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Table 2. Mean PRO scores and changes in PRO scores between pre, during and post moderate/severe CAE stages

INTRODUCTION

Mean score Mean changein score between CAE stages
e In DECIDE, the incidence of cutaneous adverse events (CAEs) o Pre CAE  DuringCAE Post CAE Pre CAEto DuringCAE PreCAEto
was higher in the daclizumab beta (daclizumab beta)* group Characteristic n=143 n=87 n=143 during CAE* topost CAE* post CAE®
vSs. th:e |ntramu§cular](lM) interferon (IFN) beta-la group (37% EQ-5D health utility index 0.77 0.76 0.76 0 0.01 —0.01
vs. 19%, respectively).
e Most patients had CAEs that were mild or moderatein MSIS-29 PHYS 22.02 20.42 22.12 -1.81 -0.02 0.10
severity (daclizumab beta, 94%; IMIFN beta-la, 98%); CAEs MSIS-29 PSYCH 26.03 25.87 26.73 ~0.99 ~0.62 0.70
led to treatment discontinuation in 5% of daclizumab beta and
<1% of IM IFN beta-la patients.' Individual MSIS-29 items potentially affected by CAEs
e Patient-reported outcomes (PROs) may capture the effects of Being stuck at home more than you would like to
CAEs on patients’ daily activities and functioning. o e / 1.84 1.68 1.82 -0.14 0.05 -0.02
Cut down time spent on daily activities 1.88 1.81 1.88 -0.07 0.01 -0.01
O BJ E CT |V E S Feeling mentally fatigued 217 2.24 223 0.01 ~0.10 0.05
Worries related to your MS 21 2.06 2.04 -0.07 -0.07 -0.07
* Examine theimpact of moderate/severe CAEson PROsin Feeling anxious or tense 2.04 2.08 215 -0.04 0.03 0.10

patients with relapsing-remitting multiple sclerosis (RRMS) — ) ) — ) , )

o o . . Analyses were limited to patients with moderate/severe CAEs and non-missing PRO measurements (n=143). For each event (events with exact starting date and ending date are counted only once), the
receiving daclizumab beta in DECIDE. pre-CAE measure is the measure right before the start date and the post-CAE measure is the measure right after the end date (or the last measurement after CAE starting date); average was used if there were
multiple measurements during CAE. For patients with no event end date, the last PRO measurement was used. Among the 143 patients, 109 had a single event (moderate/severe CAE), with 26 not resolved; 34
patients had multiple events, with 12 having a mixture of resolved and non-resolved, 3 of the remaining 22 having all not resolved and 19 having all resolved. *Changes in mean PRO scores between CAE stages were
notsignificant, as determined by paired t test (all P>.05)

METHODS

* In DECIDE, patients received daclizumab beta150mg
subcutaneous every 4 weeks (n=919) or IFN beta-1a30 mcg IM

Figure 1. Mean change in PRO scores from Baseline-Week 96 among patients with moderate/severe CAEs and patients without
CAEsin DECIDE B Without CAEs

B With moderate/severe CAEs

once weekly (n=922) for =96 weeks, up to 144 weeks.' % o 4 0.0 2
* Patients completed the EuroQol 5-Dimensions 3-level version = % 0.09 - o
(EQ-5D; positive changes indicate improvement) and Multiple 5 ; 0.08 - z ©
Sclerosis Impact Scale (MSIS-29; negative changes indicate 27 ) <
improvement) at Baseline and every 24 weeks (Table 1).>* Q. g w | 0-077 w9 v
* Indaclizumab beta patients with moderate/severe CAEs, o o £ | 0.061 0.04 0.04 E— ;u £
scores on the EQ-5D, MSIS-29 physical (PHYS) and ca % 0.05 - o E S
psychological (PSYCH) impact subscales and 5 MSIS-29 items ) g 5| 0.04- = 2 g_
were compared post hoc for the visits before (pre CAE), _‘:" % £ | i m £
during and after (post CAE) the events. 2 g 0.03 L :
* Mean changesin PRO scores from Baseline-Week 96 were » Z 0.021 HE
compared between daclizumab beta patients without CAEs % 9 0.01 § ~7.00 + -474
and daclizumab beta patients with moderate/severe CAEs. g = 0.00 - b Y -8.00 , ,
2 n=459 n=118 n=458 n=119 n=456 n=119
MSIS-29 PHYS MSIS-29 PSYCH
R E S U LT S Analysisincludes patients.with moderate/severe CAEs vs. patients without any CAEs; P>.05 for all comparisons as determined by analysis of covariance adjusting for Baseline score, Baseline Beck Depression
Inventory (BDI) score, prior IFN beta use and Baseline age (<35 vs. >35 years)
e One hundred fifty-three of 919 daclizumab beta-treated Figure 2. Analysis of individual MSIS-29 items potentially affected by CAEs in patients with moderate/severe CAEs and patients
patients experienced moderate/severe CAEs in DECIDE,10 without CAEs in DECIDE B Without CAEs (n=456)
of whom did not have a PRO measurement post CAE. B Wi _
. ith moderate/severe CAEs (n=119)
- Among143 patients, 126 had moderate events only, c 0.50 - ;
10 had severe events only and 7 had both. g
— For each PRO, mean changes from pre to during, during é X 0.03
to post and pre to post CAE were small and not significant ¥ ; 0.01 :
(Table2). 1 gl o.00 —+
* Meanincreases (indicatingimprovement) in EQ-5D £ E
health utility index scores and mean decreases (indicating ‘é’o § %
improvement) in MSIS-29 PHYS and PSYCH scores and s@ =
the majority of MSIS-29 item scores from Baseline-Week -y g E| -050-
96 were similar among patients without CAEs and patients T ~0.50
with moderate/severe CAEs. No significant differences were z g
observed for the majority of comparisons (P>.05) except § a
feeling mentally fatigued (P=.0244; Figure 1, Figure 2A). = Y _1.00 | - | | - | - |
e Forthe majority of MSIS-29 items, a similar percentage Being stuck at Cut doYvn tim.e.spent Feeling mentally Worriesrelatedto  Feeling anxiousor
home more than on daily activities fatigued your MS tense

