,930.96
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Appendix 1:

Table 1: Comparator interventions in the treatment of hand eczema or hand dermatoses identified during the systematic

review

Study ID
Total Enrolment

Design, Control
Type

Study &
Control Drugs
Dose, Route &

Diagnosis

Justification for inclusion/exclusion in the indirect treatment

comparison

Inclusion criteria

Exclusion criteria

Regimen
PUVA
T
EIETCT)] etal. 1993 Controlled study Topical-PUVA Hand eczema ;ﬁi?cr;e measure not
?gggzn etal. Controlled study Iggﬁ:luv; A Chronic hand eczema ;ﬁi?cr;e measure not
%%\/6%” et al. Controlled study Bxi versus Unclear Ef;lgga/enot the outcome
Not controlled
Pozo-Roman et Study not carried out in
al. 2006* Uncontrolled study | Topical-PUVA Dermatoses hand eczema
N=40 Outcome not adequately
described
Uncontrolled, Not controlled versus
Douwes et al pro_spectiye study comparator
2000° ' (efficacy in Bath-PUVA Palmoplantar eczema
smokers versus
non-smokers)
Behrgns et al. Uncontrolled Not controlled
1999 ) Bath-PUVA Palmoplantar eczema
N=30 prospective study
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Gritiyarangsan et | Uncontrolled, Topical-PUVA | Chronic hand eczema Not controlled
al. 1998’ prospective study
N=17
Schempp et al. Not controlled
1997° Urgzogtégggds’tu d Topical-PUVA Eéiz";iraor plantar No separation of results
N=28 prosp y for hand and foot
- g -
D? Rie 1995 Uncontro_lled, Topical-PUVA Hyperkeratotic Not controlled
N=2 prospective study eczema
Reichl et al. Uncontrolled stud Unknown Hand and foot Not controlled
2007"° N=50 Y eczema
. 1T
RE;\d et al. 2006 Uncontrolled study | Topical PUVA Palmoplantar Not controlled
N=125 dermatoses
Dauvis et al. . Palmoplantar Not controlled
19982 N=35 Uncontrolled study | Topical PUVA dermatoses
Tegner et al. Chronic eczema of the Not controlled
1985" Uncontrolled study | PUVA
N=38 palms
Kalimo et al. Chronic hand Not controlled
1989 N=5 Uncontrolled study | Oral PUVA dermatitis
Mobacken et al. Chronic hyperkeratotic Not controlled
1983" Uncontrolled study | Oral PUVA dermatitis of the
N=5 palms
Bruvnzeel et Allergic contact Not controlled
Y 16 ny_ Uncontrolled study | Oral PUVA dermatitis of the
al.1982"> N=9
hands
Bruynzeel et Chronic dermatoses Not controlled
al.1980"" N=26 Uncontrolled study | Oral PUVA of the hands and feet
Morrison et al Dermatoses (palms Not controlied
19788 N=20 Uncontrolled study | PUVA and soles) No patients with chronic
hand eczema
Tuchinda et al. Uncontrolled, UVA-1 Hand or foot Not controlled
2006 N=92 retrospective study dermatitis UVA-1 therapy
Schmidt et al Chronic vesicular UVA-1
19982 ' UVA-1 dyshidrotic hand

eczema

35




Randomised, UVA-1 therapy
Polderman et al. double-blind, N
2003*'N=28 placebo-controlled UVA-1 Dyshidrotic eczema
study
. Results described
Rosen et al. Topical-PUVA . .
19882 Controlled study versus UVB Chronic hand eczema previously (Rosen et al.

1987)

Sezer et al. 2007

Letter

Not an original study

5 controlled PUVA studies — not considered for indirect

comparison

No separation of results
for hand and foot

. Randomised, Bath PUVA
Schiener et al. : ;
23\ single-blinded, versus gel- Palmoplantar eczema
2005 N=20 .
prospective PUVA
Grundmann- Randomised, Bath-PUVA No separation of results
Kollmann et al. controlled (within- versus cream- Palmoplantar eczema for hand and foot
1999% N=4 patient) study PUVA
Enin et al Palmoplantar No separation of results
208525 ' Controlled (within- | Topical PUVA dermatoses (psoriasis for hand and foot
N=22 patient) study versus UVA vulgaris, eczema or
- pustulosis
Shephard et al. Bath PUVA Inadequately controlled

1998%

Controlled (within-
patient) study

versus lotion

Palmoplantar eczema
or psoriasis

N=37 PUVA
Moon et al Bath PUVA Palmoplantar pustular Results not adequately
200027 N:é 4 Controlled study versus topical psoriasis and described in English

and oral steroid

dyshidrotic eczema

(Korean)

4 controlled PUVA studies —included in indirect comparison

Petering et al.
2003%

Controlled (Within
patient) trial

UVA-1 or
topical PUVA

Chronic vesicular
dishydrotic eczema

Controlled study

Correct comparator
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N=27

Chronic hand eczema (subtype)

Chronic hand eczema
of dry and dishydrotic

Controlled study

gg(z);ezrget al. gﬂzgﬁzgh within. | YVB Vs topical types of more than 4- | correct comparator
. . o PUVA month duration Chronic hand eczema
N= 15 patient trial )
Conventional (subtypes)
therapies, ineffective
Bilateral hand
dermatitis,
symmetrical
distribution. Duration
of at least 6 months.
UVB and oral . Controlled study
Rosen et al. Open label, . (Predominantly
1987% randomised PUVA with females (31/35) with | SOrrect comparator
~ . untreated hand . Chronic hand eczema
N=35 controlled trial vesicular CHE (26/31)
controls. (subtypes)
enrolled)
No benefit from
previous topical
steroids, potency not
specified.
Bilateral chronic hand
dermatitis with
) vesicles or
Simons et al. Open-label UVB and hyperkeratotic Controlled study
1997% randomised within- | topical bath plagues of the hands | Correct comparator
N=13 patient study PUVA Chronic hand eczema

present for > 6
months.

4 controlled PUVA studies — considered for but not included in indirect comparison

Sheehan-Dare et
al. 1989*
N= 25

Double-blind
randomised within-
patient study

PUVA and
superficial
radiotherapy

Chronic bilateral
constitutional hand
eczema with
continuous or

Controlled study
Correct comparator
Chronic hand eczema

Patient level data not
recorded — only mean
reduction in
severity/extent of
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intermittent
vesiculation for at
least 6 months.

Resistant to
conventional therapy

disease.

Chronic bilateral or
unilateral hand

Patient level data not
recorded — only mean

eczema (no subtype reduction in
Van Coevorden et | Open-label, Oral and bath | e€xclusions) of at least | €ontrolled study severity/extent of
al. 2004 randomised, PUVA 1 year duration Correct comparator disease.
N=158 controlled study Chronic hand eczema
Moderate to severe
hand eczema
Prospective Patient level data not
Adams et al. randgmised Controlled stud recorded — only mean
2007* i . PUVA and . . Y reduction in
(within-patient) Dishydrotic eczema Correct comparator :
UVA-L. . X severity/extent of
_ study (chronic recurrent) for | Chronic hand eczema ;
N= 15 disease.
at least 1 month
leblin Bilaterlal Sr)]/mn(;etrical Patient level data not
Grattan et al. Double-blin vesicular han
. - : recorded — only mean
1991% randomised within - | topical PUVA | eczema (recurrent gg?rtergyig;tu:étor reduction in y
patient trial with UVA disabling) for at least hronic h 5 ,
N=15 6 months Chronic hand eczema severity/extent of
disease.
Ciclosporin
Granlund et al. Randomised . . Chronic hand eczema Outcome measure not
1997*° N=41 controlled study Ciclosporin efficacy
Bowers et al. ; : Dodoger Bank Itch Study not carried out in
2001" N=1 Case study Ciclosporin g9 hand eczema
Granlund et al. Long-term follow- ; : Chronic hand eczema Not controlled
1998% N=75 up study Ciclosporin
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Petersen et al.

Chronic vesicular

Not controlled

1992% N=1 Case study Ciclosporin hand eczema

Kanerva 1996 , _ Allergic contact Not controlled
N=1 Case study Ciclosporin dermatitis Not hand eczema
Reitamo et al _ _ Chronic dermatitis of Not controlled
1994% N=7 ’ Uncontrolled study | Ciclosporin the hands

Granlund et al.

Ciclosporin and
placebo cream

Hand eczema

Controlled study

42 Randomised or topical
1%96 double-blind study | corticosteroids Correct comparator
N=41 Hand eczema
and placebo
capsules
Alitretinoin
Boll Lal 20 of 40 Chronic hand eczema, Not controlled
ollag et al. or 4Umg unresponsive to
. 10, 20 or 40mg | Moderate or severe
Ruzicka et al. Double-blind alitretinoin, or | chronic hand eczema, Controlled study

placebo controlled

Correct comparator

2004* N=319 stud placebo unr_esponsiv_e © Chronic hand eczema
Yy capsules topical steroids
A uricka of al Double-blind 1porSumg | Severe chronic hand | Controlled study
2008%°N=1032 placebo controlled lacebo eczema, unresponsive | Correct comparator
- study Eapsules to topical steroids Chronic hand eczema
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Figure 1: Overview of the studies identified for each comparator and
reasons for exclusion from the indirect comparison analyses

Ovid (MedLine, EMBASE) PubMed (MedLine) Cochrane
Potentially relevant studies identified Potentially relevant studies Potentially relevant studies identified
and screened for retrieval identified and screened for retrieval and screened for retrieval
n=598 n=166 n=33
i i = Studies discounted N=126
Studies discounted N=567 Studies discounted N=33
Not CHE n=291 Not CHE N=91
Not CHE N=33
Not relevant therapy n=24 Not relevant therapy N=16
Reviews n=252 Reviews N=19
Relevant studies n=31 ‘ l Relevant studies n=40 ‘ l Relevant studies n=0
Studies of relevance (after removing
duplicates) n=46
v v v
PUVA n=36 ’ Ciclosporin n=7 ‘ l Alitretinoin n=3
23 discounted: 6 discounted:
Efficacy not the outcome Efficacy not the outcome
measure n=3 measure n=1
Not controlled n=16 Not controlled n=4
Efficacy previously reported Not CHE n=1
n=1
Not original study n=1
Studies in UVA not PUVA n=2
A
PUVA n=13
5 discounted from indirect
comparison:
Studies on palmoplantar
dermatoses with results not
separated for hand n=4 1 discounted:
Results not adequately Not controlled n=1
described in English=1
.
PUVA n=8
4 discounted from indirect
comparison:
Only mean reduction in
severity/extent of disease
recorded n=4 {
A A
PUVA n=4 Ciclosporin n=1 Alitretinoin n=2
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Table 2: Results of the 13 controlled studies on PUVA which were considered for analysis in the indirect comparison.

Study ID Number of Subjects Baseline disease Primary endpoint Efficacy Results Safety Results
Total by Treatment Arm demographics/ severity Response/ relapse
Enrolment Entered scoring system definition
5 studies — Severe recalcitrant
Not dermatoses of the palms
considered or soles and/or local
o psoriatic plaques
for indirect (included dyshidrotic .
comparison eczema, hyperkeratotic After a median of 33
eczema’ soriasis irradiation sessions
'3, psorn ASlypa Was significantly
vulgaris and lichen . reduced (p=0.00) to 1.5
; ; S gjctz)brzg using the Area bC;]:er}?neelpoAZSIA?p;rréofrin for both PUVA-gel and Severe phototoxic
Scheiner et Not applicable (within ng X PUVA-bath therapies :
. . and Severity Index for weeks and at the end of . . . reactions were not
al. 2005 patient trial) PUVA-gel | with a median difference ;
B palmoplantar therapy in AS| f o4 observed with any
N=20 vs. PUVA-bath d i ASI ) — in ASIppa SCOres 0
ermatoses (ASlppa) vs. 23 for PUVA-gel vs. | Mmethod.
adapted from the Relapse not reported. PUV A-bath )
Ees\(/)erlriSI?n?jree; (Z;rfSI) respectively. Scores
ity : were comparable across
Median ASlypq at week O all diseases
= 28 for the body half )
randomised to PUVA-
gel and 26.5 for the
body half randomised to
PUVA-bath
Severe recalcitrant Improvement weekly, | 33% non-responders | No side effects
dermatoses of the at the end of the study | for both treatments. observed.
Grundmann- . o palms and soles and for 8 weeks 58% and 50% good or
Not applicable (within i o e
Kollmann et . . (plaque-type psoriasis | afterwards - defined excellent responses
patient trial) PUVA- _ g
al. 1999 cream vs. PUVA-bath n=4, atopic eczema as excellent (total to PUVA-bath and
N=12 ' n=4, hyperkeratotic score 0-4), good (5- PUVA-cream,
eczema n=4). 8), satisfactory (9-12) | respectively.

and poor/no response
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Scoring system
ranging from 0-20
scoring erythema,
scaling, infiltration,
pustulation and
hyperkeratosis graded
from O to 4 for each
feature.

Baseline scores all
>16.

(12-20).

Relapse not defined.

No relapses at 8
weeks after treatment.

Engin et al.
2005
N=22

Not applicable (within
patient trial) PUVA vs.
UVA

Chronic recurrent
palmoplantar
dermatoses (psoriasis
vulgaris n=11,
eczema n=6,
pustulosis n=5)

Assessment of
erythema, scaling,
infiltration, pustules
and fissures on a 4-
point scale (none=0,
mild=1, moderate=2,
severe=3). Severity
index = sum of scores

Baseline mean
severity index = 7.5
(PUVA) and 6.95
(UVA).

Change in mean
severity index at 6
weeks.

Relapse not reported.

Baseline mean
severity index
decreased in both
groupsto = 2.5
(PUVA) and 3.45
(UVA). These values
were significantly
different (p<0.05)

Phototoxicity

Shephard et

Not applicable (within

Severe palmoplantar

Efficacy observed at 4

Overall response rate

Erythema,
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al. 1998 patient trial) PUVA- eczema (n=24 weeks, as described. | of 80%. 15 preferred hyperpigmentation.
N=37 bath vs. PUVA-lotion | eczema, n=13 PUVA-bath, 11
psoriasis). Subjective preference | preferred PUVA-
for treatment lotion, 8 had no
Efficacy compared expressed by patient | preference, 5 did not
using total UVA dose, | and continued. respond at all.
number of treatment
sessions, therapy Relapse not defined. Eczema patients
preference vs. preferred PUVA-bath
diagnosis, % of to PUVA-Iotion.
responders vs. non- Results were vice-
responders, length of versa in psoriasis
lesion free interval group.
following therapy.
Average symptom
No baseline scoring. free interval of 3
months.
Palmoplantar pustular Mean severity scores
psoriasis (PPP), significantly (p<0.001)
Moon et al dyshidrotic eczema decreased in both
2000 N=4A; (DE) and groups after treatment
palmoplantar to 4.81 (PUVA) 4.25
. keratoderma (PPK). Objective and and (steroids).
EB Paper in Steroid treatment subjective severity
orean, : S
. (systemic and Objective and scores before and Recurrence rate 4%
observations . _ S . Not reported
are from topical)(N=20) vs. sub_Jectl\_/e scores (not | after treatment. in PU_VA group and
English bath-PUVA (N=24) defined in English _ 11% in steroid group.
language abstract) Relapse not defined.

abstract and
tables

Mean objective
severity scores in
PUVA group at
baseline = 10.42

Majority of patients in
both groups reported
excellent or good
subjective scores
after treatment.
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Mean objective
severity scores in
steroid group at
baseline = 9.75

4 studies —
Included in
indirect
comparison

PeterEinglet al.
2003 rror!

Bookmark not
defined.

Not applicable (within
patient trial) UVA vs.
PUVA

Chronic vesicular
dyshidrotic eczema
for, DASI scorel0-12
at baseline (out of
maximum 60).

Change in DASI score
from baseline to
completion of therapy.

DASI scores
decreased
significantly and were
reduced to nearly half
of the pre-treatment
values in both arms.

Both treatments were
well tolerated.

N=27 After 3 weeks no
relapse was observed
in 23 of 27 patients.
Subtype only CHE of Significant (p<0.05) Mild xerosis (both
dry and dyshidrotic reductions in total groups),
types, (hyperkeratotic clinical scores for both | hyperpigmentation
CHE excluded). Clinical assessment treatments at each (PUVA group).
every 3 weeks during | timepoint.
The following criteria the 9-week 17% cleared and 75%
were evaluated: ) assessment period,. had marked clinical
erythema, squamation, improvement with
:Pcifgzt'zzcﬁszggisssendd Further evaluation 10 | UVB; 8% cleared and
Sezer et al. . o o : weeks after treatment | 75% marked clinical
2007 Not applicable (within | on a4 point scale: none . . ; t with
tient trial) 0, mild 1, moderate 2, cessation with relapse | Improvement wi
N= 12 pa severe 3. The total defined as severe PUVA.

clinical score calculated
by the sum of each
variable. Complete
clearance was defined
as total clinical score of
0, marked clinical
improvement was
defined as reduction of
70% or more from
baseline at week 9.

(>70% of pre-
treatment scores),
moderate (30-70% of
pre-treatment scores)
or mild (<30% of pre-
treatment scores).

