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D o c u m e nt Hi st or y – C h a n g e s c o m p ar e d t o pr e vi o u s v er si o n of R A P
m o d ul e 3.
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1 St ati sti c al m et h o d s pl a n n e d i n t h e pr ot o c ol a n d
d et er mi n ati o n of s a m pl e si z e

D at a will b e a n al y z e d a c c or di n g t o t h e S e cti o n 9 ( D at a A n al ysis) of t h e st u d y pr ot o c ol
( v ersi o n v 0 1, d at e d 1 6 J u n e 2 0 1 5) w hi c h is a v ail a bl e i n t h e A p p e n di x of t h e cli ni c al st u d y
r e p ort ( C S R). I m p ort a nt i nf or m ati o n is gi v e n i n t h e f oll o wi n g s e cti o ns a n d d et ails ar e
pr o vi d e d, as a p pli c a bl e, i n t h e A p p e n di x of t h e C S R.

1. 1 St ati sti c al a n d a n al yti c al pl a n s

T his d o c u m e nt c o v er s st atisti c al a n d a n al yti c al pl a ns f or t h e a n al ysis of t h e st u d y
C AI N 4 5 7 A 3 3 0 2. T his a n al ysis will b e p erf or m e d aft er all s u bj e ct s h a v e c o m pl et e d t h eir fi n al
visit, i. e. t h e W e e k 6 0 visit f or p ati e nt s e nt eri n g t h e F oll o w- U p p eri o d or t h e W e e k 5 2 visit f or
all ot h er p ati e nt s, r es p e cti v el y.

T h e pri m ar y o bj e cti v e is t o d e m o nstr at e i n t h e p ati e nt p o ol of Ps ori asis Ar e a a n d S e v erit y
I n d e x ( P A SI) 9 0 r es p o n d ers at W e e k 2 4 t h at s e c u ki n u m a b 3 0 0 m g s u b c ut a n e o us (s. c.) e v er y 6
w e e ks tr e at m e nt is n o n-i nf eri or t o s e c u ki n u m a b 3 0 0 m g s. c. e v er y 4 w e e ks tr e at m e nt wit h
r es p e ct t o m ai nt ai ni n g a P A SI 9 0 r es p o ns e r at e at W e e k 5 2.

T h e k e y s e c o n d ar y o bj e cti v e is t o d e m o nstr at e i n t h e p ati e nt p o ol of P A SI 7 5 r es p o n d er s w h o
d o n ot r e a c h a P A SI 9 0 r es p o ns e at W e e k 2 4 t h at s e c u ki n u m a b 3 0 0 m g s. c. a d mi nist er e d
e v er y 2 w e e ks is s u p eri or t o s e c u ki n u m a b 3 0 0 m g s. c. a d mi nist er e d e v er y 4 w e e k s at W e e k 5 2
b a s e d o n t h e P A SI 9 0 r es p o ns e r at e.

Ot h er s e c o n d ar y o bj e cti v es ar e:

• T o e v al u at e t h e pr o p orti o n of P A SI 5 0, P A SI 7 5, P A SI 1 0 0 a n d I G A m o d 2 0 1 1 0/ 1
r es p o n d er r at es at W e e k 5 2.

• T o e v al u at e t h e c o urs e of m e a n P A SI o v er ti m e fr o m W e e k 2 4 t o W e e k 5 2.

• T o e v al u at e t h e eff e ct of diff er e nt m ai nt e n a n c e tr e at m e nt fr e q u e n ci es o n P R O s:
D er m at ol o g y  Lif e  Q u alit y  I n d e x  ( D L QI),  E ur o Q O L  5- Di m e nsi o n  H e alt h
Q u esti o n n air e ( E Q- 5 D © ), W or k Pr o d u cti vit y a n d A cti vit y I m p air m e nt Q u esti o n n air e-
P s ori a sis ( W P AI- P S O), a n d t h e p ati e nt’ s a s s e s s m e nt of p ai n, it c hi n g a n d s c ali n g.

E x pl or at or y o bj e cti v es ar e:

• T o e v al u at e t h e pr o p orti o n of P A SI 5 0, P A SI 7 5, P A SI 9 0, P A SI 1 0 0 a n d I G A m o d
2 0 1 1 0/ 1 r es p o n d ers at W e e k 2 4.

• T o e v al u at e t h e ti m e t o a c hi e v e cl e ar or al m o st cl e ar s ki n b as e d o n P A SI 9 0 w h e n
r e c ei vi n g s e c u ki n u m a b 3 0 0 m g s. c. e v er y 2 w e e k s c o m p ar e d t o e v er y 4 w e e ks fr o m
W e e k 2 4 t o W e e k 5 2.

• T o e v al u at e ti m e t o fir st l o ss of P A SI 7 5 r es p o ns e w h e n r e c ei vi n g s e c u ki n u m a b e v er y
2 w e e ks c o m p ar e d t o e v er y 4 w e e ks fr o m W e e k 2 4 u ntil W e e k 5 2.