of patients withoyt.CAEs and patients with moderate/ youwould like to be
severe CAEs exhibited any improvement, no change or
any worsening in score from Baseline-Week 96 (P>.05

for all comparisons based on chi-square test; P>.05 for all o Improved ™ Nochange B Worsening
comparisons except feeling mentally fatigued [P=.0309] 100.0 - 5 5 5 5
based on ordinal logistic regression; Figure 2B).those who 90.0 - ﬂ n m m m m m
did not (Figure 3A-D). 80.0 -
: ' ' E '
2 : f
®
Table1. PROs assessed in DECIDE 2
(<} :
:
PRO Format Scoring = H
EQ_5D2,4 3 t Ut'l't H d 000 - o . E o o E . o E o o E o o
response optons Hity Index scores range Without  With Without  With Without  With Without  With Without  With
e No problems from-0.59t01.0 CAEs mod/sev CAEs mod/lsevn @CAEs mod/sevn @ CAEs mod/sevn  CAEs mod/sev
CAEs CAEs CAEs CAEs CAEs
* Some problems Positive changes indicate Being stuck at Cutdowntimespent Feelingmentally =~ Worriesrelatedto  Feeling anxious or
e Alotofproblems home morethanyou ondailyactivities fatigued your MS tense
P improvement would like to be
703 . Mod = moderate; sev = severe ; Analysis includes patients with moderate/severe CAEs vs. patients without any CAEs ; *P>.05 for all comparisons except feeling mentally fatigued (P=.0244) as determined by
MS,IS 29 > response options Subscale SCO';eS range analysis of covariance adjusting for Baseline score, Baseline BDI score, prior IFN beta use and Baseline age (<35 vs. >35 years); °P>.05 for all comparisons based on chi-square test; P>.05 for all comparisons except
20-item PHYS e]=notatall from 0to100 feeling mentally fatigued (P=.0309) based on ordinal logistic regression adjusting for Baseline score, Baseline BDI score, prior IFN beta use and Baseline age (<35 vs. >35 years)
9-item PSYCH
e 2=alittle

3 J I Negative changes indicate
Individual MSIS-29items  ®>=moderately improvement

potentially affected by * 4 = quite a bit C o N C L U S I o N S
CAEs®

* Being stuck athome more
than you would like to be

¢ 5 =extremely

Moderate/severe CAEs observed during daclizumab beta treatment did not appear to affect overall patient-

« Cut down time spent reported physical or psychological health or daily activities and functioning.

on df‘"y activiies The EQ-5D and MSIS-29 were not developed to detect the impact of CAEs on functioning and quality of life, though
* Feeling mentally fatigued the majority of items deemed potentially pertinent to moderate/severe CAEs did not appear to be impacted by
* Worries related to these events.

your MS
The percentage of patients with improvement, no change or worsening from Baseline-Week 96 in the majority of

MSIS-29 item scores potentially affected by moderate/severe CAEs was similar between patients without CAEs
‘Determined by investigators; "Individual items are summedand transformed toa 0 to 100 scale® and those with moderate/severe CAEs, suggesting that moderate/severe CAEs may not have had alasting impact
on overall health status as reported by patients.

* Feeling anxious or tense
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*Daclizumab beta, approved as ZINBRYTA®, has a different form and structure than an earlier form of daclizumab beta.
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