At 10 weeks follow
up, 8 of 12 patients
relapse free with UVB
and 6 of 12 relapse
free with PUVA
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Mean total clinical
scores: UVB — 10.5,
PUVA -9.83 0of a
maximum possible 15

Bilateral hand
eczema, symmetrical
distribution.
Predominantly
females (31/35) with
vesicular CHE (26/31)
enrolled.

Clinical assessment of:
desquamation,

Change in combined
severity score at 3, 6, 9
and 12 weeks.

Global evaluation at the

PUVA: 92% reduction
in severity score at
treatment cessation.
14 patients cleared (4
patients at 3 weeks, 5
patients at 6 weeks
and 5 patients at 9
weeks, p<0.001)
UVB: 51% reduction

PUVA: nausea,
oedema, pain and
itching in the treated
hand,
hyperpigmentation,
soreness and stiffness
in the fingers.

UVB: Bullae, infection

i())g?en etal. N= 18 PUVA and erythema, vesiculation, end of treatment in severity score _at
>t N=17 UVB infiltration and fissures. | (cleared, much treatment cessation.

N=35 Each variable was improved, somewhat Improvement in both
assessed on a four point | improved, treated and untreated
scale: 0, none; 1, slight; unchanged/worse). hands, no clearance
2, moderate; 3, severe. in either. In 9/14

Relapse not defined. PUVA patients
Mean severity scores dermatitis recurred
10.3 (PUVA) and 10.5 within 3 months
(UVB) out of _ (mean) of end of
maximum 21 possible treatment
range (5-18)
. . . L Mean severit r During the 6-week

Patients with vesicles | Change in clinical re?iic;de tg 5y551co es obser?/ation 2 patients
or hyperkeratotic assessment score )

. : ... | plaques of the hands | (based upon area and (UVB) and 7.66 dev_elc_Jpeq uv
Simons et al. | Not applicable (with-in resent for > 6 severity of symptoms) (PUVA) radiation-induced
1997 patient trial) UVB vs. E’nonths Mean from bz)i/selin)é t§6 6 patients free of itch | erythema of the UVB
N=13 PUVA ' treated side on a total

severity score 8.98
(UVB) and 10.17
(PUVA)

weeks.

Relapse not reported.

and pain by 6 weeks

One patient cleared at
3 weeks (both hands).
Relapse not assessed

of 3 occasions. Six
patients suffered
phototoxic reactions
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from PUVA on a total
of 9 occasions. The
PUVA treated side
became more
pigmented than the
UVB treated side.

Considered
for indirect
comparison —
not included
as only mean
differences in
disease
severity
reported

Sheehan-
Dare et al.
1989

N= 25

Not applicable (with-in
patient trial) UVA vs.
PUVA

Chronic bilateral
constitutional hand
eczema ,Week 0, mean
severity score 3-4.
Assessment of clinical
severity: Grade 0,
normal skin; Grade 1,
mild scaling and
erythema; Grade 2,
moderate scaling,
erythema and shallow
fissures; Grade 3,
severe scaling,
erythema and deep
bleeding fissures; Grade
4, active pompholyx.

Patient visual analogue
scale (0-10) also used to
assess symptom
severity, mean score 5-6
at baseline for both UVA
and PUVA.

Change in clinical
severity scores from
baseline to 6, 9 and
18 weeks.

Changes in VAS
scores from baseline
to 6, 9 and 18 weeks.

Relapse not reported.

Significant
improvements in clinical
severity scores from
baseline to 6, 9 and 18
weeks in both groups (p
value not reported).
Mean scores reduced to
between 2-3 at 6, 9 and
18 weeks.

Significant
improvements in VAS
scores from baseline to
6, 9 and 18 weeks in
both groups (p value not
reported). Mean scores
reduced to between 2-3
at 6, 9 and 18 weeks.

Not reported.
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Chronic bilateral or
unilateral hand eczema.

Moderate to severe (8.1

Clinical assessment

Week 10: Oral PUVA
mean score 4.8 (mean
reduction 3.3), bath
PUVA mean score 5.6
(mean reduction 2.5). In
the oral PUVA group

Temporary nausea
(home group); mild
stinging and burning
(hospital group)

Van Oral PUVA at home out of maximum 20). using the hand 72% improved and in
Coevorden et N=78. Hospital bath The following criteria eczema score at 10 the bath PUVA group
al. 2004 b b were evaluated: weeks. 61% improved. At 8
N=158 PUVA N=80 erythema, squamation, weeks follow up scores
vesiculation, fissures, Relapse not reported. did not change
itching and pain each significantly. 23% and
assessed on a 4 point 18% in oral and bath
scale groups respectively
worsened by more than
1 point.
Adams et al. Not reported in
20075°" abstract

Bookmark not
defined.

N= 15

NB Paper in
German,
observations
are from
English
language
abstract

N= 11, one hand
received PUVA and
the other UVA-1

Chronic dyshidrotic
hand dermatitis.

DASI (dishydrotic
eczema area and
severity index)

Change in DASI score
from baseline to 5
weeks (15
irradiations).

Relapse not reported
in abstract.

Significant improvement
in DASI score with
PUVA (p=0.0498) and
UVA irradiation
(p=0.0039). No
significant difference
between the two
therapies (p=0.3070).

Grattan et al.
1991

N=15

N=12, one hand
received PUVA and
the other UVA

Recurrent disabling
bilateral symmetrical
vesicular hand eczema
for at least 6 months.

Mean severity score at
week 0 = <2.5 (mild to
moderate on global

Change in global
rating scale from
baseline to 8 weeks
and 16 weeks.

Change in VAS
scores from baseline

Significant (p<0.05)
reduction in mean
severity by global rating,
at week 8 (to
approximately 1.5,
minimal to mild).

VAS significantly

1 patient experienced a
burning episode on his
PUVA hand. 2 patients
who withdrew
experience
exacerbations.
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rating scale: clear 0;
minimal 1; mild 2;
moderate 3; severe 4)
for both treatments.

Mean visual analogue
scale (VAS) score (0-10)
at week 0 between 3
and 5 for both
treatments.

Mean T120 Score (area
and severity scoring
system, 0-120) at
week 0 = 27.63 (PUVA)
and 26.63 (UVA)

to 8 weeks and 16
weeks.

Change in Ty, score
from baseline to 8

weeks and 16 weeks.

Relapse not reported.

(p<0/05) improved (to 5-
7) at week 8.

T120 significantly
(p<0.05) decreased to
approximately 7-9) at
week 8.

No significant change in
any scores at 4 or 8
weeks after end of
treatment.
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Table 3. PUVA studies that were not included in the indirect comparison because only mean reduction in disease severity was

reported
Study ID Number of Subjects | Baseline disease demographics/ Primary endpoint Efficacy Results
Total by Treatment Arm severity scoring system Response/ relapse
Enrolment Entered definition
Chronic bilateral constitutional
hand eczema ,Week 0, mean Change in clinical
severity score 3-4. Assessment of it
clinical severity: Grade 0, normal severity SC_OreS Significant improvements in clinical severity
skin; Grade 1, mild scaling and from baseline t0 6, | scores from baseline to 6, 9 and 18 weeks in
erythema; Grade 2, moderate 9 and 18 weeks. both groups (p value not reported). Mean scores
Sheehan- Not applicable (with-in s.callng,.erythema and shallow _ reduced to between 2-3 at 6, 9 and 18 weeks.
Dare et al. tient trial) UVA fissures; Grade 3, severe scaling, Changes in VAS
1989 patient trial) VS. erythema and deep bleeding scores from Significant improvements in VAS scores from
N= 25 PUVA fissures; Grade 4, active baseline to 6, 9 and | baseline to 6, 9 and 18 weeks in both groups (p
pompholyx. 18 weeks. value not reported). Mean scores reduced to
between 2-3 at 6, 9 and 18 weeks.
Patient visual analogue scale (0-
10) also used to assess symptom Relapse not
severity, mean score 5-6 at reported.
baseline for both UVA and PUVA.
Chronic bilateral or unilateral hand Clinical assessment | Week 10: Oral PUVA mean score 4.8 (mean
eczema. ;
using the hand reduction 3.3), bath PUVA mean score 5.6
Van (mean reduction 2.5). In the oral PUVA group
Coevorden et Oial PUVA E.it home Mod_erate to severe (8.1 out of eczema score at 10 72% improved and in the bath PUVA group 61%
N=78, Hospital bath maximum 20). The following weeks. . .
al. 2004 o . improved. At 8 weeks follow up scores did not
PUVA N=80 criteria were evaluated: erythema, e .
N=158 : . . f change significantly. 23% and 18% in oral and
squamation, vesiculation, fissures, | Relapse not .
o ) p bath groups respectively worsened by more than
itching and pain each assessed on ted .
i reported. 1 point.
a 4 point scale
Adams et al. Chronic dyshidrotic hand Change in DASI Significant improvement in DASI score with
2007 N= 11, one hand dermatitis. score from baseline | PUVA (p=0.0498) and UVA irradiation

received PUVA and

to 5 weeks (15

(p=0.0039). No significant difference between
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N= 15 the other UVA-1 DASI (dishydrotic eczema area irradiations). the two therapies (p=0.3070).
and severity index)

NB Paper in Relapse not

German, reported in

observations abstract.

are from

English

language

abstract

Grattan et al.

1991

N=15

N=12, one hand
received PUVA and
the other UVA

Recurrent disabling bilateral
symmetrical vesicular hand
eczema for at least 6 months.

Mean severity score at week 0 =
<2.5 (mild to moderate on global
rating scale: clear 0; minimal 1;
mild 2; moderate 3; severe 4) for
both treatments.

Mean visual analogue scale (VAS)
score (0-10) at week O between 3
and 5 for both treatments.

Mean T120 score (area and
severity scoring system, 0-120)
at week 0 = 27.63 (PUVA) and
26.63 (UVA)

Change in global
rating scale from
baseline to 8 weeks
and 16 weeks.

Change in VAS
scores from
baseline to 8 weeks
and 16 weeks.

Change in Ty
score from baseline
to 8 weeks and 16
weeks.

Relapse not
reported.

Significant (p<0.05) reduction in mean severity
by global rating, at week 8 (to approximately 1.5,
minimal to mild).

VAS significantly (p<0/05) improved (to 5-7) at
week 8.

T120 significantly (p<0.05) decreased to
approximately 7-9) at week 8.

No significant change in any scores at 4 or 8
weeks after end of treatment.
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Appendix 2: Population characteristics and results of DLQI analysis in BAP00003

Contents:

Population characteristics:
Response to previous treatment
Summary of demographic variables
History of Chronic Hand Dermatitis

Listing of Patients with Total Dermatology Life Quality Index (DLQI) Score at Baseline and Week 12 By Center, Treatment and Patient
Results of DLQI analysis ITT population (Analysis 1 as per question A6 response)

BAL4079/ALITRETINOIN

Additional Table 51 Response to Previous Treatment: ITT Population -patients with both Baseline and Week 12 DLQI data

Alitretinoin
Placebo 10mg 20mg 40mg Total

Number of Patients in ITT population 41 36 43 42 162
Treated for 4 Weeks Previously

Yes 41 (100%) 36 (100%) 43 (100%) 42 (100%) 162 (100%)

No 0 0 0 0 0
No Response

Yes 7 C17%) 8 ( 22%) 9 ( 21%) 10 ( 24%) 34 ( 21%)

No 34 ( 83%) 28 ( 78%) 34 ( 79%) 32 ( 76%) 128 ( 79%)
Transient Response

Yes 35 ( 85%) 28 ( 78%) 35 ( 81%) 33 ( 79%) 131 ( 81%)

No 6 ( 15%) 8 ( 22%) 8 ( 19%) 9 ( 21%) 31 ( 19%)
Treatment Not Tolerated

Yes 1(C 2% 1 3% 0 0 2 1w

No 40 ( 98%) 35 ( 97%) 43 (100%) 42 (100%) 160 ( 99%)
Other

Yes 0 0 0 1C 2% 1(C 1%

No 41 (100%) 36 (100%) 43 (100%) 41 ( 98%) 161 ( 99%)

Source Data: Listing 9
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BAL4079/ALITRETINOIN
Additional Table 49

Summary of Demographic Variables: ITT Population (Part 1 of 2)- patients with both Baseline and Week 12 DLQI data

Alitretinoin

Placebo 10mg 20mg 40mg Total
Number of Patients in ITT Population 41 36 43 42 162
Age (years)
N 41 36 43 42 162
Mean 50.1 51.8 49.3 48.4 49.9
Standard Deviation 12.81 11.72 11.93 11.00 11.84
Median 54.0 53.0 50.0 50.0 52.0
Minimum 18 22 18 23 18
Maximum 68 68 76 69 76
Sex
Male 33 ( 80%) 23 ( 64%) 29 ( 67%) 32 ( 76%) 117 ( 72%)
Female 8 ( 20%) 13 ( 36%) 14 ( 33%) 10 ( 24%) 45 ( 28%)
Weight (kg)
N 41 36 43 42 162
Mean 79.07 78.03 76.73 81.36 78.81
Standard Deviation 14.716 12.470 13.816 15.100 14.088
Median 78.00 77.00 77.90 82.00 78.00
Minimum 54.0 53.0 45.0 56.0 45.0
Maximum 125.1 110.0 115.0 140.0 140.0
Height (cm)
N 41 36 43 42 162
Mean 172.5 170.2 171.4 172.4 171.7
Standard Deviation 7.35 7.01 9.60 9.80 8.57
Median 173.0 170.0 171.0 174.0 172.0
Minimum 157 158 150 150 150
Maximum 188 186 191 196 196

Source Data: Listing 6
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BAL4079/ALITRETINOIN

Additional Table 49 Summary of Demographic Variables: ITT Population (Part 2 of 2)- patients with both Baseline and Week 12 DLQI data

Alitretinoin

Placebo 10mg 20mg 40mg Total

Number of Patients in ITT Population 41 36 43 42 162

Race
Caucasian/White 39 ( 98%) 34 ( 94%) 42 ( 98%) 41 ( 98%) 156 ( 97%)
Black 1 C 3% 0 1C 2% 0 2 C 1w
Oriental 0 2 ( 6%) 0 0 2 (C 1%
Other 0 0 0 1C 2% 1 C 1%
Missing 1 0 0 0 1

Normal Occupation
Employed/Self Employed Full-Time 23 ( 56%) 21 ( 58%) 28 ( 65%) 29 ( 69%) 101 ( 62%)
Employed/Self Employed Part-Time 0 2 ( 6% 2 ( 5% 1 2%) 5 (C 3%
Student 2 ( 5% 0 0 1C 2% 3 (C 2%
Homemaker/Housewife 3 (C %) 1 (C 3% 4 (C 9%) 3 C 7% 11 ¢ 7%)
Unemployed 4 ( 10%) 3 (C 8w 3(C ™) 2 ( 5%) 12 ¢ %)
Retired 9 ( 22%) 9 ( 25%) 6 ( 14%) 6 ( 14%) 30 ( 19%)

Note: Details of "Other” Races and Normal Occupations will be included in the listing
Source Data: Listing 6
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BAL4079/ALITRETINOIN
Additional Table 50

History of Chronic Hand Dermatitis: ITT Population- patients with both Baseline and Week 12 DLQI data

Placebo

Alitretinoin

10mg

20mg

40mg

Total

Number of Patients in the ITT Population

Number of Patients With History of Chronic Hand Dermatitis

Type of Disease

41

41 (100%)

36

36 (100%)

43

43 (100%)

42

42 (100%)

162

162 (100%)

Hyperkeratotic Eczema 35 ( 85%) 31 ( 86%) 39 ( 91%) 35 ( 83%) 140 ( 86%)
Pompholyx 9 ( 22%) 4 ( 11%) 11 ( 26%) 13 ( 31%) 37 ( 23%)
Fingertip Eczema 11 ( 27%) 12 ( 33%) 19 ( 44%) 13 ( 31%) 55 ( 34%)
Other 4 ( 10%) 4 ( 11%) 2 ( 5% 10 ¢ 6%)
Time Since Start of Primary Diagnosis (Years)
N 41 36 43 42 162
Mean 6.23 6.28 5.86 7.67 6.51
Standard Deviation 5.273 8.386 7.838 8.889 7.671
Median 3.90 2.80 2.70 3.00 2.95
Minimum 0.8 0.4 0.3 0.3 0.3
Maximum 23.8 34.7 34.7 37.1 37.1
Time Since Start of Present Episode (Months)
N 40 36 43 42 161
Mean 16.23 15.65 28.77 23.98 21.47
Standard Deviation 20.970 23.262 50.640 49.077 39.324
Median 5.20 6.40 10.00 3.85 5.50
Minimum 1.0 0.8 0.9 0.2 0.2
Maximum 78.8 122.4 274.2 260.0 274.2
Note: Patients can have more than one "Type of Disease"
Details of "Other Types of Disease™ will be given in the listing
"Time Since Start of Primary Diagnosis” or "Present Episode” use derived dates if date recorded was partial
except for patient 3606 "Present Episode” as only the year was recorded and the derived date was prior
to the patient starting in the study
Source Data: Listing 8 b3ta50.sas
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BAL4079/ALITRETINOIN

Additional Listing: Patients with Total Dermatology Life Quality Index (DLQI) Score at Baseline and Week 12 By Center, Treatment and Patient