• T o e v al u at e t h e s af et y a n d t ol er a bilit y of diff er e nt m ai nt e n a n c e tr e at m e nt r e gi m e ns of
s e c u ki n u m a b 3 0 0 m g s. c.
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• T o e x pl or e t h e c orr el ati o n b et w e e n t h e p h ar m a c o ki n eti c ( P K) d at a a n d effi c a c y
o ut c o m e s.

Ot h er e x pl or at or y o bj e cti v e s f or p ati e nt s wit h P A SI 9 0 r es p o ns e at W e e k 2 4 ar e a s f oll o w s:

• T o ass e ss t h e ti m e t o l o s s of P A SI 9 0 r es p o ns e.

• T o ass ess t h e ti m e t o l o ss of I G A m o d 2 0 1 1 0/ 1 r es p o ns e.

S u m m ar y st atisti cs f or c o nti n u o us v ari a bl es will i n cl u d e N, m e a n, st a n d ar d d e vi ati o n,
mi ni m u m, m e di a n, m a xi m u m. S u m m ar y st atisti c s f or dis cr et e v ari a bl es will b e pr es e nt e d i n
c o nti n g e n c y t a bl es a n d will i n cl u d e a bs ol ut e a n d r el ati v e fr e q u e n ci e s.

If n ot ot h er wis e s p e cifi e d, p- v al u es will b e pr e s e nt e d as t w o-si d e d p- v al u es a n d t w o-si d e d
c o nfi d e n c e i nt er v als will b e dis pl a y e d. U nl ess ot h er wis e st at e d, t h e l e v el of si g nifi c a n c e will
b e s et t o 5 %.

Listi n gs will b e pr es e nt e d b y tr e at m e nt s e q u e n c e, if a p pli c a bl e.

1. 1. 1  C h a n g e s t o st ati sti c al m et h o d s pl a n n e d i n t h e p r ot o c ol

• I n cl usi o n of B o d y W ei g ht at W e e k 2 4 as e x pl or at or y v ari a bl e i n t h e k e y s e c o n d ar y
l o gisti c r e gr essi o n m o d el

• N o c al c ul ati o n of i n dir e ct r es p o ns e m o d els f or P K d at a a n d effi c a c y as pl a n n e d i n t h e
pr ot o c ol. Fi g ur e s will b e pr o vi d e d i nst e a d.

1. 1. 2  F o ot n ot e s

F o ot n ot e s o n o ut p ut s will b e k e pt t o a mi ni m u m al s o f or o ut p ut s n ot c o v er e d i n Effi c a c y M A P
M 7. 1 A m e n d m e nt 5 or S af et y M A P M 7. 1 A m e n d m e nt 4.

F o ot n ot es will g e n er all y b e pr o vi d e d f or

• a b br e vi ati o ns u s e d i n t h e o ut p ut; a b br e vi ati o ns u s e d o n s e v er al o ut p ut s, e. g. f or listi n gs i n
t h e A p p e n di x c a n b e pr es e nt e d o n a s e p ar at e p a g e a n d d o n ot h a v e t o b e r e p e at e d as
f o ot n ot es o n e a c h listi n g

• s orti n g or d er of c at e g ori es, e. g. f or s orti n g wit hi n M e d D R A ( M e di c al Di cti o n ar y f or
R e g ul at or y A cti viti es) hi er ar c h y l e v els

• M e d D R A v ersi o n us e d f or r e p orti n g of M e d D R A c o d e d d at a

F o ot n ot es will g e n er all y N O T b e gi v e n f or

• u nit s dis pl a y e d o n t h e o ut p ut

• i nt er pr et ati o n of r es ult s ( e. g. “ o d d s r ati o l ar g er 1 f a v or s a cti v e tr e at m e nt ”)

• i nf or m ati o n t h at c a n b e r etri e v e d fr o m t h e st atisti c al s e cti o n of t h e R e p ort  u nl ess it is n ot
i d e ntifi a bl e fr o m t h e o ut p ut, e. g.

o e x pl a n ati o n of a n al ysis m o d el u s e d u nl e s s r es ult s of m or e t h a n o n e m o d el ar e
dis pl a y e d o n a n o ut p ut

o d eri v ati o ns of v ari a bl es ( e. g. B MI will n ot b e e x pl ai n e d i n a f o ot n ot e)

• i nf or m ati o n t h at will b e pr o vi d e d i n t h e cli ni c al st u d y pr ot o c ol a n d/ or m et h o ds s e cti o n of
t h e R e p ort ( e. g. b a s eli n e d efi niti o n if t his is s p e cifi e d i n t h e R e p ort).
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1. 2 S u bj e ct s a n d tr e at m e nt s
T h e f oll o wi n g st u d y p eri o ds will b e c o nsi d er e d f or t h e a n al ysis:

• S c r e e ni n g P e ri o d  ( S cr e e ni n g t o Visit 2 [ = B as eli n e], e x cl u di n g Visit 2 [ = B as eli n e])

• T r e at m e nt P e ri o d 1  ( Visit 2 [ = B as eli n e] t o W e e k 2 4 pr e- d o s e)

• T r e at m e nt P e ri o d 2  ( W e e k 2 4 p o st- d os e t o W e e k 5 2)

• F oll o w- U p P e ri o d  ( W e e k 5 2 t o W e e k 6 0, e x cl u di n g W e e k 5 2).