ITT Population

Center/ Treatment Pt. Age/ Population PGA Total DLQI Total DLQI Total DLQI
Investigator Group No. Sex ITT PP Baseline Week 12 Change From
Baseline

1/ Prof. J. Lambert Placebo 102 67/M Y Y Mod. Disease 6 6 0
Alitretinoin 20mg 104 47/M Y Y Mod. Disease 11 12 1

Alitretinoin 40mg 101 51/M Y N Mild Disease 25 7 -18

2/ Prof. D. Roseeuw Placebo 203 21/M Y Y Mod. Disease 1 2 1
Alitretinoin 20mg 201 53/F Y Y Almost Clear 9 5 -4

Alitretinoin 40mg 204 23/M Y Y Almost Clear 5 5 0

205 44/M Y Y Mod. Disease 3 15 12

Alitretinoin 10mg 202 22/M Y Y Severe Dis. 8 6 -2

207 45/M Y Y Mod. Disease 3 5 2

3/ Prof. M.F. De La Brassine Alitretinoin 20mg 301 59/F Y Y Clear 10 0 -10
Alitretinoin 40mg 303 52/M Y Y Mod. Disease 14 14 0

Alitretinoin 10mg 302 51/M Y Y Almost Clear 2 0 -2

4/ Prof. M. Heenen Placebo 401 34/M Y Y Almost Clear 4 2 -2
7/ Dr. F. Larsen Placebo 704 58/M Y Y Mod. Disease 12 2 -10
715 27/M Y Y Mod. Disease 6 13 7

720 51/F Y Y Mild Disease 7 1 -6

726 43/M Y Y Almost Clear 3 0 -3

Alitretinoin 20mg 702 50/M Y Y Almost Clear 9 0 -9

709 40/M Y Y Mild Disease 2 3 1

712 29/M Y Y Mod. Disease 7 13 6

723 50/F Y Y Mild Disease 10 2 -8

Alitretinoin 40mg 701 53/F Y Y Clear 8 1 -7

711 26/M Y Y Mod. Disease 6 3 -3

717 57/M Y Y Mod. Disease 4 7 3

725 41/M Y Y Mod. Disease 6 5 -1

727 47/M Y Y Almost Clear 14 0 -14

Alitretinoin 10mg 705 48/F Y Y Mild Disease 5 1 -4

713 59/M Y N Mod. Disease 19 19 0

719 68/F Y Y Almost Clear 4 0 -4

722 65/F Y Y Almost Clear 8 0 -8

9/ Prof. J.P. Ortonne Placebo 902 26/M Y Y Mild Disease 3 4 1
906 51/M Y Y Almost Clear 16 10 -6

916 58/F Y Y Clear 5 0 -5

Alitretinoin 10mg 907 51/M Y Y Mild Disease 11 10 -1

909 57/F Y Y Mod. Disease 8 12 4

Note: Total DLQI Score is the sum of the scores for the responses given at the specified visit
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BAL4079/ALITRETINOIN

Additional Listing: Patients with Total Dermatology Life Quality Index (DLQI) Score at Baseline and Week 12 By Center, Treatment and Patient

ITT Population

Center/ Treatment Pt. Age/ Population PGA Total DLQI Total DLQI Total DLQI
Investigator Group No. Sex ITT Baseline Week 12 Change From
Baseline

9/ Prof. J.P. Ortonne Alitretinoin 20mg 904 45/F Y Y Mod. Disease 24 6 -18
905 65/F Y Y Mod. Disease 9 14 5

911 18/M Y Y Mild Disease 9 6 -3

915 76/F Y N Mild Disease 0 0 0

Alitretinoin 40mg 903 43/M Y Y Mod. Disease 10 13 3

908 52/M Y Y Almost Clear 3 6 3

912 51/F Y N Clear 5 0 -5

Alitretinoin 10mg 914 62/M Y N Almost Clear 4 6 2

10/ Prof. F. Cambazard Placebo 1005 50/F Y Y Almost Clear 11 4 -7
1006 62/M Y N Severe Dis. 6 10 4

Alitretinoin 20mg 1004 55/M Y Y Mild Disease 14 4 -10

Alitretinoin 40mg 1001 69/M Y Y Severe Dis. 13 13 0

1008 54/M Y Y Mild Disease 10 7 -3

Alitretinoin 10mg 1003 52/F Y N Almost Clear 19 2 -17

11/ Prof. B. Dreno Placebo 1102 55/M Y Y Mod. Disease 9 9 0
Alitretinoin 20mg 1104 29/M Y Y Almost Clear 5 1 -4

Alitretinoin 40mg 1103 51/M Y Y Clear 5 0 -5

Alitretinoin 10mg 1101 40/M Y Y Mod. Disease 5 3 -2

12/ Prof. L. Dubertret Placebo 1204 59/M Y Y Mild Disease 2 2 0
Alitretinoin 20mg 1203 56/F Y Y Almost Clear 5 1 -4

Alitretinoin 10mg 1202 55/F Y N Severe Dis. 21 23 2

15/ Prof. G. Wozel Placebo 1501 43/M Y Y Mild Disease 6 10 4
Alitretinoin 20mg 1505 54/M Y Y Mod. Disease 10 16 6

Alitretinoin 40mg 1502 47/M Y Y Mod. Disease 9 8 -1

Alitretinoin 10mg 1503 41/M Y N Mild Disease 5 4 -1

16/ Prof. Th. Ruzicka Placebo 1601 52/M Y Y Severe Dis. 13 14 1
1608 61/M Y Y Almost Clear 15 10 -5

1611 47/M Y Y Almost Clear 16 7 -9

1616 68/M Y Y Mod. Disease 6 9 3

Alitretinoin 20mg 1602 42/F Y Y Almost Clear 3 2 -1

Alitretinoin 10mg 1604 38/M Y Y Almost Clear 8 9 1

1607 48/M Y N Mod. Disease 20 19 -1

1609 29/M Y Y Mod. Disease 8 19 11

1613 57/F Y Y Mod. Disease 18 19 1

1619 48/F Y Y Almost Clear 13 5 -8

Note: Total DLQI Score is the sum of the scores for the responses given at the specified visit
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BAL4079/ALITRETINOIN

Additional Listing: Patients with Total Dermatology Life Quality Index (DLQI) Score at Baseline and Week 12 By Center, Treatment and Patient

ITT Population

Center/ Treatment Pt. Age/ Population PGA Total DLQI Total DLQI Total DLQI
Investigator Group No. Sex ITT Baseline Week 12 Change From
Baseline

16/ Prof. Th. Ruzicka Alitretinoin 20mg 1605 50/F Y Y Clear 19 0 -19
1617 52/M Y Y Almost Clear 23 0 -23

Alitretinoin 40mg 1603 57/M Y Y Clear 16 1 -15

1606 49/M Y Y Mild Disease 19 16 -3

1612 60/F Y Y Almost Clear 27 0 -27

1614 55/F Y Y Mild Disease 30 23 -7

1618 33/M Y Y Almost Clear 12 9 -3

17/ Prof. H-U. Peter Placebo 1703 56/M Y Y Mod. Disease 9 4 -5
Alitretinoin 20mg 1701 60/M Y Y Mod. Disease 22 12 -10

Alitretinoin 40mg 1702 65/M Y Y Mild Disease 3 3 0

Alitretinoin 10mg 1705 65/F Y Y Severe Dis. 9 9 0

18/ Prof. T. Zuberbier Placebo 1807 65/M Y Y Severe Dis. 8 8 0
1810 18/M Y Y Almost Clear 9 7 -2

Alitretinoin 20mg 1804 41/M Y Y Mod. Disease 4 7 3

1806 62/M Y N Clear 2 0 -2

Alitretinoin 40mg 1805 61/F Y Y Almost Clear 11 6 -5

1808 56/M Y Y Clear 13 0 -13

Alitretinoin 10mg 1802 62/M Y Y Almost Clear 9 0 -9

1809 57/F Y Y Clear 6 2 -4

19/ Prof. Ch. Zouboulis Placebo 1902 32/M Y Y Almost Clear 7 3 -4
Alitretinoin 20mg 1901 46/F Y Y Mod. Disease 13 15 2

1907 37/F Y N Mod. Disease 14 17 3

Alitretinoin 40mg 1903 43/F Y Y Almost Clear 2 3 1

Alitretinoin 10mg 1904 49/F Y Y Severe Dis. 15 25 10

1906 61/F Y Y Mild Disease 15 3 -12

24/ Prof. P.J. Coenraads Placebo 2403 44/M Y Y Mod. Disease 10 4 -6
2405 54/M Y Y Severe Dis. 14 15 1

2410 57/M Y Y Mod. Disease 3 4 1

2416 58/M Y Y Almost Clear 7 1 -6

Alitretinoin 20mg 2404 54/M Y N Severe Dis. 15 6 -9

2406 35/M Y Y Severe Dis. 12 19 7

Alitretinoin 10mg 2401 53/M Y Y Severe Dis. 27 24 -3

2408 58/F Y Y Almost Clear 20 0 -20

2411 35/M Y Y Mild Disease 6 0 -6

2414 50/M Y Y Mod. Disease 5 0 -5

Note: Total DLQI Score is the sum of the scores for the responses given at the specified visit
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BAL4079/ALITRETINOIN
Additional Listing: Patients with Total Dermatology Life Quality Index (DLQI) Score at Baseline and Week 12 By Center, Treatment and Patient
ITT Population

Center/ Treatment Pt. Age/ Population PGA Total DLQI Total DLQI Total DLQI
Investigator Group No. Sex ITT PP Baseline Week 12 Change From
Baseline

24/ Prof. P.J. Coenraads Alitretinoin 20mg 2412 59/M Y Y Mild Disease 3 1 -2
2415 55/M Y Y Mild Disease 7 0 -7

Alitretinoin 40mg 2402 45/M Y Y Almost Clear 13 0 -13

2407 32/M Y Y Mild Disease 21 2 -19

2409 59/F Y Y Almost Clear 3 0 -3

2413 56/M Y Y Clear 2 0 -2

25/ Prof. Th. Starink Alitretinoin 20mg 2501 59/F Y Y Mod. Disease 14 5 -9
26/ Dr. H.B. van der Walle Placebo 2602 45/M Y Y Severe Dis. 8 11 3
2606 60/M Y Y Severe Dis. 17 13 -4

Alitretinoin 20mg 2603 60/M Y N Mild Disease 19 21 2

Alitretinoin 40mg 2604 62/F Y Y Clear 15 0 -15

Alitretinoin 10mg 2605 67/M Y Y Almost Clear 8 0 -8

27/ Dr. P. van der Valk Placebo 2707 61/F Y Y Mod. Disease 12 6 -6
2709 41/F Y Y Mild Disease 4 1 -3

Alitretinoin 20mg 2702 56/M Y Y Mod. Disease 7 2 -5

2711 64/M Y Y Mod. Disease 9 13 4

Alitretinoin 40mg 2708 32/M Y N Severe Dis. 9 9 0

2712 47/M Y Y Severe Dis. 13 17 4

35/ Prof. G. Burg Placebo 3504 61/M Y Y Severe Dis. 23 24 1
Alitretinoin 20mg 3503 61/M Y Y Mod. Disease 10 16 6

Alitretinoin 40mg 3502 39/M Y Y Mod. Disease 16 16 0

36/ Prof. J-H. Saurat Placebo 3606 52/M Y Y Mod. Disease 11 10 -1
Alitretinoin 20mg 3603 40/M Y N Mod. Disease 3 5 2

3604 45/M Y N Clear 10 0 -10

Alitretinoin 40mg 3602 48/M Y Y Mild Disease 10 15 5

3605 58/F Y Y Mod. Disease 9 8 -1

Alitretinoin 10mg 3601 53/M Y Y Mild Disease 11 3 -8

37/ Dr. C.J. Flemming Placebo 3702 55/M Y N Severe Dis. 9 9 0
Alitretinoin 20mg 3701 60/F Y Y Mod. Disease 2 3 1

Alitretinoin 10mg 3703 63/M Y Y Mod. Disease 16 17 1

38/ Dr. A.D. Burden Alitretinoin 40mg 3802 53/M Y N Clear 5 1 -4
39/ Dr. R. Ratnavel Alitretinoin 20mg 3902 48/F Y Y Mod. Disease 7 3 -4
3905 42/M Y Y Almost Clear 12 1 -11

Alitretinoin 40mg 3901 49/F Y Y Mod. Disease 8 4 -4

Alitretinoin 10mg 3903 24/M Y Y Mod. Disease 5 3 -2

Note: Total DLQI Score is the sum of the scores for the responses given at the specified visit
b3la_t45.sas 28JAN2009
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BAL4079/ALITRETINOIN
Additional Listing: Patients with Total Dermatology Life Quality Index (DLQI) Score at Baseline and Week 12 By Center, Treatment and Patient
ITT Population

Center/ Treatment Pt. Age/ Population PGA Total DLQI Total DLQI Total DLQI
Investigator Group No. Sex ITT PP Baseline Week 12 Change From
Baseline

40/ Dr. R.D. Aldridge Placebo 4001 48/M Y Y Mod. Disease 3 3 0
4007 60/M Y Y Mild Disease 7 3 -4

Alitretinoin 20mg 4002 46/M Y Y Mild Disease 2 1 -1

Alitretinoin 40mg 4003 39/M Y Y Mild Disease 4 1 -3

Alitretinoin 10mg 4004 50/M Y N Mod. Disease 7 2 -5

41/ Prof. D. Abeck Placebo 4103 55/F Y N Severe Dis. 22 21 -1
Alitretinoin 40mg 4101 37/M Y N Almost Clear 12 4 -8

Alitretinoin 10mg 4102 64/M Y N Mod. Disease 7 11 4

42/ Dr. Ch. Willers Placebo 4205 55/F Y Y Almost Clear 19 1 -18
Alitretinoin 20mg 4203 19/M Y Y Clear 13 1 -12

Alitretinoin 40mg 4204 35/M Y Y Mod. Disease 7 0 -7

43/ Prof. R. Kaufmann Placebo 4302 30/M Y Y Mild Disease 14 6 -8
Alitretinoin 20mg 4301 42/M Y Y Mod. Disease 21 19 -2

44/ Dr. B.J. Halioua Placebo 4405 68/F Y Y Almost Clear 0 0 0
4408 47/M Y Y Mod. Disease 14 4 -10

Alitretinoin 20mg 4403 55/M Y Y Mild Disease 5 2 -3

4407 48/M Y Y Clear 2 0 -2

Alitretinoin 40mg 4404 34/M Y Y Clear 3 0 -3

Alitretinoin 10mg 4401 53/M Y Y Almost Clear 6 0 -6

46/ Prof. H. Degreef Alitretinoin 20mg 4602 58/M Y Y Mild Disease 7 0 -7
Alitretinoin 40mg 4603 68/M Y N Almost Clear 2 0 -2

Alitretinoin 10mg 4601 66/M Y Y Severe Dis. 14 3 -11

Note: Total DLQI Score is the sum of the scores for the responses given at the specified visit
b3la_t45.sas 28JAN2009
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The following 4 tables are provided as commercial in confidence

Appendix A10 Dermatology Life Quality Index (DLQI) Results: ITT Population

Flacsbo Blitretinoin llmg Alitretinoin 20mg Alitretinoin 40mg
Basalins [ Easalins= Waak 12¥ as=lins Weak 12% Eamalins Weak 12¥
sientcs in ITT Populatica in 45 44 48 25 4B 43 =0 45
se=xing DLOT
Humber of Fatisnts With Zvailabls Data 48 41 48 2E 4B 43 50 a2
Question 1
Very Much 14 5 15 ( 31%) 5 11 L1 2%
2 Lot 15 £ 1E { 33%) T 20 12 { 3lx)
A Little 15 14 11 § 23%) 16 18 | 14 | 33%)
Hot at BRIl 4 11 4 [ 3%} 15 0 14 | 23%)
1 1 0 0 0 b
11 2 T oL 13%) -] = 20 TRl
14 5 18 | 40%) T 20 E | 15%}
A Little 13 14 16 | 33%) o 15 11 { 2€%)
Hot at A1l 10 15 & | 12t} Iz = 20 | 48%)
Mi=msing 1 3 o o o 3
Qe
Y 13 5 [ ¥ -] E { lEx} 2 1 E%)
AL 13 £ 14 ) E 14 { 25%) E | 15%)
A Little 10 14 14 | 23%) 11 18 25%) @ | 21%}
Hot at A1l 11 14 11 § 22%} 1E T oL lag) 22 | =5%)
Hot Relevans 1 1 3 &%) 1 L i 2%} 0
Mi=zsing 1 3 0 0 1 3

Rote=: We=k 1CI- refer= to Week L7 or treacment disconcimmation
L1l parcentages have besn calculated ocut of the mumbsr of patients with awailabls datz for that gquastion
Patients 1E0Z and 1806 answered the =econd part of Question 7 when it was not applicable to them. Howewer, their data has been included in the
tabole
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Appendix A10 (cont) Dermatology Life Quality Index (DLQI) Results: ITT Population