F or Tr e at m e nt P eri o d 1 ( B as eli n e t o W e e k 2 4) all p ati e nt s will r e c ei v e t h e s a m e tr e at m e nt:

• S e c u ki n u m a b 3 0 0 m g s. c. will b e s elf- a d mi nist er e d at B as eli n e, w e e kl y at W e e k 1,
W e e k 2 a n d W e e k 3 a n d e v er y 4 w e e k s t h er e aft er (i. e., W e e k 4, 8, 1 2, 1 6 a n d 2 0).

At W e e k 2 4, all p ati e nt s will b e as s ess e d i n t er m of P A SI r es p o ns e a n d eit h er r a n d o mi z e d t o
o n e of t h e 4 tr e at m e nt gr o u ps i n Tr e at m e nt P eri o d 2 ( W e e k 2 4 t o W e e k 5 2) or wit h dr a w n
fr o m t h e st u d y. R a n d o mi z ati o n is str atifi e d b y b o d y w ei g ht at t his visit ( “ b o d y w ei g ht
≥ 9 0 k g ” vs. “ b o d y w ei g ht < 9 0 k g ” at W e e k 2 4) i n or d er t o e ns ur e b al a n c e d all o c ati o n of
p a ti e nt s t o tr e at m e nt gr o u ps wit hi n t h e w ei g ht str at a.

P ati e nt s  wit h  at  l e ast  a  9 0 %  r e d u cti o n  i n  P A SI  s c or e  fr o m  B a s eli n e  will  b e  r a n d o mi z e d  at
W e e k 2 4 o n a 1: 1 b a sis t o Gr o u p 1 or Gr o u p 2:

• G r o u p 1  (r e c o m m e n d e d m ai nt e n a n c e tr e at m e nt): s e c u ki n u m a b 3 0 0 m g s. c. e v er y 4
w e e ks ( W e e k 2 4, 2 8, 3 2, 3 6, 4 0, 4 4 a n d 4 8).

• G r o u p 2  ( e x p eri m e nt al d o si n g m ai nt e n a n c e tr e at m e nt): s e c u ki n u m a b 3 0 0 m g s. c.
e v er y 6 w e e ks ( W e e k 2 4, 3 0, 3 6, 4 2 a n d 4 8).

P ati e nt s  wit h  l e ss  t h a n  9 0 %  r e d u cti o n  i n  P A SI  s c or e  fr o m  B as eli n e  at  W e e k  2 4  b ut  w h o
a c hi e v e d at l e ast a 7 5 % r e d u cti o n i n P A SI s c or e fr o m B as eli n e ar e eli gi bl e f or d o s e fr e q u e n c y
i nt e nsifi c ati o n a n d will b e r a n d o mi z e d o n a 1: 1 b a sis t o eit h er Gr o u p 3 or Gr o u p 4:

• G r o u p 3  (r e c o m m e n d e d m ai nt e n a n c e tr e at m e nt): s e c u ki n u m a b s. c. 3 0 0 m g e v er y 4
w e e ks ( W e e k 2 4, 2 8, 3 2, 3 6, 4 0, 4 4 a n d 4 8).

• G r o u p 4  ( e x p eri m e nt al m ai nt e n a n c e tr e at m e nt): s e c u ki n u m a b s. c. 3 0 0 m g e v er y 2
w e e ks ( W e e k 2 4, 2 6, 2 8, 3 0, 3 2, 3 4, 3 6, 3 8, 4 0, 4 2, 4 4, 4 6 a n d 4 8).

P ati e nt s wit h a r e d u cti o n i n P A SI s c or e fr o m B as eli n e of l ess t h a n 7 5 % at W e e k 2 4 ar e n ot
eli gi bl e f or r a n d o mi z ati o n a n d ar e dis c o nti n u e d fr o m t h e st u d y.

T h e f oll o wi n g a n al ysis s et s will b e us e d f or t h e d at a a n al ysis.

S af et y s et f o r T r e at m e nt P e ri o d 1 ( S A F- T P 1) :  T h e  s af et y  s et  f or  Tr e at m e nt  P eri o d  1
i n cl u d e s  all  s u bj e ct s  w h o  t o o k  at  l e a st  o n e  d o s e  of  st u d y  tr e at m e nt  d uri n g  t his  tr e at m e nt
p eri o d.
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Safety set for Maintenance Treatment Period 2 (SAF-TP2): The SAF-TP2 includes all
patients who were randomized and received at least one dose of study drug at or after the
Week 24 visit. Subjects will be analyzed according to treatment received.

Full analysis set for Treatment Period 2 of PASI 90 Responders (FAS-P90R): The FAS-
P90R will include all patients who were rated as PASI 90 responders at the Week 24 visit,
randomized to treatment groups 1 or 2 and received at least one dose of study drug at or after
visit Week 24.