Flacsbo Alitretinoin 10mg Elitretinoin 20mg Alitretinoin 40mg
Baszeline femk 12% Baszeline ek 12% Bazeline ek 12% Bazeline Week 12*
Humber of Fatients in ITT Populatiocm in 45 44 48 25 4E 43 S0 45
Countries Rssessing DILOT
Mumber of FPatisnts With Zvailabls Data 48 41 48 2E 4B 43 50 42
1 2%) 0 1 L 2%} o 4 { 5%) 1| 2%}
1 2%) 2 3 4 | 9%} L 2%} Z o 4% Z | A
15 | 31%) 5 2 & { 133} £ 1 12%) le | 32%) 11 | 263}
Hot at R11 { I -k b 5 ZE | Sa%) 24 TI%) 5 | SO0%) Z6 | £2%)
Hot Relewvants 20 %% 1 7 5 & | 13%} Z 0 3% R = Z | =
Mi==ing 1 3 & 3 o o 0 2
Question 5
Wery Much € 1 4 7 Z S 1 10%) L 2%)
A Lot 13 7 T T 5 5 { 10%) & | 14%]
A Little L€ 12 z 4 E @ 15 { 30%) 11 | 2e%)
Hot at Rl 13 20 1 Z1 Z4 Z6 ZZ [ 44%) 23 | 533
Hot Belewants 3 1 a z 1 N = § 1 2%
Mimsing 1 1 3 0 o v 2
Question &
Vary Much 1 5 4 1 2% T 14%) L | 2%}
A Lot 5 4 4 i L 2% 20 %) 4 | 10%}
3 Little 11 5 - £ [ 12%) 10 | 20%) & | 14%]
Hot at Rl 13 1€ 20 | 24 [ S} 18 { 38%) 23 | 55%
Hot Belewans 11 £ 15 11 § 2&€%) 11 | 22%) E | 154%}
Mi==ing 1 & 3 o o 0 2

Aote: We=k 1Z° rel=c= Go WEek 1L of trestment Cisconciomabion
21] percentages have besn calculated out of the mmber of patients with available data for that quession
Patient= LEQZ and 1808 answered the sscond part of Quastion 7 when it was not applicable to theam. Howevrsr, their data has besn includsd in the
table
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Appendix A10 (cont) Dermatology Life Quality Index (DLQI) Results: ITT Population

Flacsbo Blitresinoin 10mg Blitretinoin 20mg Alitretinoin 40mg
Bazeline Weml 17 Baseline Wesf 1I* Bazeline Week 1Z¢ Ba=zeline week II*
Humber of FPatisnts in ITT Populatioca in 45 44 48 3k 4E 43 50 a5
Countries Rssessing DLOT
Mumber of Fatients With Zvailsbls Tata 48 41 48 € 4E 43 &0 42
Question 7
fas 10 11 E [ 17%) £ 1 12%) E [ 1lex} 5 1 12%)
Ho ZE a2 320 ETR) 3F | TE%) 35 | 70%) 3l | 741
Hot Belevant 12 5 E { 17%) 4 { 10%} T 14%) £ | 14%)
Mim=ing @ o 1 D 2
If no:
il 14 | 443} 4 1 12%) o 28%) 2
1 12 1z | 29%) € { 139%) 15 | 47%) @
11 £ [ 13% 23 70%) E [ 25%) 19
1 0 0 2 1
2 0 3 2 4 2 5% 4 { &%} o
A Lot 7 30 7% 4 4 50 12%) 20 4% 2 { Ti)
A Little 12 10 | 24%) 14 14 g 12%) 1o | 38%) 11 | 2¢%)
Hot at RE1l Z4 ZE€ [ 63%) Z3 5 ZE | £3%) 24 | 43%) ZE | €77}
ot Belevant 3 2 ( 3% 4 3 20 5% L i 2%} 0
Mi=sing 1 3 & o o o &

Hote: Week 12% refers to Week 12 or treatment dizconsimuation
1] percentages hawve besn calculated out of the rmmbsr of patients ailable data for that quession
Patienss lE[Z and 180§ an=zwered the second part of Question 7 when it was oot applicable to them. Howew
table

r, their data ha= been included in the
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Appendix A10 (cont) Dermatology Life Quality Index (DLQI) Results: ITT Population

Fl Alitretinoin 10mg Alitretinoin 20mg Alitretinoin 40mg
Bas=lins Waal 12% Bas=lins Waal 12% am=lins We=k 12% Bamslins Wemk 12%
Humber of FPatiznts in Fopulaticn in 45 44 48 a5 4E 43 E0 458
Countries Rsses=ing ILOT
Humber of Fatients With Ivailabls Data 48 41 48 ZE 4E 43 E0 42
Sumstion 9
Wery Much 1 { 2% 4 L 1 2%) 4 o
A Lot 1 { 2% 1 -] 5 12%) Z 21 5%
A Little & { 22%] £ 7 -] 4 3% E & | 14%}
Hot at RlL ZE €3%) 2 1% 27 28 [ €7%) Z5 ZE | €77
Hot Belewans 4 10%) 1 3%l 10 4 %! 11 & | 14%)
Mi==ing 3 3 0 0 0 2
=tion 10
Wery Much 2 4 0%1 = 2 1 2% Z %! 0
A Lot £ 1 { 2%] 2 T Z 3%) -] %) 20 7%
A Little 18 € { 15%] 4 i L] T 16%) 20 0%} LD | 24%)
Hot at Rll 20 ZE £3%] 23 i 22 20 To%) 20 1% 2T | 4%
Hot Relewvant 2 4 0% 4 i 11 2 7% 2 %) Z | 5%
Mis=sing 1 3 3 o o o 3

Hote: Wesk 12% refers to Week 12 or treatment disconSimeation
211 parcantages have besn calculated ocut of the rumbsr of patients with awvailabls data for that gquestion
Patients LE0Z and 180€ an=wered the =econd part of Question 7 when it was not applicable to them. Howewer, their datz ha= been included in the
table
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Appendix 3: special safety assessments from the Alitretinoin studies

The entire appendix 3 is commercial in confidence

Psychiatric disorders

Psychiatric disorders: BAP00089 study

The following tables and figures are from the BAP00089 Clinical Study Report — Efficacy and Safety of Alitretinoin in the Treatment
of Severe Refractory Chronic Hand Dermatitis (Protocol BAP0O0089) / Report BAP00997 / 25 July 2007

Table 34 Patients with CES-D Total Score of 2 20 and a Change from
Baseline 2 4 (Safety Population)

Zlitretinoin

10 qu o A0 mg  Flacebo
Humber of Fatients in Safety Fopulation 418 41¢ 203
Number of Patients with &vailable Observations 405 (96.9%) 406 (99.0%) 1949 (98.0%)
Number of Patients with CES-D total score >==20 33 {7.9%) 2T | B.6%) 12 { 5.9%)

and a Change fron Baseline >= 4 at any time

During Active Treatment

Mote: Baseline is last available assessment before and inecluding Baseline wisit.
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Appendix A 48 Summary of CES-D Questionnaire (Safety Population)

ALITEETINOIN 10 mg

CES-D Total Score (N=418)

o Mean sD Madian Mi nd mum Mazximum
Raw score
Pre-scre 3 4.7 4.18 5.5 4} 11
Screening 384 .0 5.89 4.0 [} 38
Baseline 3% 5.6 5.58 4.0 [ 30
Weak 4 37 5.6 5.48 4.0 4} 38
Weak 8 354 5.3 5.80 3.0 [ 33
Weak 12 303 4.5 5.08 3.0 4} 25
Week 16 287 4.3 5.18 3.0 0 36
Waak 20 274 4.6 .02 3.0 [ 36
Wealk 24 394 5.3 .99 3.0 4} 36
End of Therapy 405 5.4 &.98 3.0 4] 36
Fu wWeek 4 222 4.9 &.37 3.0 4} 41
Fu Week 8 3 5.2 2.93 5.5 2 9
Fu week 1& 2 0.0 .00 0.0 4} 1}
Change from Baseline

Waak 4 368 -0.0 3.99 0.0 -14 23
Weak 8 351 -0.2 4,88 0.0 -21 26
Weak 12 301 -1.2 4,42 =1.0 -14 13
wWeak 14 284 -1.5 4.9 -1.0 -20 1@
Weak 20 27 -1.0 5.68 -1.0 -18 31
Waak 24 39 -0.4 .33 0.0 —-22 33
End of Therapy 402 —0.4 6.27 0.0 -22 33
Fu Week 4 219 -0.3 .55 0.0 =20 41
Fu wWeek 8 3 -5.2 9.52 -3.0 -23 4
Fu Week lé 2 -1.0 .00 =1.0 -1 -1

Appendix A 48 (cont.) Summary of CES-D Questionnaire (Safety Population)

ALITRETINOIN 30 mg

(ES-D Total Score (K=410)

ol Mean ] Madian Mindmum Maximam
Raw score
Fre-scre 4 2.8 3.10 2.0 4] 7
Seresning 384 [ 6. 27 5.0 4] 38
Baseline 383 6.1 6.51 4.0 [ 35
Weak 4 363 a0 .13 4.0 4 38
Wesk 8 340 3.5 .14 3.0 0 34
Week 12 240 5.3 5.91 4.0 [ 36
Week 18 218 4.6 5.43 3.0 [ 33
Weak 20 209 4.8 5.95 3.0 4 36
Wesk 24 392 5.6 .63 3.0 0 34
End of Therapy 404 5.7 6.82 3.0 4] 38
Fu Week 4 256 5.3 6.79 3.0 4 33
Fu Week 8 10 7.3 6.96 5.0 ¢ 17
Fu wWeek 18 1 34.0 34.0 34 34
Fu Week 24 1 15.0 15.04 15 15
Change from Baseline

Week 4 358 0.3 4,84 0.0 -29 15
Week & 335 0.7 5.3% 0.0 -3z 33
Wesk 12 236 -8 4,76 0.0 -29 1z
Wesk 18 213 -1.5 5.14 1.0 -3z 1z
Week 20 206 -1.2 5.29 a.0 -29 12
Week 24 388 -0.4 5.82 .0 =35 24
End of Therapy 3949 -0.4 5.79 .0 -35 24
Fu Week 4 254 0.9 5.93 .0 -3z 29
Fu Week & 10 -2.4 11,36 .0 -3z 9
Fu Week 18 1 3.0 3.0 3 3
Fu Week 24 1 -16.0 -16.0 -16 -16
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PLACEBO

CE3-D Total Score (H=203)

H Mean a0 Median Minimum Maximim
Raw score
Pre-scre 1 24.0 24.0 24 24
Screening 191 .1 5.70 5.0 [ 31
Baseline 19z 3.4 5.58 3.0 [ 33
Week £ 178 5.4 5.488 3.0 [} 35
Weak 8 163 5.1 5.27 3.0 4} 23
Week 12 145 4.9 5.34 3.0 i} 30
Week 16 13 4.5 5.33 3.0 [} 29
Wesk 20 130 4.1 5.30 3.0 4} 33
Wealk 24 189 3.0 6,64 3.0 [ 47
End of Therapy 199 5.2 &.71 3.0 4] 47
Fu Week 4 112 4.7 5.72 3.0 [} 27
Fu Week & 4 4.0 5.48 2.0 4} 1z
Fu Week 16 1 1.0 1.0 1 1
Change from Baseline

Weak 4 178 a0 5.01 0.0 -21 33
Weak 8 163 -2 4.81 0. -17 18
Weak 12 144 0.5 5.28 0.0 -17 28
Week 16 130 -0.8 5.00 0.0 -17 27
Wealk 20 130 -1.0 5.81 0. -17 31
Week 24 188 0.5 5.94 0.0 -17 24
End of Therapy 198 -0.4 5.490 0.0 -17 24
Fu Week 4 111 -1.0 5.48 0.0 -18 1&
Fu Week & 4 -3.5 4.73 2.0 =10 4]
Fu Week 18 1 -4.0 4.0 -4 -4

Note: Baseline is last available assessment before and including Baseline wisit.

End of Therapy is last available non-missing total score during treatment pericd, excluding unscheduled visits.

Appendix A 49 Summary of CES-D Highest Total Score (Safety Population)

Alitretinoin

10 mg 30 my Flacebo
Numter of Pabients in Safety Population 418 410 203
CES-D Higesk Total Score at any on Treabment Posb
Baseline Assesasment
n 4035 404 194
Maan 8.6 4.5 4.2
SD 7.95 7.63 7.51
el 3.0 3.0 3.0
Madian .0 6.5 7.0
o3 13.0 1z.0 12.0
Minimam 4 4] a
Maximam a8 38 47

Wote: Baseline is last available assessment before and including Baseline wisit.

Appendix A 50 Analysis of Covariance of the Change from Baseline in CES-D Total Score (Safety Population)

Alitratinoin
10 mg 30 my Flacebo
Humber of Patients in Safety Fopulation 418 410 203
Change from Baseline in (ES-D Total Score ak End
of Therapy
n 402 399 198
Mearn -0.4 -0.4 -0.4
fein] 6.27 5.79 5.90
Q1 -3.0 -3.0 -3.0
Median 0.0 0.0 0.0
o3 1.0 2.0 1.0
Mindmam -22 -35 -17
Maximam 33 24 24
LeMeans —01. 48 —=0.30 =061
95% CI {-1.08, 010 { -0.88 0.23) { -1.44, 0.22)
litretincin Dose-Flacebo
Difference in LSMean 0.1z .30
95% C1 {-0.84, 1.09) (-0.69, 1.29)
p=value 0.802 0.352

NHote: Baseline is last available assesament before and including Baseline wisit.
End of Therapy is last available non-missing total score during treatment period.
The analysis of covariance model includes treabment, CES-D tetal score ab baseline and PGR response at end of therapy as covariates.
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Psychiatric disorders: BAP00091 study

The following tables and figures are from the BAP00091 Clinical Study Report - Follow-Up Efficacy and Safety Study of BAL4079 in
the Treatment of Chronic Hand Dermatitis Refractory to Topical Therapy (Protocol BAP00091) / Clinical Study Report BAP00998 /

30 July 2007

Table 30: Patients with CES-D Total Score of 2 20 and a Change from Baseline =z 4

Cohort B Cohort A

Non Responder  Relapse in BAPE9

in BAPBS

30mg 10mg 30mg Placebo
Number of Patients (Safety) 243 21 30 46
WNumber of Patients with Available Observations 243 (100.0%) 20 (952%) 49 (98.0%) 45 (97.8%:)
WNumber of Patients with CES-D Total Score =20 14 (58%) 0 4 (B0%%) 2 (4.3%)

and a Change from Baseline = 4 at any time During Active Treatment

Source: BY1T55.sas 10mayd7
Note: Baseline is last available assessment before and including baseline visit.
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Appendix A 32 Summary of CES-D Questionnaire (Safety Population)

Meon Responder in BAPSS - Alitretinoin 30mg

CES-D Total Scors (MN=243)

) Mean 5D M=dian Minimum Maximum

Raw score

Scresning 5 3.0 0
Baseline 4 3.0 0
5. 3.0 0

5. 3.0 0

5. 3.0 0

5. 3.0 0

4, 3.0 0

€. 3.0 0

v £. 3.0 i

Follow Up Week 4 B 3.0 0

Change from Baseline
Treatment Weekd

0 4 s L £ 60 6 €

Scurce Data: BS1L37.1, BY1L37.Z2
te: Bassline is last

E21T54.5as 10MRYOT

assessment before and including baseline visic.
non-missing total scors up to end of thera excluding unscheduled visits.
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Appendix A32 (continued) Summary of CES-D Questionnaire (Safety Population)

Belapse in BRPARY - Alitretinoin 10mg

CES-D0 Total Scores (H=ZI)

H Mean 5D M=dian Minimum Maximum
Raw sccre
Scresning 18 4.5 4.30 3.5 0 18
Baseline 17 4.2 5.04 3.0 0 1§
Treatment Weekd 18 4.1 4,47 3.0 0 14
Treatment Week8 18 3.8 4.54 2.5 0 15
Treatment Weekl 18 3.6 3.1& 3.0 0 11
Treatment Weekle 12 2.7 2.9% 2.0 0 3
Treatment Week20 18 3.3 2.63 3.0 0 9
Treatment Week24 15 3.2 4.9% 1.5 0 19
End of Therapy 20 3.2 4.70 2.0 0 19
Follow Up Week 4 1 3.0 3.0 3 3
Change from Baseline

Treatment Weekd lg -2.7 2. 0.5 -3 3
Treatment Week8 18 -0.3 1 0.0 -3 3
Treatment Weekl 14 -0.3 2. 0.7 -3 5
Treatment Weekle 10 -1.0 2. -1.5 -5 &
Treatment Week20 14 0.6 2. 0.4 -5 4
Treatment Week24 17 -0.5 2. 0.0 -E L
End of Therapy 18 -0.7 2. -0.5 - -
Follow Up Week 4 1 -1.0 -1.0 -1 -1
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Appendix A32 (continued) Summary of CES-D Questionnaire (Safety Population)

Belapse in BAPES - Rlitretinoin 30mg

CES-D Total Scors (H=50)

" Mean 5D Median Mi nimuim Maximum
Raw score
Scresning 45 3.0 5. 3.0 L 24
Baseline 24 5 S 3.0 J 19
Treatment Weekd 45 5 . 3.5 0 23
Treatment Weekf 43 2 5. 3.0 0 20
Treatment Weekl:l 30 4. 5. 2.5 0 20
Treatment Weekld 34 3.1 Q. 2.5 0 24
Treatment Week2O 24 5.4 7. Z.0 0 36
Treatment Weeka24 47 2.6 @, 2.0 0 22
End of Therapy 44 5.7 E. 4.0 0 22
Follow Up Week 4 10 3.4 4, 2.0 0 12
Change from Baseline