Full  analysis  set  for  Treatment  Period 2  of  PASI  75  Responders  who do not  achieve  a
PASI 90 Response (FAS-P75R): The FAS-P75R will include all patients who were rated as
PASI 75 responders but do not achieve a PASI 90 response at the Week 24 visit, were
randomized to treatment groups 3 or 4 and who received at least one dose of study drug at or
after visit Week 24.

Per-Protocol  Set  for  Treatment  Period  2  of  PASI  90  Responders  (PP-P90R):  The
PP-P90R will include all patients from the FAS-P90R who complete the study as scheduled
without any major deviations from the protocol which may affect the primary outcome of this
study. Major deviations will be based on selected protocol deviations as defined in the Data
Review Plan and additional criteria which might have impact on the treatment’s efficacy. The
final classifications of deviations as major (i.e. leading to withdrawal from the PP-P90R) will
be performed in a data review before start of the analysis.
Follow-Up set (FUS): all patients from dosing group 3 or 4 who entered the Follow-Up (FU)
Period of the study, i.e. who continue into the next phase of the trial at Week 52 and for whom
any efficacy or safety data from the FU Period are available.

Per-Protocol Follow-Up set (PP-FUS): all  patients  from  the  FUS  without  any  major
deviations from the protocol in the follow-up period which may affect the rebound assessment
at  the  end  of  this  period.  The  final  classifications  of  deviations  as  major  (i.e.  leading  to
withdrawal from the PP-FUS) will be performed in a data review before start of the analysis.

1.3 Subgroup definitions
The primary endpoint, selected secondary endpoints and selected safety endpoints will be
evaluated using the subgroups defined in
Table 1-1. Subgroup analyses for the study endpoints are represented in Table 1-2.
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Table 1-1 Subgroup definitions
Subgroup
variables

Categories Description Label for
outputs

Suffix for
outputs

Country Participating countries1 Region a
Randomization
weight stratum

Body weight strata:
<90 kg, ≥90 kg)
and
< Tertile 1, ≥ Tertile 1 and <
Tertile 2, ≥ Tertile 2

Weight
strata

b

Gender Male, female Gender c
Age < 65 years, ≥ 65 years and < 75

years, ≥ 75 years
Age d

Smoking status Current smoker, Current Non-
smoker (i.e. never smoked or
former smoked) at screening

Smoking
status

e

PASI at
baseline

PASI ≤ 20,PASI > 20 PASI
category

f

BSA and PASI
at baseline

Moderate psoriasis ((BSA ≥ 10%
or PASI ≥ 10) and BSA ≤ 20%
and PASI ≤ 20), severe psoriasis
(BSA > 20% or PASI > 20)

Severity of
psoriasis

g

Psoriatic
Arthritis at
Baseline

Yes, No Psoriatic
Arthritis

h

Previous
psoriasis
therapy

Yes, No
        Failure * (Yes, No)

Any previous psoriasis
therapy discontinued
within 5 years prior to
Screening
* at least one therapy
with lack of efficacy or
lack of tolerability

Previous
psoriasis
therapy

i

1 Depending on the number of patients per country, some countries may be combined for the respective analyses

Table 1-2 Subgroup analyses
Endpoint/
analysis

Region Weight
strata

Gender Age Smoking
status

PASI
category

Severity
of

psoriasis

Psoriatic
arthritis

Previous
psoriasis
therapy

Subject
disposition

X

Demography &
baseline
characteristics

X

Study
medication:
duration of
exposure

X

Maintaining of
PASI 90

X X X X X X X X X



Novartis Confidential Page 13
RAP Module 3, Final 2.0 22-May-2017 (12:05) Secukinumab / CAIN457A3302

Endpoint/
analysis

Region Weight
strata

Gender Age Smoking
status

PASI
category

Severity
of

psoriasis

Psoriatic
arthritis

Previous
psoriasis
therapy

response
PASI 50, 75,
90, 100
response at
Week 52

X X X X X X X X X

AEs by SOC-
PT

X X

SAEs by SOC-
PT

X

AEs study-
drug related
(investigators
assessment)

X

1.4 Assessment windows, baseline and post baseline definitions,
missing data handling

1.4.1 Assessment windows
At each visit, all study assessments should be completed prior to any potential application of
the study treatment. Visit windows are described below.

1.4.2 Study Day 1 and other study days
The  first  day  of  administration  of  study  treatment  (first  dose)  is  defined  as Study Day 1 or
Day 1.
All other study days will be labeled relative to Day 1. For event dates on or after Day 1, study
day for a particular event date is calculated as [Date of event] – [Date of first dose]+1, i.e.,
Day 2, Day 3, etc., will be one day, two days, etc., after Day 1, respectively.

For the dates before Day 1, study day for an event date is calculated as [Date of event] – [Date
of  first  dose],  i.e.,  Day  -1,  Day  -2,  etc.,  will  be  one  day,  two  days,  etc.,  before  Day  1,
respectively. Duration of an event will be calculated as (Event end date – Event start date +
1).

The term “Day 0” will not be used.

1.4.3 Screening, baseline and post-baseline definitions
Screening refers to any procedures (e.g., checking inclusion and exclusion criteria) performed
prior to the date of visit 2. Per protocol, subject informed consent must be obtained prior to
performing any study related activity. The date of signing informed consent is the start date of
screening period. Any assessment obtained during the screening period will be labeled
screening assessment.

Visit 2 is defined as Baseline visit. All consecutive visits are labeled according to the pre-
planned study week where they occur, i.e. Week 1, Week 2, and so on.
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Week 24 is defined as the end of Treatment Period 1 (visit 11) for patients without premature
discontinuation during Treatment Period 1. For patients with premature termination within
Treatment Period 1 the last visit is defined as end of Treatment Period 1.

Week 52 is defined as the end of Treatment Period 2 (visit 18) for patients without premature
discontinuation during Treatment Period 2. For patients with premature termination in
Treatment Period 2 the last visit is defined as end of Treatment Period 2.
Any visits and assessments occurring after the end of Treatment Period 2 visit (Week 52 in
the eCRF) will be aligned to the Week 60 Follow-Up visit.

1.4.4 Analysis Visits windows
Visit-windows will be used for the data that is summarized by visit; they are based on the
study evaluation schedule and comprise a set of days around the nominal visit day. The visit
windows for Treatment Period 1 and Treatment Period 2 are shown in Table 1-3. In this table,
the days are counted since the first dose of study treatment (study days).

When visit windows are used, all visits will be re-aligned, i.e., they will be mapped into one
of the visit  windows. E.g.,  if  the Week 4 visit  of a subject is  delayed and occurs on Day 46
instead of on Day 29, say, it will be re-aligned to visit window Week 8. In the case of major
deviations from the visit schedule, or due to unscheduled visits, several assessments of a
subject may fall in a particular visit window (either scheduled or unscheduled). Statistical
approaches to handle multiple assessments in a given visit window are specified in
Section 1.4.5.
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T a bl e 1- 3 A n al y si s wi n d o w s f or s c h e d ul e d vi sit s

A n al y si s Vi sit W e e k S c h e d ul e d D a y A n al y si s Wi n d o w

S cr e e ni n g - 4 t o B S L - 2 8 d a y s t o D a y 1

B a s eli n e* B S L 1

W e e k 1 1 8 D a y 2- 1 1

W e e k 2 2 1 5 D a y 1 2- 1 8

W e e k 3 3 2 2 D a y 1 9- 2 5

W e e k 4 4 2 9 D a y 2 6- 4 3

W e e k 8 8 5 7 D a y 4 4- 7 1

W e e k 1 2 1 2 8 5 D a y 7 2- 9 9

W e e k 1 6 1 6 1 1 3 D a y 1 0 0- 1 2 7

W e e k 2 0 2 0 1 4 1 D a y 1 2 8- 1 5 5

W e e k 2 4 2 4 1 6 9 D a y 1 5 6- 1 8 3**

W e e k 2 8 2 8 1 9 7 D a y 1 8 4- 2 1 1

W e e k 3 2 3 2 2 2 5 D a y 2 1 2- 2 3 9

W e e k 3 6 3 6 2 5 3 D a y 2 4 0- 2 6 7

W e e k 4 0 4 0 2 8 1 D a y 2 6 8- 2 9 5

W e e k 4 4 4 4 3 0 9 D a y 2 9 6- 3 2 3

W e e k 4 8 4 8 3 3 7 D a y 3 2 4- 3 5 1

W e e k 5 2 5 2 3 6 5 D a y 3 5 2- 3 7 9

* B as eli n e m e a s ur e m e nt b ef or e t h e fir st dr u g a d mi nistr ati o n. T h e d a ys ar e c o u nt e d si n c e t h e
fir st d o s e of st u d y tr e at m e nt.

* * D at a ass ess e d aft er t h e d at e of t h e W e e k 2 4 d o s e will n ot b e c o nsi d er e d as “ W e e k 2 4 d at a ”

F or p ar a m et er s w hi c h ar e n ot c oll e ct e d at e v er y visit ( e. g. D L QI, W P AI- P S O), visit wi n d o ws
d efi n e d i n T a bl e 1- 3  will b e c o m bi n e d. F or e x a m pl e, if a p ar a m et er is m e as ur e d at W e e k 2 4,
W e e k 3 6 a n d W e e k 4 8, b ut n ot i n b et w e e n (i. e. W e e k 2 8, W e e k 3 2, W e e k 4 0 a n d W e e k 4 4),
t h e W e e k 3 6 visit wi n d o w will e xt e n d fr o m D a y 2 1 2 t o D a y 2 9 5 ( c o m bi ni n g W e e k 3 2 t o
W e e k 4 0 visit wi n d o ws). If m or e t h a n o n e a ss ess m e nt f alls i nt o t h e i nt er v al, t h e r ul es d efi n e d
i n S e cti o n 1. 4. 5  b el o w ar e a p pli e d.