Treatment Weekd 47 4, 0.2 16
Treatment Week8 4z S. 0.0 9
Treatment WeeklZ 35 4. 0.0 9
Treatment Weekld 33 5. 0.2 15
Treatment Week20 33 5. 0.a 14
Tr=atment Weekid 40 4, 0.2 3
End of Therapy g 4. 0.0 =]
Follow Up Week 4 10 4.7 0.0 2
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Appendix A32 (continued) Summary of CES-D Questionnaire (Safety Population)

Belapss in BAPBS - Placebo

CES-D Total Scors (H=48)

i Mean 5D M=dian Mi nimum Maximum
core
Scresning 43 4.7 4.2 4.0 0 17
Baseline 38 4.7 4, 4 0 13
Treatment Weekd 41 €.7 €. 5 0 30
Treatment Weekf 38 5.7 5. 5 0 24
Treatment 2 33 5.7 g, 4, 0 27
Treatment 33 4.3 5. 3. 0 26
Treatment 3Z 4.4 4, 3. 0 17
Treatment WeekZd 43 5.3 3 4, 0 34
End of Therapy 4 Z.4 g 4 0 24
Fellow Up Week 4 10 3.5 4. 2. 0 1z
from Baseline
=atment 40 4. a. -7
SaAtmENt 37 3. 0
SatmENt 34 4, 0
satment 33 3. 0
satment 32 3. 0
reatment kzd 4z 5. [}
End of Therapy 44 5. ]
Follow Up Week 4 10 -2.2 3. -1.0

Appendix A 33 Patients with CES-D Total Score 220 and a Change from Baseline 24 (Safety Population)

Hon Besponder
in BAPES

in B4P Relapse in BAPES
_ Alitretinoin
30mg T0mg Placebo
Murker of Patients in Safety 243 z1 50 48
Population
Mumber of Patients with Available 243 (100.0%) Z0 (95.2%) 49 (95.0%) 43 (57.8%)
Cbservations
Humkber of Patients with CES-D 14 ([ 5.6% o 4 { B.0%) 2 [ 4.3%)

al So 0 and & Changs from
1i t any time During
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Analysis of Covariance of the Change from Baseline in CES-D Total Score (Safety Population)

Appendix A 34
Non Besponder
in BAPES Relapss in BAPES
__Alitretinoin__ ingin
30mgy T0mg
243 Z1 0 48

lurker of Patients in Safety

Minimum
Maximum

g Baseline wisit
catment per:
score at basel

Scurce Data: BSIL37.1, B
! e is last
is last

ine and

PGR response at end of therapy as cowi

ludes treatment, CES-D total
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Psychiatric disorders: BAP00200 study

The following table and figure are from the BAP00200 Clinical Study Report — Pharmacokinetics, efficacy and safety of alitretinoin
in patients with severe or moderate chronic hand dermatitis refractory to topical therapy (Protocol BAP00200) / Report BAP00983 /
31 July 2007

Figure 18 Maximum Change from Baseline against Maximum CES-D Total
Score [Safety Population)
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Table 30 FPatients with CES-D Total Score 220 and a Change from Baseline
24 (Safety Population)

Rlitretinoin
1 gy 0 e
Wuber of Patlents in Safecy Populstics 16 1 s
Hu=ar af Patianks with Avallable Obssspwatlons 15 (93.68%] 1E J R O]
Hutsay ol r.-;_ wWith CEE=0 & l 1 o 201 1 [ B.3%] 1= 5%)
B S T e > 4ok et
Decived from source: B20OTAl.sss  leWOY

Psychiatric disorders: BAP00626 study

The following table is from the BAP00626 Clinical Study Report — Safety and Efficacy of Alitretinoin in the Treatment of Severe
Refractory Chronic Hand Dermatitis (Protocol BAP00626) / Report BAP01366 / 7 December 2007

Table 36 Patients with CES-D Total Score 220 and a change from baseline
4. Safety Population

30mg
Number of Patients in 3afety Populaticn 248
Numher of Patients with Awvailable Observaticons 241 (97.2%)
Number of Patients with CES-D total score =20 20 [ B.1%)

and a Change from Bassline >= 4
Source: BE2ETS5.sas 120CTa7
Note: Baseline 1s last avallable assessment before and including basseline wisit.
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Ophthalmologic examinations

Ophthalmologic examinations: BAP0O0O089

Please see attached report “Assessment of Ophthalmologic Findings after Oral Alitretinoin Therapy in Patients with Severe
Refractory Chronic Hand Dermatitis - Protocol BAP0O0089: Efficacy and Safety of Alitretinoin in the Treatment of Severe Refractory
Chronic Hand Dermatitis” 20 July 2007.

Ophthalmologic examinations: BAP0O0091

The following tables and figures are from the BAP00091 Clinical Study Report - Follow-Up Efficacy and Safety Study of BAL4079 in
the Treatment of Chronic Hand Dermatitis Refractory to Topical Therapy (Protocol BAP00091) / Clinical Study Report BAP00998 /
30 July 2007

Please also see Appendix A36 “Reports on special safety assessments” from the abovementioned Clinical Study Report for the
report “Assessment of Ophthalmologic Findings after Oral Alitretinoin Therapy in Patients with Severe Refractory Chronic Hand
Dermatitis Protocol BAP00091: Follow-up Efficacy and Safety Study of BAL4079 in the Treatment of Chronic Hand Dermatitis
Refractory to Topical Treatment” 20 July 2007.
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Appendix A 31 Summary of Ophthalmelogical Evaluations (Safety Population)
Visual Disturbances (Part 1)

Hon Responder

Placs=bo
Hunker of Fatisnts in Jafety 243 21 SO 4€
Population
Mumber of B 13 (100.0%) 2 [l00.0%) € (100.0%) 2 (100.0%)
Ophthalmol
Patients with an adverse change:
Crrerall
Hao - [1] [ (100.0%) 1 (S0.0%)
Tas 1 ] o a
Missing 3 2 o 1 (50.0%)
Vision Los=
Hao 5 a 3 (100.0%] 1 s0.0%)
Yan 1 a 0 a
Missing 3 2 [L0D. 0% o 1 (50.0%)
Decreased N
Hz 5 ] [ 149.0%) 1 (50.0%)
Ten 1 a 0 0
Mimsing 3 2 [LOD.T 0 1 (50.0%)
Vimual Obecuring
Hao 8 (EL.5%) [1] [ (100.0%) 1 (S0.0%)
Tes 0 d o a
Missing 5 (38.5%) 2 [100.0%) o 1 (50.0%)
Cther Visual Disturba
Hao 7 N a ] (33.3%) 1 s0.0%)
Yan a a 0 a
Missing E ) 2 [LOD.O%) 1 (lE.7%) 1 [s0.0%)

for either or both eyes. ==ing a
or nomal at baseline and missing result av EOT, So

in
ng results at base,
=y==. Cther cha Zrom ba

= de
r both

Appendix A31 (continued) Summary of Ophthalmological Evaluations (Safety Population)
Visual Disturbances (Part 2)

BAFIE
1T, Placebo
Tumcer of Favien 21 ] IE
Population
Yumker of 13 (100.0%) 2 g (139.0%) 2 (100.0%)
Cphthalmol
Lo== at Baselin=
12 2 [l00.0% 2 L% 2 (100.0%)
1 a 2 0% a
Vision Loss at End of Therapy
He & a 3 1 (50.0%)
Tes 1 a 3 a
Mimsing 3 2 [100.0% o 1 (50.0%)
Decreased Ni; Vision at
Baseline
Ho 13 (100.0%) 2 100.0% 4 2 (100.0%)
Tes a a Z a
Dacreased
End of The:
He [ ] 4 1 (50.0%)
Tes 1 a Z a
Mimsing 3 2 [100.0% o (50.0%)
12 (32.2%) 2 100.0% 2 0% 2 (100.0%)
0 a g -0%) a
1 [ 7.7 a o a
B [EL.3%) a 3 -0%) 1 (50.0%)
0 a Z 3% a
Missing 5 (35.5%) 2 1 .78 1 (50.0%)

Data: BOILI3 2

Each type of wisual disturbance is counted once if it is reported for either or both eyes.

LOMAYDT

Appendix A31 (continued) Summary of Ophthalmological Evaluations (Safety Population)
Visual Disturbances (Part 2)

Respondez
EZ B
— Elitretinoin Elitretin
2lmg 10mg 2 Flaceba
Cther Visual Disturbances
at Base
Hao & 2 [L00.0%) 5 2 (100.0%)
Tes 1 a 1 a
Mimsing 3 ] o 0
Other Vispal Dissurbances
at
£ a 4 6. TR 1 (50.0%)
1 a 1 [L1E.7%) a
Miasing € 2 100.0% 1 i16.7%) 1 (50.0%)
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Appendix A31 (continued) Summary of Ophthalmological Evaluations (Safety Population)
Refraction — End of Therapy compared to Baseline

Hon Responder

in BAFFS
—Alitretinoin__ F:
20mg 1y Placeba
Humicer of Fatien 243 21 50 4€
Pepmlation
Yumcer of B 13 (100.0%) 2 [100.0%) [ $100.0%) 2 (100._0%)
Ophthalmologi
1 a 2 1 (50.0%)
4 1 150. 0% 1 a
5 1 a 1 a
Misaing 7 1 {50.0% 2 1 (S50.0%)
Tata: BEILIZ 2 . BEGITSE_02. =a=

I chang= Is
plane in either =

For zefraction, nge in absclute
oz, and & ch n absolute valus
countad in the =u =Y.

digpter is counted a= no change, & change in ab=zolute value 0.5 to 1
diopter is counted as a major change. The largest change in absolute value |

Appendix A31 (continued) Summary of Ophthalmological Evaluations (Safety Population)
Peripheral Visual Field

icéicﬂdtr

e
retinoin__ Elitzets

1lng Flacebo

243 21 50 4€
12 (100.0%) 2 100.40 6 100.0% 2 (100_0%)
5 2 100.0% -] (E2.3%) 1 (30.0%)

1 a 0 a
3 a 1 (lE.7%) 1 s0.0%)

visuzal field at baseline
1 2 100.0% [ 130.0%) 1 (50.0%)
2 a 0 1 (30.0%)
end af

8 2 100.40 ] (33.3%) 1 [s0.0%)

2 [} o a
3 a 1 (16.7%) 1 (S0.0%)

for either or both syes.
ECT, or nommal at basslire and

b epes.
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Appendix A31 (continued) Summary of Ophthalmological Evaluations (Safety Population)
Ocular Moti

Hon Responder
in BREGS Rel
—litretinoin__ Elitzetino
2lmg Tirg 20z Placsic

243 21 S0 4€
Bogulation
13 (100.0%) 2 (2 (100.0%) 2 (100.0%)
Sions=
Fatients with an adwerse change
o 10 = 2 [L0D. (2 (130.0%) 1 (S0.0%)
Tes 0 a o 0
Minsing 3 [23.1%) a o 1 [50.0%)
Ocular Motility at baseline
2] 13 (100.0%) 2 5 2 (100.0%)
0 a 1 0
10 a%) 2 [LOD. S 1 (50.0%)
RAonormal a ] 1 a
Missing 3 (23.1%) a o 1 (S0.0%)

to abnormal
and 3baors
nan -

i% is reported in either or both syss.

change from nommal at bas

T, for sither or both =y=s. &
g result at base

or nomal at baseline and

eyes. Other changes fraom baseline to T
An abmeormaliSy is counted onos inm this swmary

Appendix A31 (continued) Summary of Ophthalmological Evaluations (Safety Population)
Anterior Segment (Part 1)

Hon Responder

Humber of Fatients in Safety 243 21 S0 4€
Population
13 (100.0%) 2 & (100.0%) 2 (100.0%)
tions
Patients with an adwerse changs:
Crrezall
Ra & 2 100.0% 4 1 (50.0%)
Yes 1 a Z 1 (50.0%)
Missing 3 L] o a
Lid Margin
Ho H ] 1 (50.0%)
Tes a 1 a
Mimsing 22.1%) ] 0 1 (50.0%)
Conjunc
Ha 13 2 [100.0% 5 a
Tes a a 1 1 %)
Missing 3 (23.1%) a o 1 B
Cornea
Ha 10 2 = (100.0%) 1 [30.0%)
Yan 0 a 0 a
Mi==ing 3 (23.1%) a o 1 (50.0%)
Anterior Chamber
Ko 17 2 & (100.0%) 1 (50.0%)
Yes a a 0 a
Missing 3 (23.1%) a o 1 (50.0%)

(U8 =2z IOMETDT

Tata: BOILII_T
BEn adwers hange 1= definsd as 2
ng results at baseline and
es. Other changes from baseline to = considered as no adverss

to abnormal a
and abaormal

change.

for either or both syea. &
or mormal at baselin= and

as B far bosh

Ty
T,
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Appendix A31 (continued) Summary of Ophthalmological Evaluations (Safety Population)
Anterior Segment (Part 1)

Hon Res
_inhra  _ pa
_ Alitretinoin Alitretino
iy Ting 30mg Plazeka
Iris
Ha L 2 [oo. [ 1109.9%) 1 (50.0%)
Tes a o a
Misaing 3 a o 1 (S0.0%)
Lens
Ho & 2 [100.0% ] (53.3%) 2 [(100._0%)
Tes 1 1] 1 116.7%) d
Misming 1 0 D
Dy Eyes Symptoms
o 10 2 [Loo. 4 V6. TR d
] d a Z 133.3%) 1 (50._0%)
Mizsing 1 ] o 1 (50.0%)
Ooular Discomfort
Ha 14 1 2 5 1 (50.0%)
Tes a a 1 a
Misaing 3 [(22.1%) a o 1 (S0.0%)

x Data: BSIL33 2
Hot hn adverse change is

zz mimsing resclts at baselis
spes. Othar changss from ba

Sonx:

to abnorma
and abnorm
hangs .

a charge from normzl at baseli
T : g res:lt at baze
nsidered a= no advers

Z0T, for =ither or both =yes.
ECT, or mormal at baseline an

Appendix A31 (continued) Summary of Ophthalmological Evaluations (Safety Population)
Anterior Segment (Part 2)

=pande:
EE ] F pse in BAFAS
Alitretinoin

:
)

203
Humber of Fatiemts in Safety 243 21 S0 4€
Bopulation
13 2 [ (100.0%) 2 (100_0%)
Lid Margin at Baseline
Hormal 12 2 g (100.0%) 2
Ebnormal 1 a 0 a
at End of Therapy
5 2 g 1 s0.0%)
1 a 1 a
3 a 0 1 (50.0%)
EBaselin=
12 2 [ (100.0%) 2 (100.0%)
1 a 0 a
EZnd of Therapy
5 2 g a
1 a 1 1
3 a 0 1
5 (69 2%) 1 [ (100.0%) 2 (100.0%)
4 (30.5%) 1 0 a
E 2 g (100.0%) 1 s0.0%)
4 a 0 0
3 a o 1 (S0.0%)

Tata: BELLII 2
abnomality is counted cnce in this =:

v if it is reported either or both eyes.
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Appendix A31 (continued) Summary of Ophthalmological Evaluations (Safety Population)

Anterior Segment (Part 2)

o]
1Ty Placeba
Enterior Chamioer at Bazeline
13 (100.0%) 2 [100.40 (2 {1030.0%) 2 (100._0%)
a ] o a
r at End of
2 [2 (100.0%) 1 [B0.0%)
a 0 a
Mimsing a o 1 (S0.0%)
Iris at Baseline
12 2 [ (130.0%) 2 (100.0%)
1 a o a
Izis a5 End of Therapy
Hormal 5 2 [100.0 E (130.0%) 1 (50._0%)
1 ] o a
3 a 0 1 [80.0%)
10 1 2 1
1 2 1
£ 1 2 133.3%1 1 (50.0%)
4 1 4 EE.TR] a
3 a o 1 [50.0%)
11 1 2 2 (100.0%)
2 1 2 a

Source Data: BSILI3 2 1MEYDT
Mote: BEn abrommality is counted cnce in this summary if it is reported for eithar or both apes.
Appendix A31 (continued) Summary of Ophthalmological Evaluations (Safety Population)
Anterior Segment (Part 2)
sponder
hPaa
__ Alitretinoin
20mg 1 Placako
res Symptoms at End of
8 2 [10D.0% 1 a
2 a -] 1 (50.0%)
2 a 0 1 (50.0%)
12 (a2 2 [100.0%) (86,781 2 00.08
1 [ T.7E) a 2 (33.23%1 i
5 2 [10D.0% 3 1 (s0.0%)
Ebnorm 1 L] 2 a
Misaing 3 a o 1 (50.0%)
Data: BRILE3_2 1IMAYDT

: BEn abnommality is counted once in this surmary if it is reported

for either or both eyes.
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Appendix A31 (continued) Summary of Ophthalmological Evaluations (Safety Population)
Fundoscopy (Part 1)