Ass ess m e nt s fr o m Tr e at m e nt P eri o d 2 will n ot b e c o nsi d er e d f or Tr e at m e nt P eri o d 1 a n d
Tr e at m e nt  P eri o d  1  visit s  will  n ot  b e  m a p p e d  i nt o  Tr e at m e nt  P eri o d  2.  F or  e x a m pl e,  if  a
W e e k 2 8 (s c h e d ul e d visit) m e as ur e m e nt f alls i nt o t h e W e e k 2 0 visit wi n d o w, t his
m e as ur e m e nt w o ul d n ot b e a n al y z e d as Tr e at m e nt P eri o d 1 v al u e.

1. 4. 5  M ulti pl e a s s e s s m e nt s wit hi n vi sit wi n d o w s

W h e n t h er e ar e m ulti pl e ass ess m e nts  i n  a  p arti c ul ar  visit  wi n d o w,  t h e  f oll o wi n g  r ul e s  ar e
a p pli e d t o s el e ct o n e v al u e “r e pr es e nti n g ” t h e s u bj e ct i n s u m m ar y st atisti c s i n a visit wi n d o w.

F or b as eli n e as s ess m e nt d efi niti o n s e e S e cti o n 1. 4. 3 .  F or  p o st- b as eli n e  visit  wi n d o ws  t h e
f oll o wi n g a p pli es ( u nl ess ot h er wis e s p e cifi e d):

• f or q u a ntit ati v e v ari a bl es , t h e cl o s est  t o t h e a ct u al visit is c h o s e n. If t w o ass ess m e nt s h a v e
t h e s a m e dist a n c e, t h e n t h e e arli er o n e will b e c h o s e n.
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• f or q u alit ati v e v ari a bl es , t h e w or st  r e c or d is s el e ct e d. It is n ot e d t h at i n t h e a n al ys e s
p erf or m e d, w o rst  c a s e is al w a ys w ell d efi n e d ( e. g., f or uri n e pr ot ei n v al u e s “ + ” a n d “ + + ”,
t h e w orst c as e is d efi n e d a s “ + + ”)

• i n c as e q u alit ati v e v ari a bl es ar e b a s e d o n q u a ntit ati v e v ari a bl e s, e. g. P A SI 7 5 r es p o ns e, t h e
visit will b e a ssi g n e d t o t h e q u a ntit ati v e v ari a bl e, a n d t his visit will b e us e d f or t h e d eri v e d
q u alit ati v e v ari a bl e

1. 4. 6  D a y of l a st d o s e of st u d y t r e at m e nt

T h e d at e of l a st d o s e will b e c oll e ct e d vi a t h e e C R F. T h e s u bj e ct’s e xt e nt of e x p o s ur e will b e
c al c ul at e d c o nsi d eri n g t h e e n d of tr e at m e nt p eri o d visit ( e. g., Tr e at m e nt P eri o d 1 c o m pl eti o n
visit).  If  a  s u bj e ct  dis c o nti n u e d  e arl y,  t h e n  t h e  l a st  visit  d uri n g  t h e  tr e at m e nt  p eri o d  is
c o nsi d er e d ( e. g., l ast visit i n Tr e at m e nt P eri o d 1, if s u bj e ct dis c o nti n u e d fr o m Tr e at m e nt
P eri o d 1).

1. 5 S u bj e ct di s p o siti o n, b a c k gr o u n d a n d d e m o g r a p hi c
c h ar a ct eri sti c s

1. 5. 1  S u bj e ct di s p o siti o n

T h e t ot al n u m b er of s u bj e ct s s cr e e n e d a n d of s u bj e ct s i n t h e S A F- T P 1 s et will b e pr es e nt e d. I n
a d diti o n, t h e r e as o ns f or s cr e e n f ail ur e s will b e pr o vi d e d.

T h e n u m b er a n d p er c e nt a g e of s u bj e ct s i n t h e S A F- T P 1 w h o c o m pl et e d Tr e at m e nt P eri o d 1
a n d w h o dis c o nti n u e d t h e st u d y pr e m at ur el y (i n cl u di n g t h e r e as o n f or dis c o nti n u ati o n) i n t his
p eri o d will b e pr es e nt e d.

T h e n u m b er of p ati e nt s i n t h e S A F- T P 2 a n d t h e n u m b er s of p ati e nt s i n t h e F A S- P 9 0 R s et a n d
i n t h e F A S- P 7 5 R s et will b e pr o vi d e d. T h e n u m b ers a n d p er c e nt a g es of s u bj e ct s i n t h e
F A S- P 9 0 R a n d i n t h e F A S- P 7 5 R w h o c o m pl et e d Tr e at m e nt P eri o d 2 a n d w h o dis c o nti n u e d
t h e st u d y pr e m at ur el y (i n cl u di n g t h e r e as o n f or dis c o nti n u ati o n) i n t his p eri o d will b e
pr es e nt e d. F urt h er m or e, t h e n u m b ers of p ati e nt s i n t h e P P- P 9 0 R, P P- F U S a n d i n t h e F U S will
b e pr es e nt e d.

R e p ort a bl e pr ot o c ol d e vi ati o ns as d efi n e d i n t h e fi n al pr ot o c ol d e vi ati o n ( P D) E dit C h e c k
S p e cifi c ati o n will b e pr es e nt e d i n t er ms of a bs ol ut e n u m b ers a n d p er c e nt a g es s e p ar at el y f or
e a c h st u d y p eri o d ( Tr e at m e nt P eri o d 1, Tr e at m e nt P eri o d 2, F oll o w- U p P eri o d) f or t h e
S A F- T P 1, t h e F A S- P 9 0 R a n d t h e F A S- P 7 5 R.

1. 5. 2  B a c k g r o u n d a n d d e m o g r a p hi c c h a r a ct e ri sti c s

T h e f oll o wi n g c o m m o n b a c k gr o u n d a n d d e m o gr a p hi c v ari a bl es will b e a n al y z e d:

• A g e ( w hi c h is d eri v e d fr o m d at e of birt h a n d t h e d at e of s cr e e ni n g visit)

• A g e c at e g ori es ( < 6 5 y e ars, ≥ 6 5 y e ars a n d < 7 5 y e ars, ≥ 7 5 y e ars)

• G e n d er

• R a c e



N o v arti s C o nfi d e nti al P a g e 1 7

R A P M o d ul e 3, Fi n al 2. 0 2 2- M a y- 2 0 1 7 ( 1 2: 0 5)  S e c u ki n u m a b / C AI N 4 5 7 A 3 3 0 2

• H ei g ht

• W ei g ht at B a s eli n e

• W ei g ht c at e g ori es at B as eli n e ( < 9 0 k g, ≥ 9 0 k g)

• B o d y m ass i n d e x at B as eli n e ( B MI)

• S m o ki n g st at u s at s cr e e ni n g visit ( n e v er, c urr e nt, f or m er)

• S m o ki n g a m o u nt: esti m at e d a m o u nt c o ns u m e d (i n p a c k y e ars) f or c urr e nt s m o k ers

• Ti m e si n c e st o p of s m o ki n g u ntil s cr e e ni n g visit ( y e ar s)

• T u b er c ul o sis ( T B) st at us at B as eli n e ( n o T B pr es e nt, a cti v e T B di a g n o s e d, l at e nt T B
di a g n o s e d)

• I niti ati o n of T B t h er a p y a c c or di n g t o l o c al g ui d eli n e s ( y es, n o) f or p ati e nt s wit h l at e nt
T B

T h e B o d y M ass I n d e x ( B MI) at B as eli n e will b e c al c ul at e d usi n g t h e f oll o wi n g f or m ul a:

B MI ( k g/ m 2 ) = ( b o d y w ei g ht i n kil o gr a ms at V 2) / ( h ei g ht i n m et er s) 2

F or B MI, t h e b o d y w ei g ht us e d is t h e l a st v al u e pri or t o tr e at m e nt st art. If t h er e is n o w ei g ht
r e c or d e d pri or t o t a ki n g of st u d y tr e at m e nt, B MI will b e missi n g.

Ps ori asis s p e cifi c b a s eli n e c h ar a ct eristi cs a n d hist or y of dis e as e will b e s u m m ari z e d a s w ell:

• B as eli n e P A SI

• B a s eli n e P A SI c at e g ori e s ( ≤ 2 0, > 2 0)

• B as eli n e I G A m o d 2 0 1 1 s c or e ( al m o st cl e ar, mil d dis e as e, m o d er at e dis e as e, s e v er e
dis e as e)

• B o d y S urf a c e Ar e a ( B S A) aff e ct e d b y pl a q u e-t y p e ps ori a sis at b as eli n e

• Ti m e si n c e o c c urr e n c e of pl a q u e p s ori asis ( y e ars b et w e e n st art d at e a n d d at e of
s cr e e ni n g visit)

• Pr es e n c e of ps ori ati c art hritis

o ti m e si n c e o c c urr e n c e of ps ori ati c art hritis ( y e ars b et w e e n st art d at e a n d d at e of
s cr e e ni n g visit)

U nl e ss ot h er wis e s p e cifi e d, s u m m ar y st atisti cs will b e pr e s e nt e d f or c o nti n u o us v ari a bl es f or
all s u bj e ct s i n t h e S A F- T P 1 a n d f or e a c h tr e at m e nt gr o u p a n d f or all s u bj e ct s (t ot al) i n t h e
F A S- P 9 0 R a n d t h e F A S- P 7 5 R.

T h e n u m b er a n d p er c e nt a g e of s u bj e ct s i n e a c h c at e g or y will b e pr es e nt e d f or c at e g ori c al
v ari a bl es f or all s u bj e ct s i n t h e S A F- T P 1 a n d f or e a c h tr e at m e nt gr o u p a n d f or all s u bj e ct s
(t ot al) i n t h e F A S- P 9 0 R a n d t h e F A S- P 7 5 R.

S m o ki n g hist or y will b e a n al y z e d s e p ar at el y f or f or m er a n d c urr e nt s m o k ers. N o st atisti c al
t est s f or c o m p ar a bilit y of b as eli n e c h ar a ct eristi c s will b e p erf or m e d.
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1.5.3 Medical history and current medical conditions
Analyses will be based on all subjects in the SAF-TP1 and on the FAS-P90R and the FAS-
P75R by treatment group and overall.