Yumizez of Fat
Popalation

in Jafsty 243 21 S0 1€

13 (100.0%) 2 & (100.0%) 2
lons
Patients with an adwerse changs:
5 2 [Loo. (= (100.0%) 1 (50._0%)
1 a o d
3 a o 1 (50._0%)
5 2 [1o0. [ (130.0%) 1 (S0.0%)
1 a o a
2 a o 1 (S0.0%)
2 & (100.0%) 1 (50.0%)
a o
il D (50.0%)
17 2 (= (100.0%) 1 (50._0%)
0 a o d
3 a o 1 (50._0%)

Tata: BOILEd_2
adverss changs is

g Tesults at baselin

=y==. Other chan z:

am normal at basalic
g zesult at base
£rom ba i nsicdered a= no advers

to abnormal for sithar or both =pes
nd abnormal at ECT, or nommal at baseline and

Zor beth

Appendix A31 (continued) Summary of Ophthalmological Evaluations (Safety Population)

Fundoscopy (Part 2)
Felzpse in
Alitretinod
E= Placebo

21 50 4

2 g (100.0%1 2 [100.0%)
Optic di=zc at Easeline

Hormal 12 1 {5l 4 2 [100.0%)

Ebnormal 1 1 {5 2 a
& 1 {5l 4 (EE.T%1 1 (50.0%)

1 1 {50. 2 (33.3%1 a
3 0 0 1 (50.0%3
11l 2 [LOD.0%) 5 2 [(100.0%)

2 ] L a
8 2 ] 1 (50.0%)

2 a L a
3 a o 1 (50.0%)
11 2 [LOD.0%) [ (100.0%1 2 [(100.0%)

2 a o a
& 2 [LOD 3 (100.0%) 1 (50.0%)

1 a 0 a
1 a o 1 (50.0%)

Data: BSLLZ3 2 BE1TS3 08 =a= LOMEFDT

=: Bn sbnomality

counted cnce in this sumrary if it is reported for or both eyes.
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Ophthalmologic examinations: BAP00200

Please see the attached Appendix A17 from the BAP00200 Clinical Study
Report — Pharmacokinetics, efficacy and safety of alitretinoin in patients with
severe or moderate chronic hand dermatitis refractory to topical therapy
(Protocol BAP00200) / Report BAP00983 / 31 July 2007 for the report
“Assessment of Ophthalmologic Findings after Oral Alitretinoin Therapy in
Patients with Severe Refractory Chronic Hand Dermatitis - Protocol
BAP00200: Pharmacokinetics, Efficacy and Safety Study of BAL4079 in
Patients with Severe or Moderate Chronic Hand Dermatitis refractory to
Topical Therapy” 20 July 2007
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Skeletal abnormalities

Skeletal abnormalities: BAP00089 study

Please see attached report “Assessment of Skeletal Radiographs after Oral
Alitretinoin Therapy in Patients with Severe Refractory Chronic Hand
Dermatitis - Protocol BAP00089 : Efficacy and Safety of Alitretinoin in the
Treatment of Severe Refractory Chronic Hand Dermatitis”. 10 July 2007.

Please also see attached report “Assessment of Bone Mineral Density by
DXA after Oral Alitretinoin Therapy in Patients with Severe Refractory Chronic
Hand Dermatitis - Protocol BAP00089: Efficacy and Safety of Alitretinoin in
the Treatment of Severe Refractory Chronic Hand Dermatitis”. 10 July 2007.

Skeletal abnormalities: BAP00091 study

The following table is from the BAP00091 Clinical Study Report - Follow-Up
Efficacy and Safety Study of BAL4079 in the Treatment of Chronic Hand
Dermatitis Refractory to Topical Therapy (Protocol BAP00091) / Clinical Study
Report BAP00998 / 30 July 2007

Table 29: Summary of Overall Change from Baseline for X-Ray Evaluations

Cohort B Cohort A

oo Responder  Relapse in BAPED

in BAPED

30msz Limz Ime Flaceba

Tumber of Patients (Safery) 43 21 50 44
Tumber of Patients with K-y evaluatons 8 (100.0%) 1 (100.0%:) 3 (100.0%) I {100.0%)

End of Treatment
Mo change £ (100.0%) 1 {100.0%) 3 (100.0%) 2 {100.0%5)
1] 0 0 )

Please also see Appendix A36 “Reports on special safety assessments” from
the abovementioned Clinical Study Report for the report “Assessment of
Skeletal Radiographs after Oral Alitretinoin Therapy in Patients with Severe
Refractory Chronic Hand Dermatitis - Protocol BAP00091: Follow-up Efficacy
and Safety Study of BAL4079 in the Treatment of Chronic Hand Dermatitis
Refractory to Topical Treatment” 10 July 2007

Please also see Appendix A36 “Reports on special safety assessments” from
the abovementioned Clinical Study Report for the report “Assessment of Bone
Mineral Density by DXA after Oral Alitretinoin Therapy in Patients with Severe
Refractory Chronic Hand Dermatitis - Protocol BAP00091: Follow-up Efficacy
and Safety Study of BAL4079 in the Treatment of Chronic Hand Dermatitis
Refractory to Topical Treatment” 17 July 2007
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Skeletal abnormalities: BAP00626 study

The following tables and figures are from the BAP00626 Clinical Study Report
— Safety and Efficacy of Alitretinoin in the Treatment of Severe Refractory
Chronic Hand Dermatitis (Protocol BAP00626) / Report BAP01366 / 7
December 2007

Table 37 X-ray Evaluations - Spine - Number of Patients with a Change in
Grade from Baseline (by Worst Change): Safety Population

Elisretinodn
2lmg

Humber of Fatients in Safety Fopulation 248
Humber of Fatients with X-ray evaluaticas 9 {100.0%)

End of Treatmens
Spondylosis

Ho deterioration 8 (88.9%)
+l grade 1 (11.1%)
+2 i 1)
+2 grades 1]
Mi==ing ]
Synde=mophytes
g (85.9%)
1 §11.1%)
1)
1)
1]
Jource: BEZETST_%.sas 22CCTAT
Hote: The worst change in grade is tabulated.
Table 38 Summary of Decreases from Baseline in Bone Mineral Density (DXA

Evaluations) — BMD: Safety Population

Rlitresinoin 30my
End of Treatment

Male and Pemale Female
Crrerall =45 pmars >45 years

Himber of patients ir the Jafesy Population 243 166 £z

3 1 {100.0%) 2 (100.0%)

1 o 1 (50.0%)

a 1) 0

1 o 1 0.0%)

1] o o

1 1 {100.0%)

3 [LOD.DF) 1 {100.0%) 2 (100.0%)

2 [66.7%) o 2 {100.0%)

a i} 0

a o

a o

1 32.2%) 1 {100.0%)
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Appendix A 31 X-ray Evaluations - Technical Adequacy of Images: Safety

Population
Humber of Patients in Safesy Fopulaticn 248
Humber of Patients with X-ray evaluations =] 1100.0%)
C-Spine
Cptimal 7
Readable, bus not optimal z
Hot readable o
Lat=zal T-Jpine
Qptimal 2 (33.3%)
Eeadable, bus not optimal & (EE_TR)
Hot readable a
Calcaneus
Cptimal ] 11040.0%)
Readable, but not optimal Q
Hot readable o
End of Treatmens
Lat=rzl C-3pine
Qptimal 7
Readable, but not optimal Z
Hot readable a
5
optimal 4
o
] 11040.0%)
not optimal a
Hot readable o

Source: BEZETET_l.=as J20CTAT
Hote: The worst case reading is used.

Appendix A 32 Summary of Bone Mineral Density (DXA Evaluations, BMD):
Safety Population

Alitretinoin
Z0mg

Easeline ECT

Humber of Fatieats in Safety Fopulation 248 243

]

L ET=y 1 &)

Jource: BEZETSE_L. 0E0CTOT

Appendix 4 : Patient withdrawals from study BAP00089 and BAP00091
studies
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Table 4 Reasons for Premature Withdrawal from Treatment and Follow-up
(ITT Population)

Alitretinoin Placebo
Patients 10 mg 30 mg

n Y n Y n Y
Enrolled 418 100 4089 100 205 100
Withdrawn from treatment fele] 237 106 2589 68 332
Insufficient response 35 84 32 7.8 42 20.5
Adverse events /intercurrent illness 24 57 38 a5 11 54
Refused treatment / lack of coopemation 24 57 16 3.9 12 59

Failure to return 6 1.4 8 2.0 0 0
Administrative reasons 5 1.2 3 o7 1 0.5

Eary improvement 2 0.5 3 0.7 0 0
Withdrawn from follow-up 27 235 54 277 T 206
Administrative reasons 16 138 40 205 5 14.7
Failure to return 11 2.6 14 7.2 2 5.8

Table 29 summarizes the AEs leading lo treatment discontinuation. Cverall, 71 (6.9%)
patients reported 105 AEs that led to treatment discontinuation. The frequency of
treatment-emergent AEs leading to treatment discontinuation was higher in the
alitretingin 30 mg group than the alitretinoin 10 mg group. The most frequent treatment-
emergent AEs leading to treatment discontinuation, i.e., those occurring in at least
5 patients overall, were headache, various skin and subcutaneous tissue disorders, and
depression.

One patient was withdrawn from study treatment because of pregnancy (see also 0 and
patient narrative in Appendix A 43).

Table 29 Summary of Treatment-Emergent Adverse Events Leading to
Treatment Discontinuation (Safety Population)

Mlitmtinoin
I m3 30 ma Flacebho
418 1100, 0%) 410 1100, D) 0 1100, D)
22 1 5.3%) B 1 9. 3%) 1 1 5.d%)
36 57 1z
7 L.7%) 1E 4.4%) L 0.5%)
[ L. d%&) L7 L 0. 5%)
o L o
o L o
o STROKE 1 0. 2%) 1] o
PREMESTEES LN o L 0.2%) o
Total Mumber of Treatmernt Emergent MEs T an 1
[t L.d%) B T 0y El T 0y
2 .55 L L I 5%
PEFAATLITLE o L 1 I D5k
PEFANT LT LS CONTRCT o 2 o
UETLEARLA L L o
DERMS TLS ATOPLC L o o
DERMATITLS EXFOLIATIVE L o o
ECLZEMA NIBMILAR L o 1]
ERYTHEMRA 1] 1 o2k o
PETITOSENELTIVITY RESCTLICN o o 1 I D5k
PEORLAELE o o 1 I D5k
EihER o L o
SKIN ULTER ¥ 1 o2k o
Total Mo, of Treatment Energent AEs [: B q
4 L. 0E) 0. 5%) 1 0. 5%
HAISER, z 1 o2k o
AHDCMIHAL ERIN UPFER L o o
DEY MEIUTH L o o
b ROINTEETLHAL DLSORDCER o L 0.2%) o
PRHCEEATITLES ACUTE o o 1 0. 5%)
AHLTING L 0.2%) o o
Total Mo, of Treatment Energent AEs 5 2 1
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Table 29 (cont.) Summary of Treatment-Emergent Adverse Events
Leading to Treatment Discontinuation (Safety Population)

Alitmtinoin
10 mg 30 mg Flacebo
GEHERMAL DISORDERS AHD AMMINISTREATION SITE
COHDITIONS
Mumber of EBatients Reporting at Least 1 | DR g i L.Z2%) o
Le ) eatment Emergent Adverse Event
Fi E o 2 1D 5%) o
IERITABILITY 1 {DLZE) 1 [ 0.2%) 1]
RASTHEHLA o 1 { 0.2%) o
DLEEASE PROGRESSLON o 1 1 0.2R) o
ERCE CEDEMA o 1 [ 0.2%) 1]
Total Mumber of Treatmert Emergent Adverse 1 [ o
Events
ML LOSKELETAL AHD COMMECTIVE TLSSUE DLEIREDERS
Humber of Eatients Reporting at Least ¥ I 5% 3 I D.7%) 1 I 5%
ane Treatment Emergent Ahrerse Event
MUSTULASKELETAL EALN 1 {DLZE) 1 [ 0.2%) 1]
ANKYLOSING SEONDYLITIS o 1 [ 0.2%) 1]
HRCE EALH o 1 | D.2Z%) o
PAIN IH EXTREMLITY o o 1 I D5k
POLYMYALGLA 1 s | o o
Total Mumber of Treatmert Emergent Adverse z 3 1
Events
PEYCHIATRELS DISORDERS
Humber of Eatients Reporting at Least 3 I 0.TR) ¥ 1D 5%) 1 I 5%
One Toeatment Emergent Mverse Event
DEPRESSION 3 [ 0T 2 1 0.5%) 1 { 0.5%)
Total Mumber of Treatmert Emergent Adverse i ¥ 1
Events
VASTULAR DISRIERS
Mumber of EBatients Reporting at Least 1 | DR kel | DLTER)Y 2 | L.0&)
ane Treatment Emergent Ahrerse Event
FLUSHIHG 1 s | ¥ I 0.5%) o
BT FLUEH o 1 | D.2Z%) o
HYPERTENSIVE CRISIS o o 1 [ 0.5E)
PHLERITLS o o 1 [ 0.5E)
Total Mumber of Treatmert Emergent Adverse 1 3 2
Events
IHF] LOHE AHD LHFESTATLONS
Humber of Eatients Reporting at Least ¥ I 5% 3 I D.7%) o
ane Treatment Emergent Ahrerse Event
ABSTESS LIMB 1 { 0.2%) o o
HROHCHELTLE ACUTE 1 s | o o
GRETRIENTERLTLE o 1 | D.2Z%) o
EHELIMINLA o 1 { 0.2%) o
VHLWIRAGIHAL MYCOTLE THERCT LN o 1 | D.2Z%) o
Total Mumber of Treatmert Emergent Adverse ¥ i o
Events
INVEST (Wi
Mumber of EBatients Reporting at Least z | DS z | DLOSE) 1 | DS
ane Treatment Emergent Ahrerse Event
HLOOD CREATIHE PEISFEIKINASE LTHCEERSED o 1 | D.2Z%) 1 I D5k
HLOOD CEILESTERIL LHCRERSED o 1 | D.2Z%) o
BLOKID 1 { 0.2%) o o
BLOOD PRESSIRE [NCREASED 1 {DLZE) o 1]
BLOOD TRIGLYCERIDES INCFEASED o 1 [ 0.2%) 1]
Total Mumber of Treatmert Emergent Adverse ¥ i 1
Events
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Table 29 (cont.) Summary of Treatment-Emergent Adverse Events
Leading to Treatment Discontinuation (Safety Population)

Mlitmtinoin
1 mg 30 mg Flacebo
EYE DLSORDERS
Mumber of Patients Reporting at Least 2 | 0.5E) Z | DLOSE) o
One Treatment Emergent Mverse Event
AEMCIRMAL SEMSATION IH EY 1] L %) o
DEY EYE 1 [ 0.2E) [} o
VIELON HLUREED o L %) o
KERIPHTEALMLA L i 0.2%) o o
k satmert. Emergent A 2 Z o
L { 3 o
MEFETITE o Z I 0.5%) o
HYFERTELGLYCERTDARMLA o L | D.2Z%) o
L MEFETITE L i 0.2%) o o
CWERAWE r o L | D.2Z%) o
Total Mumber of Treatmert Emergent ich L 4 o
Evernit:
DLSCORIERS
of Patients Reporting at Least 2 I 0.5%) 1] o
nt. hhrerse Event
H L o o
PALPITATLIONS L 0 o
Total Mumber of Treatmert Emergent Mhrerse 2 0 o
Events
EAR AND LAHYRINTH DLSCORDE
Humber of Patients Rep ing at Least 2 | 0.5E) ] o
One Treatment Emergent Mverse Event
EiRE PRIN L o o
VERETLGD L o o
Total Mumber of Treatmert Emergent Mhrerse 2 0 o
Events
INJURY, POLSMING AND PROCEDURAL COMPLICKTIONE
s Fe ing at Least o L %) o
satment Em: nt. hhrerse Event
d EXFOSIEE DUELRNG FRECGHARNCY o L | D.2Z%) o
tal Mumber of Treatment Emergent Mrerse o L o
Events
RENAL AND URINARY DLSORDERS
Himber of Pati orting at Least o 0 L
TTge erse Event
BeEURLA o o 1 I 5%
Taotal Mumber of Treatment Emergent Mbresse o o L

Events

BAP0O0091 study withdrawal information

Table 5: Summary of Reasons for Premature Withdrawal from Treatment

Cohort B Cohort A
Ton Pesponder Pelapse in BAPES
in BAPED

3me Lims Hmz Placeba Total

Iumber of Patients (ITT) 243 21 20 47 360
Withdrawn from treamment 43 (19.8%) 4 (19.0%) 6 14 (22.8%) 712000
Primary reason for withdrawal
Agdvarss eventintercuman? tlipess 11 1 (41%) 1 (43%) 1§ (42%)
D 0 0 /] 1 (03%)

Tcient therapeutic respomse 13 [ 5.3%) I (41%) g (17.0%) 23 (64
Failure to retum 4 (1% 0 1 (43 § (17%)
Orher protocal violation 1 (04 0 o 1 (03%)
Refuzed trt'did not coopenate 17 [4.8%) T (41%) 1 (21%) 16 (44%)

withdrew consent

Admipistrative/ather T (285 1 i 0 I {21%) 9 {25%)

Source: BA1TOS . sas 1OME
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Table 26: Summary of Adverse Events Leading to Treatment Discontinuation

Cobort B Cohort A
Ton Fespander Felapse in BAPED
in BAPED
30me limsz Hme Placebo Total
Wumber of Patients {Safery) 43 1 50 46 360
Iumber of Patients Faportng 2t Least Onz AE Leading to Treatmer: Discontinnation:
All Body Systems 10 (4.3%) 1 {95%) I {4ams) I (43%)
ervons System Disordsrs 5 (21%) 0 1 {2.07%) 0
Headache 3 (1.3%) L] 1 (205 ]
Dizzinaszs 3 {1.3%) ] 0 0
Dismrbance I Atsntion 1 {0.43%) 0 0 0
Skin and Subcutansoas Tisswe 3 {1.2%) 1 {4£8%) 0 1 (22%)
Dizorders
Demnatitis 1 {0.4%) 1 (8% 0 (]
Alopacia Effliium 1 {04%) L] 0 ]
Eczema o 0 0 I {22%)
Fazh Maculo-Papular 1 {04%) L1} 0 0
Bsychiatric Disorders I {043 L] 0 1
Deprassion 1 {04%) Q a 0
Diysthymic Disorder o a 0 1
Cardiac Disordars o 1 0 o
Cardiac Failure Acute o 1 0 o
Gastrointestinal Disorders 1 Li} 0 0
HNausea 1 Li} 0 o
Vomiting 0 0 (]
(eneral Disorders and 1] 0 1 {200%) 1] 1 (03%)
Administration Site Condittons
Systemic Inflammatory (] 0 1 (200 (] 1 (0.3%)
Fesponss Syndrome
Injury, Poisoning and Procedural 1 0 0 0 1 (035
Conditions
Foreann Fracture 1 L] 0 o 1 (03
Mesabolizm and Mutridonal 1 0 0 (] 1 (03
Dizorders
Ejypercholesteralaemia 1 L] 0 o 1
uloskeleral and Comnecrive 0 0 (] 1
Tissue Disorders
Compartment Syndroms 1 L] 0 o 1
‘Wascular Disordars ] L] 1 (20%) 0 1
Apriic Aneurysm o L] 1 {20%) o 1
Sourees BOTTIE ma= U Mz
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Appendix 5: Tabulated details of the BAP00626 study

Study Recruitment/ Trial | Intervention/Duration Study Type/ Design Randomisation Blinding Method
Method
BAP00626 First patient enrolled Intervention: An open label study to assess the safety and The phase Ill study was conducted in patients with severe Open-label study. Enrolled | N/A

April 13t 2006. Last
patient assessment May
10t 2007..

efficacy of alitretinoin in patients with severe CHE unresponsive
to topical steroids. This study provides additional information on
the efficacy and safety of Alitretinoin 30mg once daily. In
addition, this study supports the role of reduction from initial
dose of 30mg to 10mg for the management of toxicity which was
not permitted in the RCTSs.

Duration: Trial treatment was given once daily for 24 weeks,
with a 4 week post-treatment safety follow-up period. All patients
were evaluated for PGA and mTLSS every 4 weeks during
treatment. PaGA and extent of disease assessments were
performed at the end of therapy. The QTO-HE was completed at
baseline and at the end of treatment. At each visit, patients
indicated the intensity of pain and pruritus on a VAS. In addition,
pruritus was assessed in categorical terms. AEs were recorded
at each visit until 4 weeks after the end of therapy. Laboratory
safety tests were performed at screening and every 4 weeks
until 4 weeks after the end of therapy. Serious adverse events
(SAEs) were to be reported if they occurred up to 4 weeks after
the end of therapy.

CHE unresponsive to topical steroids. The study took place
at 38 centres in Germany, Poland and Canada.

Consenting patients were screened for enroliment eligibility
(including compliance with contraceptive measures) within 4
weeks before the start of therapy. Enrolled patients
received 30 mg of Alitretinoin (BAL4079) once daily to be
administered with food. Efficacy and safety were evaluated
every 4 weeks, and treatment duration was 24 weeks.
During follow-up, patients were evaluated for safety and
efficacy 4 weeks after the end of treatment.

Primary objective
Primary objective was to assess the safety of Alitretinoin.

Secondary objectives

Secondary objectives were to assess treatment efficacy
according to the following endpoints:

— proportion of patients with response at end of therapy
(patient global assessment [PGA] rating of “clear” or “almost
clear’),

- proportion of patients with at least partial response at end
of therapy (PGA rating of “clear”, “almost clear” or “mild”),

— time from start of treatment to first PGA assessment of
“clear” or “almost clear” (Time to response) for responders,
— patient global assessment at the end of therapy,

- questionnaire on treatment objectives in hand dermatitis
(QTOHE),

- percentage change from baseline in modified Total Lesion
Symptom Score (mTLSS) at the end of therapy, — extent of
disease at the end of therapy,

- percentage change from baseline in visual analogue scale
(VAS) for pain and pruritus, and

— categorical assessment of pruritus.

patients received 30 mg of
Alitretinoin (BAL4079)
once daily to be
administered with food.
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Appendix 6- data from 4 weekly study visits in BAP0O0089 and BAP0O0091 studies

Appendix A10 (cont.) Summary of Physician Global Assessment by Visit (OC / LOCF)
ITT Population

ALITRETINOIN 30 mg

week 4 Week & week 12 wWeek 16 Week 20 wWeek 24

Humber of Patients in ITT Pepulation 409 409 409 409 409 409

Bunber of Patients Rated (CC)

Responder Total 29 {7.1%) a3 (22.7%) 103 (25.2%) 31 {12.5%) &7 (16.4%) 9% (23,
Clear 1 { 0.2%) 24 { 5.9%) 51 (12.5%) 23 { 5.6%) 25 { 6.1%) 37 (9.
Almost Clear 28 { 6.8%) 9 (16.9%) 52 (12.7%) 28 { 6.8%) 42 (10.3%) 39 (14.

Hen respender Total 380 {92.9%) 3ls (77.3%) 308 (74.8%) 358 (87.5%) 342 (83.6%) 313 (76.5%
Mild Disease &5 {15.9%) o (18.8%) a7 (21.3%) a3 {20.3%) 64 {15.6%) 48 (11,
Moderate Disease 151 {36.9%) 129 (31.5%) a3 (22.7%) a0 (19.6%) 5 {15.9%) ] (15.
Severe Disease 159 (38.9%) &6 (16.1%) 49 (lz.0%) 22 { 5.4%) 138 {4.4%) 1& (3.
Mizsing 5 44 7 173 195 185

Hunt:er of Patients Rated (LOCF)

Responder Total 29 {7.1%) 98 (23.5%) 114 (27.9%) 138 {33.7%) 166 (40.6%) 195 (47.7%
Clear 1 { 0.2%) 24 { 5.9%) 54 (13.2%) 70 (17.1%) 77 {18.8%) a0 {22,
Almost Clear 28 { 6.8%) 72 (17.6%) &0 (14.7%) 8 (16.6%) a9 (21.8%) 105 (25.

Hen respender Total 380 {92.9%) 313 (76.5%) 295 (72.1%) 271 {66.3%) 243 (59.4%) 214 (52.
Mild Disease 65 {15.9%) a3 (20.3%) a5 (23.2%) 49 (24.2%) 78 {18.1%) 59 (14,
Moderate Disease 151 (36.9%) 140 (34.2%) 118 (28.4%) 100 (24 .4%) 94 (23.0%) a8 (21.5
Severe Disease 159 (38.9%) a7 (21.3%) a8z (20.0%) 70 {17.1%) 69 {16.9%) 66 (1l6.
Missing 5 3 2 2 2 1

Hote: OC refers to chserved cases, LOCF refers to last observation carried forward.
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Appendix A 10 (cont.)

Summary of Physician Global Assessment by Visit (OC /| LOCF)

ITT Population
PLACEBO
Week 4 Week 8 wWeek 12 Week 16 Weak 20 Week 24
Hurber of Patients in ITT Fopulation 205 205 205 205 205 205
Hurber of Patients Rated (0C)
Responder Total 4 ( 2.0%) 7 { 3.4%) 9 { 4.4%) 15 {7.3%) 15 { 7.8%) 29 (14.1%)
Clear 3 ( 1.5%) 2 (1.0%) 3 (1.5%) 3 (1.5%) 1 ( 0.5%) 4 ( z.0%)
Almost Clear 1 ( 0.5%) 5 ( 2.4%) [ ( 2.9%) 12 {5.9%) 15 ( 7.3%) 25 (12.2%)
Nen respender Total 201 (98.0%) 198 (96.6%) 196 (95.6%) 1490 (92.7%) 189 (92.2%) 176 (85, 0%)
Mild Disease 11 ( 5.4%) 28 (13.7%) 45 (22.0%) 3a (18.5%) 48 (22.4%) 38 (18.5%)
Moderate Disease L] (33.2%) 0 (34.1%) 59 (28.8%) 56 (27.3%) 47 (22.9%) 48 (23.4%)
Severe Disease 118 (57.6%) 0 (34.1%) 56 (27.3%) 28 {13.7%) 21 (10.2%) 13 {9.3%)
Missing 4 30 38 L] 75 e
Nurber of Fatients Rated (LOCF)
Responder Total 4 ( 2.0%) 7 ( 3.4%) ] ( 4.4%) 19 ( 9.3%) 22 (10.7%) 34 (16.6%)
Clear 3 ( 1.5%) 2 {1.0%) 3 { 1.5%) 5 ( 2.4%) 3 {1.5%) [ { 2.9%)
Almost Clear 1 ( 0.5%) 5 ( 2.4%) I3 { 2.9%) 14 { 6.8%) 14 { 9.3%) 28 (13.7%)
Hon responder Total 201 (98.0%) 198 (96.6%) 196 (95.6%) 186 (90.7%) 183 (83.3%) 17 (83.4%)
Mild Disease 11 ( 5.4%) 30 (14.6%) 45 (22.4%) 41 (20.0%) 50 (24.4%) 40 (13.5%)
Moderate Disease L] (33.2%) 7% (37.1%) L] (33.2%) 7 (34.6%) 61 (29.8%) 62 (30.2%)
Severe Disease 118 (57.6%) el (44.4%) a1 (39.5%) 73 (35.6%) 7 (34.6%) fi:] (33.2%)
Missing 4 1 1 1 1 1
Note: OC refers bto cbserved cases, LOCF refers to last observation carried forward.
Appendix A 10 Summary of Physician Global Assessment by Visit (OC / LOCF)
ITT Population
ALTTRETINDIN 10 mg
Waak 4 Week & Weak 12 Week 16 Week 20 Weak 24
Nurber of Patients in ITT Fopulation 418 418 418 418 418 418
Number of Patients Rated (0OC)
Responder Total 8 (1.9%) 28 ( 6.7%) 45 (10.8%) 41 ( 9.8%) 52 (12.4%) 77 (18.4%)
Clear 0 2 {0.5%) 15 ( 3.6%) 5 {1.2%) g (1.9%) 22 {5.3%)
Rlmest Clear 8 (1.9%) 26 ({ 6.2%) 30 (7.2%) 36 { 8.6%) 44 (10.5%) 55 (13.2%)
Non respender Total 410 (98.1%) 390 {93.3%) 373 (89.2%) 377 {90.2%) 368 (87.6%) 341 181.6%)
Mild Disease 34 ( 8.1%) 74 (17.7%) 106 (25.4%) 93 (22.2%) 1601 (24.2%) 33 (21.1%)
Moderate Disease 144 (34.4%) 15z {36.4%) 144 (34.4%) 13z (31.6%) 111 (26.6%) a8 123.8%)
Severe Disease 221 (52.9%) 114 (27.8%) & (15.3%) 39 ( 9.3%) 26 ( 6.2%) 31 {7.4%)
Missing 11 48 59 113 128 124
Number of Patients Rated (LOCF)
Responder Total 8 ( 1.9%) 29 { 6.9%) 47 (11.2%) 69 {16.5%) a0 (21.5%) 115 127.5%)
Clear 0 2 { 0.5%) 16 ( 3.8%) 17 ( 4.1%) 23 ( 5.5%) 39 { 9.3%)
Almost Clear 8 (1.9%) 27 { 6.5%) 31 (7.4%) 52 {12.4%) &7 (16.0%) 6 {18.2%)
Non respender Total 410 (98.1%) 389 (93.1%) 371 (88.8%) 349 (83.5%) 328 (78.5%) 303 (72.5%)
Mild Disease 34 ( 8.1%) 7 (18.4%) 108 (25.8%) 103 {24.6%) 109 (26.1%) 92 (22.0%)
Moderate Disease 144 (34.4%) 153 {38.0%) 154 (36.8%) 154 {36.8%) 137 (32.8%) 125 {29.9%)
Severe Disease 221 (52.9%) 145 {34.7%) 102 (24.4%) a5 {20.3%) 75 (17.9%) 79 118.9%)
Missing 11 E 7 7 7 7

Note: OC refers to cheerved cases, LOCF refers to last

cbservation carried forward
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Appendix A 11 (cont.)

PP Population

ALITRETINDIN 30 mg

Summary of Physician Global Assessment by Visit (OC / LOCF)

Weak 4 weak & Weak 12 Week 16 Week 20 Weelk 24

Nurber of Fatients in Fer-Frotocol 364 364 364 364 364 I6d

Population

Wurber of Fatienls Rated (0C)

Respender Tetal 24 { 6.6%) 26 (23.6%) a9 (27.2%) 43 (13.2%) & (17.6%) 94 (25.8%)
Clear 1 {0.3%) 22 ( 6.0%) 49 (13.5%) 21 { 5.8% 23 ( 6.3%) 36 { 9.9%)
RElmost Clear 73 ({ 6.3%) 64 (17.6%) 50 (13.7%) 27 ( 7.4%) 41 (11.3%) 58 (15.9%)

Non respender Total 340 (93.4%) 278 (76.4%) 265 (72.8%) 316 (86.8%) 300 (82.4%) 270 (74.2%)
Mild Disease a0 (16.5%) 70 (19.2%) a3 (22.8%) a0 (22 .0%) ] (16.5%) 4z (11.5%)
Moderate Disease 136 (37.4%) 118 (32.4%) a7 (23.9%) 7% (21.4%) 62 (17.0%) &2 (17.0%)
Severe Disease 142 (39.0%) 0 (16.5%) 48 (13.2%) 21 { 5.8% 13 ( 4.9%) 18 1 4.4%)
Missing 2 30 47 137 160 150

Burber of Pabients Rated [LOCF)

Respender Tetal 24 { 6.6%) 38 (24.2%) 105 (28.8%) 128 (35.2%) 155 (42.6%) 184 {50.5%)
Clear 1 {0.3%) 22 ( 6.0%) a1 (14.0%) 65 (17.9%) s (19.5%) a4 (23.1%)
Rlmest Clear 3 { 6.3%) &6 (18.1%) 54 (14.8%) 63 (17.3%) 84 (23.1%) 100 (27.5%)

Hen respender Total 340 (93.4%) 276 (75.8%) 259 (71.2%) 236 (64.8%) 209 (57.4%) 1a0 (49.5%)
Mild Disease a0 (16.5%) 75 (20.6%) a8 (24.2%) 92 (25.3%) 70 (19.2%) 50 (13.7%)
Moderate Disease 136 (37.4%) 124 (34.1%) 101 (27.7%) 87 (23.9%) a1 (22.3%) 74 (20.3%)
Severe Disease 142 (39.0%) 76 (20.9%) 70 (19.2%) 57 (15.7%) 58 (15.9%) 56 (15.4%)
Missing 2 1 a ] 4] a

Wote: OC refers to chserved cases, LOCF refers to last chservation carried forward.

Appendix A 11 (cont.) Summary of Physician Global Assessment by Visit (OC / LOCF)

PP Population
FLACEBO
week 4 week & week 12 week 16 week 20 Week 24

Hunber of Patients in Per-Frotocol 179 179 179 179 179 174

Fopulation

Munber of Pabients Rated (OC)

Responder Total 4 (2.2%) 7 { 3.9%) k] {5.0%) 14 { 7.8%) 15 { 8.4%) 28 (15 6%)
Clear 3 {1.7%) 2 {1.1%) 3 {1.7%) 3 {1.7%) 1 { 0.6%) 4 { 2.2%)
Rlmost Clear 1 [ 0.6%) 5 { 2.8%) & { 3.4%) 11 [ 6.1%) 12 { 7.8%) 24 (13, 4%)

Non respender Total 175 (97.8%) 172 (96.1%) 170 (95.0%) 165 (92.2%) 164 (91.6%) 151 (84 4%)
Mild Disease 11 { 6.1%) 28 (15.6%) 44 (24.6%) a7 (20.7%) 44 (24.6%) Eid (20.1%)
Moderate Disease 62 {34.6%) &3 {35.2%) 57 (31.8%) 54 {30.2%) 45 {25.1%) 48 {26.8%)
Severe Disease 100 (55.9%) 63 (35.2%) 49 (27.4%) 26 (14.5%) 19 (10.6%) 13 (10 1%)
Missing 2 18 20 48 56 49

Number of Patients Rated (LOCF)

Responder Total 4 (2.2%) 7 (3.9%) 3 (5.0%) 13 (10.1%) 7 (11.7%) 33 (18 4%)
Clear 3 {1.7%) 2 {1.1%) 3 {1.7%) 5 {2.8%) 3 {1.7%) & {3.4%)
Rlmost Clear 1 [ 0.6%) 5 { 2.8%) & { 3.4%) 13 { 7.3%) 13 (10.1%) 27 {15.1%)

Non respender Total 175 (97.8%) 172 (96.1%) 170 (95.0%) 161 (89.9%) 158 (88.3%) 146 (81, 6%)
Mild Disease 11 { 6.1%) an (16.8%) 45 (25.1%) 40 (22.3%) 48 (26.8%) a7 (20.7%)
Moderate Disease 62 (34.6%) &8 (38.0%) &2 (34.6%) &5 (36.3%) 56 (31.3%) 58 (32, 4%)
Severe Disease 100 (55.9%) 74 (41.3%) 63 (35.2%) 56 (31.3%) 54 (30.2%) 51 (28 5%)
Misaing 2 4] Q Q Q Q

Note: OC refers to cbserved cases, LOCF refers to last

observation carried forward.
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Appendix A 11 Summary of Physician Global Assessment by Visit (OC / LOCF)

PP Population

ALITRETINCIN 10 mg

Week 4 wWeek & Week 12 Week 1é Week 20 Week 24

Humber of Patients in Fer-Frotocol 378 378 a7 378 78 378

Population

Hurber of Patients Rated (OC)

Respender Total 3 ( 2.1%) 26 { 6.9%) 42 (11.1%) 41 (10.8%) 52 (13.8%) 75 (19.8%)
Clear o 2 ( 0.5%) 15 ( 4.0%) 5 (1.3%) 8 (2.1%) 22 { 5.8%)
Almost Clear a { 2.1%) 24 { 6.3%) 27 {7.1%) 38 { 9.5%) 44 {11.6%) 53 (14.0%)

Hon responder Total 370 (97.9%) 352 {93.1%) 338 188.9%) 337 (89.2%) 326 (86.2%) 303 180.2%)
Mild Disease 32 ( 8.5%) &9 i18.3%) 10z {27.0%) ] (23.5%) 98 {25.4%) a3 {22.0%)
Moderate Disease 133 (35.2%) 1la4 (38.1%) 140 {37.0%) 127 (33.6%) 108 (28.8%) 9% {25.4%)
Severe Disease 202 (53.4%) 107 (28.3%) ] (15.9%) 38 (10.1%) 24 { 6.3%) 30 {7.9%)
Missing 3 3z 34 a3 38 94

Hurber of Patients Rated (LOCE)

Responder Total a ( 2.1%) 27 {7.1%) 44 {11.8%) &7 (17.7%) 83 {23.3%) 11z {29.6%)
Clear i 2 { 0.5%) 16 { 4.2%) 17 { 4.5%) 23 { 6.1%) 39 (10.3%)
RElmest Clear 8 { 2.1%) 25 { 6.6%) 28 { 7.4%) 50 (13.2%) 65 (17.2%) 13 (19.3%)

Non responder Total 370 (87.9%) 351 (92.9%) 334 (88.4%) 311 (82.3%) 290 (76.7%) 266 (70.4%)
Mild Disease 3z { B.5%) 72 (19.0%) 103 127.2%) a7 (25.7%) 102 {27.0%) as {22.5%)
Moderate Disease 133 (35.2%) 150 {39.7%) 145 (38.4%) 142 (37.6%) 127 (33.8%) 116 130.7%)
Severe Disease 202 (33.4%) 127 {33.6%) 85 {22.5%) 71 (18.8%) a0 {15.9%) &l {16.9%)
Missing 3 2 1 1 1 1

Mote: OC refers to cbserved cases, LOCF refers to last

observation carried forward.
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Appendix 7: Methods for obtaining expert panel estimates of efficacy
and relapse for comparators

Expert Panel Invite

»/il

CONSULTI
WG Hou

2 Cressex Road
High Wycombe
HP12 4TY

Tel: 01494 470760
Fax: 01404 472458
WIWW.WG-Group.co.uk

—
_=
=

G
i)

Dear xxxxx,

WG Consulting is an independent management consultancy specialising in health care, and we advise clients in baoth the
public sector and the pharmaceutical industry. We are organising an advisory panel meeting on behalf of Basilea
Fharmaceuticals Ltd.

Basilea are the manufacturer of oral alitretincin, developed for the treatment of patients with severe Chronic Hand Eczema
(CHE) unresponsive to potent topical corficosteroids for which a UK marketing licence is anticipated in September 2008.

In anticipation of the requirement to submit to NICE, Basilea would like to fully understand the range of existing treatments
for CHE and how alitretinoin is likely to be used in clinical practice. Panel members will be drawn from throughout England
and Wales and we would be delighted if you could attend.

It is particularly important for Basilea to seek the input of Consultant Dermatologists at this stage for several reasons:

»  No studies of alitretinoin have been conducted against comparator treatments, therefore indirect comparisons against
bast current standard of care in England and Wales will be required

= There is currently considerable vanation in approach to the treatment of CHE. Also, no reliable published evidence
base or guidelines exist to indicate what the appropriate standard of care for cost effectiveness assessments should be

The objectives of this NICE advisory panel meeting for alitretinoin will be:

= To gain feedback on the intended strategy and positioning for alitretinoin in CHE to maximise the chances of a
sucecessful NICE submission

»  To gain feedback from panel members on the key clinical and quality of life data that we propose to present to NICE
= To explore potential methods of economic modelling and appropriate comparator data in this therapy area

Basilea would like to stress that their purpose in organising this advisory board is to seek guidance from experts in the field
that will help Basilea construct a credible health economic case for alitretinoin. Should you feel that attendance would
create a conflict of interest because of a current or future NICE expert advisory role, please decline our invitation as we
would not wish interaction with Basilea to disqualify you from this essential function.

The meeting will be held on one of the following dates: (Please indicate which date would suit you)
Maonday 13t October 2008
Tuesday 14" October 2008

The meeting will be held from 10am until 3.30pm at The Royal College of Obstetricians and Gynaecologists (RCOG), or
other similar venue in London.

So that we can devote as much time as possible to discussion in the meeting , which will be run as a series of workshop
sessions, we propose to send you some background reading and a brief questionnaire about current practice that we would
like you to complete and return to us in advance. In recognition of your input to the prework and meeting itself, an
honorarium of £700 will be available. We will gladly reimburse reasonable travel expenses for mileage, taxis & train/air fares. If
you have any gueries regarding travel arrangements please contact us prior to booking.

All discussions at the meeting will be non-attributable and confidentiality agreements will be required.

| will call you in the next few days to discuss this in more detail. Alteratively please feel free to contact me on alexisc@wg-
group.com. | will look forward to speaking with you.

Yours sincerely,

AL1080050 Date of preparation 04/08/08
n ed
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Pre-meeting Questionnaire

Chronic Hand Eczema (CHE) Questionnaire

Please note that this should take no more than 10-15 minutes to
complete.

The information collected will help Basilea to formulate appropriate
indirect comparisons between alitretinoin and alternative treatments
for the purposes of NICE submission.

Please return to george.stanley@basilea.com as soon as possible by e
mail to allow collation of responses in advance of the Advisory Board
meeting. If this is not possible, please bring the completed
guestionnaire to the meeting and we will attempt to incorporate your
feedback on the day

Thank You

1. Severity of CHE population treated

Q: The Physicians Global Assessment (PGA) as below was used to rate severity
in the alitretinoin clinical trials, with all patients “PGA severe” at baseline in the
phase 111 trial.

PGA
severity  Features Intensity Area involved*
Erythema, scaling, At least one moderate
Severe hyperkeratosis/lichenification or severe > 30% of affected
Vesiculation, oedema, fissures, hand surface
- . At least one severe
pruritus/pain
Erythema, scaling, At least one mild or
hyperkeratosis/lichenification moderate 10%-30% of affected
Moderate Vesiculation, oedema, fissures hand surface
icutation, » T1SSUFES: At Jeast one moderate
pruritus/pain
Erythema, scaling, .
Mild hyperkeratosis/lichenification A least one mild Less than 10% of
Vesiculation, oedema, fissures, . affected hand surface
- . At least one mild
pruritus/pain
Erythema, scaling, .
Almost hyperkeratosis/lichenification At least one mild Less than 10% of
clear Vesiculation, oedema, fissures, affected hand surface
- . Absent
pruritus/pain
Erythema, scaling,
hy)rgterkeratosisllighenification Absent
Clear Not detectable

Vesiculation, oedema, fissures
pruritus/pain
*% total of dorsal and palmar areas involved

" Absent
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If this classification were to be used to categorise the baseline severity of the
CHE patients you treat with systemic agents or phototherapy, what proportion
would be classified as:

Moderate?-----------------

SeVere?--mmmmmmmmmmeeeeee

2. Treatment approach

Q: Considering the “PGA severe” CHE patients that you see who show no or
poor response to topical corticosteroids, what proportion would you initially
treat with the following therapies? -please indicate patient/disease factors in
choice where possible.

a. Oral corticosteroids:

b. PUVA/UVB (please specify which, or relative proportions if use both)

c¢. Oral immunosuppressants (please specify approximate % treated with
ciclosporin, methotrexate, azathioprine, MMF or other)

d. Topical immunomodulators

e. Retinoids (please specify)

f. Other (eg Re-PUVA please specify):

Q: If patients showed no or unsatisfactory response to your first line of

treatment, what would be the 2" line approach in your centre? (Again
indicating patient/disease factors in choice where possible)

3. Definition of Efficacy

Q: Using your current treatment approaches as above, what proportion of CHE
patients with severe, steroid unresponsive CHE would you expect to become
“PGA clear/almost clear” after:

12 weeks treatment?

24 weeks treatment?

Q: In trials of systemic agents and phototherapy in CHE, efficacy has usually
been expressed as a % improvement in severity score. What % overall

improvement in signs and symptoms would you consider to be a meaningful
“response” in current clinical practice?
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4. Durability of Treatment Response

Q: Considering those patients achieving a response to systemic therapy or
phototherapy (either defined as PGA clear/almost clear or a substantial %
improvement); what proportion would have relapsed to at least 75% of their
original disease severity by:

4 weeks
8 weeks
12 weeks
16 weeks
20 weeks
24 weeks

Please specify which agents are associated with any particular period of relapse
if possible.

Thank you for completing this survey
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Expert Panel Meeting report

(basilea)

PHARMACEUTICA

DATA ON FILE reference sheet: Excerpt from England & Wales
Advisory board meeting report

Reference number DOF-ALI0O8020
Date created 11 December 2008
Source reference Basilea / WG Consulting

England & Wales advisory
board meeting report

Meeting date: Tuesday 14™ October, 2008

Venue: The Royal College of Physicians, London

Aim
To understand clinical practice in the treatment of chronic hand eczema (CHE), in order to
inform a NICE single technology appraisal for alitretinoin (Toctino).

Objectives

To define the current treatment pathway for CHE

To gain an understanding of current clinical practice for treatment of CHE

Main focus on PUVA, ciclosporin and azathioprine as these are the comparators that have
been chosen by NICE

To understand where alitretinoin would fit in the treatment pathway

To understand how alitretinoin will be used in clinical practice

Current treatment options for CHE unresponsive to topical steroids
Treatment chosen would to an extent depend on the severity & disease morphology:

It was felt that the characteristics seen in the BACH study reflect clinical experience, where
hyperkeratosis is associated with more chronic disease.

Topical immunomuodulators, such as protopic, are sometimes tried when the patient is not
responding to topical steroids. However, expectations for success were low and these were
seen as a last resort before progressing to systemics.

In some cases, a short course of oral steroids may be used to control flares, often before
starting on other treatments.

Proportion of treatments currently used for CHE

Centre PUVA Ciclosporin | Azathioprine Other
1 60% 20% 10% 10%
2 50% 15% 35%

3 80% 5% 5% 10%
4 70% 5% 15% 10%
5 70% 10% 20%

6 40% 40% 20%
7 80% 20%
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The panel came to agreement that of the comparators chosen by NICE, the proportion of
patients treated with PUVA would be approximately 70%, ciclosporin 10% and azathioprine
20%.

It was felt that it was important to understand the definition of response and that it is difficult to
determine a clinically meaningful response as this is so patient dependent i.e. A patient may
have a 75% response (improvement in symptoms) but if they haven't returned to work that
this is not very meaningful whereas for other patients a small response can make a big
difference. However after discussion, a 50% improvement in symptoms was considered to be
clinically meaningful overall by approximately half the attendees.

Azathioprine

Dose: start at 100mg/day and titrate to 150mg/day depending on response/tolerance
However tapering the dose makes therapy more complicated and requires frequent patient
review, including blood monitoring in early weeks

Treatment duration 6-12 months, if no improvement by 3 months would withdraw treatment
Approx. 30% withdraw due to gastro intestinal disturbances or non-symptomatic reasons

Monitoring:
Initial TPMT monitoring is required to minimise risk of marrow suppression

Every week for the first month, then fortnightly for the next month:
Liver function tests
Full blood tests

Toxicities:

Lymphoma (Long term)

Liver toxicity, hepatitis

Bone marrow suppression

There is substantial cost associated with managing side-effects of azathioprine.

The trials identified in which azathioprine was used to treat atopic dermatitis were not
considered to be suitable for a comparison with treatment of CHE, due to the different nature
of the conditions.

Efficacy of azathioprine at 4-weekly visits

Disease severity Withdraw from

Week Clear/almost | Mild Moderate Severe treatment

4 0% 0% 0% 100% 0%

8 0% 0% 5-10% 90-95% 0%

12 0% 10% 40% 50% 0%

16 5% 15% 30% 0% 50%

20 5% 20% 25% 0% 50%

24 10% 20% 20% 0% 60%

48 10% 10% 10% 0% 70%

NB. 20% of patients would drop out between 20-48 weeks, due to side-effects/ lack of
response

Based on combination therapy with topical corticosteroids

Patients would be kept on therapy for approx. 2 months following complete response as
maintenance therapy

Relapse:
Difficult to estimate as patients often do not return - possibly decide to live with the condition,

move or go and see someone else rather than because they are in remission. However the
panel estimated 2-3 months to relapse.
Would potentially retreat with azathioprine, if the patient had initially responded well.

Contraindications:

Previous malignancy

Hepatitis

Homozygous for TPMT enzyme deficiency
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Ciclosporin

2.5mg/kg total daily dose (low) up to 5mg/kg if severe eczema

Would use for 3 months duration

Would not generally use more than 2 treatments per year, if patients were relapsing quickly
then would try an alternative (eg aza or PUVA)

Monitoring — fortnightly for 2 months
Renal function
Blood pressure

Contraindications: hypertension and renal disease, drug-drug interactions

Efficacy of ciclosporin at 4-weekly visits

Disease severity
Week Clear/almost Mild Moderate Severe
4 10% 10% 10% 70%
8 30% 20% 20% 30%
12 50% 10% 10% 0%
16 50% 10% 10% 0%

Patients who achieve clear/almost clear hands would either remain on the same dose or a
lower dose as maintenance for 1-2 months following clearance, or treatment would be
stopped.

Time to relapse: (i.e. return to 75% of baseline severity) 30% by week 4, 50% by week 8, 80%
by week 12.

PUVA

UVB is not generally used in the representative centres in Engand/Wales.
Retinoid - PUVA treatment is very rarely used.

PUVA treatment is almost always topical and not oral for localised hand eczema.

Efficacy of PUVA at 4-weekly intervals

Disease severity
Week Clear/almost Mild Moderate Severe
4 0% 0% 10% 90%
8 15% 5% 10% 70%
12 40% 5% 5% 50%
16 50% 10% 10% 30%

NB: Assumes 30 sessions of PUVA, over an average of 16 weeks

Contraindications:

No medical, but 20% of patients decide not to use

There are cohorts of patients in which PUVA could not be used due to lack of access or hand-
specific equipment

10-15% would drop out before treatment completion of therapy

Would very rarely reach an upper limit of sessions (i.e. 200 considered max), so do not really
consider this, though in any case considered that risk of cancer after 200 sessions related to
whole body PUVA for atopic eczema, not localised hand PUVA.

Relapse rates:

Week 4 10%
Week 8 20%
Week 12 40%
Week 16 60%
Week 20 80%

Positioning of alitretinoin and expected market share

If alitretinoin were approved by NICE then the following uptake would be expected:
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Year Alitretinoin PUVA Ciclosporin/azathioprine
0 0% 70% 30%
1 20% 60% 20%
2 25% 55% 20%
3 35% 50% 15%

Some panel members felt that if alitretinoin were an approved treatment then they would be
little justification to prescribe unlicensed treatments, especially currently available systemics
which are highly toxic.

However prescription would be carefully considered in women of child-bearing age.

In the initial year, the largest cohort of patients treated with alitretinoin would be those who
had failed on every other treatment. New patients may be kept on PUVA/currently available
immunosuppressants until clinical experience with alitretinoin is gained, so total % might not
increase that much in second year but would probably be made up of a greater proportion of
“new” patients. After that, how many treated would depend on the referral rate to
dermatologists. Some felt this would increase because GPs would become more educated
about a new treatment and patients would become more aware that a new option existed.

Some patients who are unable to attend clinics for PUVA would be treated with alitretinoin.
General

It was felt that the figure of 10% of the adult population suffering from hand eczema was too
high (maybe more like 5%).
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