Any condition entered on the Relevant medical history/current medical conditions eCRF will
be  coded  using  the  MedDRA  dictionary.  They  will  be  summarized  by  System  Organ  Class
(SOC) and Preferred Term (PT) of the MedDRA dictionary. Cardiovascular medical history
will be summarized by the categories provided in the eCRF separately for prior and ongoing
terms.

1.6 Study medication
The analysis of study treatment data during Treatment Period 1 will be based on the SAF-TP1
and during Treatment Period 2 on the FAS-P90R and the FAS-P75R.
The number of administered injections will be summarized for all patients in the SAF-TP1
and by treatment group in the FAS-P90R and the FAS-P75R according to the methods
described in Section 2.1 (continuous data) and Section 2.2.1 (categorical data).

Compliance will be calculated in percent separately for both treatment periods, as the number
of injections administered divided by the number of injections scheduled according to the
protocol.
Duration of exposure will be defined as the time (in days) from first dose of study medication
in a treatment period to the day of the last dose of study treatment in the respective treatment
period (section 1.4.6).

The  duration  of  exposure  to  study  treatment  will  be  summarized  for  all  patients  in  the
SAF-TP1  and  by  treatment  group  in  the  FAS-P90R  and  the  FAS-P75R.  In  addition,  the
number  of  subjects  with  exposure  of  at  least  certain  time  thresholds  will  be  displayed.  The
following categories will be presented for Treatment Period 1: “any exposure”, “≥1 week”
(i.e. “≥7 days), “≥2 weeks” (i.e. ≥14 days), “≥3 weeks” (i.e. ≥21 days), “≥4 weeks” (i.e. ≥28
days), “≥8 weeks” (i.e. ≥56 days), “≥12 weeks” (i.e. ≥84 days), “≥16 weeks” (i.e. ≥112 days)
and “≥20 weeks” (i.e. ≥140 days).
For Treatment Period 2 exposure categories in terms of 2-weeks intervals will be presented
for the SAF-TP2: starting with “any exposure”, “≥2 weeks” (i.e. ≥14 days), “≥4 weeks” (i.e.
≥28 days) , “≥6 weeks” (i.e. ≥42 days), “≥8 weeks” (i.e. ≥56 days) up to “≥24 weeks” (i.e.
≥168 days).
The amount of observed “patient years” will be calculated as sum of all subject-times (in
days) divided by 365.25 for both treatment periods.

1.7 Prior and concomitant medication
Medications will be identified using Novartis Drug and Therapy Dictionary (NovDTD)
including Anatomical Therapeutic Chemical (ATC) code.
Prior and concomitant medications will be summarized in separate tables for all patients in the
SAF-TP1  and  by  treatment  group  in  the  FAS-P90R  and  the  FAS-P75R.  In  the  SAF-TP1
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concomitant medication will be only displayed for Treatment Period 1, in the FAS-P90R and
FAS-P75R only concomitant medication from Treatment Period 2 will be presented.
Prior medications are defined as drugs taken and stopped prior to first dose of study treatment.
Any medication given at least once between the day of first dose of study treatment and the
last day of Treatment Period 2 will be a concomitant medication, including those which were
started pre-baseline and continued into the Treatment Period 1. Medication with start date
prior to Baseline and without end date will be considered as concomitant medication.
Medications starting at the last day of Treatment Period 1 will be considered as concomitant
medication for Treatment Period 2. Incomplete start and/or stop dates (e.g. only the year) of
medication are supposed to lie before the date of first dose of study treatment.
Medications will be presented in alphabetical order, by ATC codes and grouped by
anatomical main group (the 1st level of the ATC codes). Tables will show the overall number
and percentage of subjects receiving at least one drug of a particular ATC code and at least
one drug in a particular anatomical main group.
Specific summaries of prior and/or concomitant medication will be presented for the
categories of previous psoriasis therapy presented in Table 1-4.

In addition, medical procedures and significant non-drug therapies as coded in MedDRA will
be summarized.

Table 1-4 Categories of previous psoriasis therapy
Level 1
description

Level 1
outcome

Level 2
description

Level 2 outcome

previous
psoriasis
therapy

no
yes number* 1

2
>=3

failure** no
yes

only selected subgroups will be used for reporting
*: number of treatment (e.g. two treatment cycles with the same medication are counted twice)
**: at least one therapy with lack of efficacy or lack of tolerability

1.8 Efficacy evaluation

1.8.1 Variables
The primary efficacy variable is the maintaining of PASI 90 response at Week 52 for patients
with PASI 90 response at Week 24. The primary analysis of this primary variable will be
based on the FAS-P90R.

Table 1-5 lists the primary, key secondary, secondary and exploratory variables for this study.
The testing strategy for the analysis of the primary variable is described in Section 1.8.6.
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Table 1-5 Primary, key secondary, secondary and exploratory efficacy variables
as described in the protocol by treatment period

Variable Type Treatment Period
PASI 90 response at Week 52 for patients with PASI 90
response at Week 24

primary TP2

PASI 90 response at Week 52 for patients with PASI 75
response but without PASI 90 response at Week 24

key secondary TP2

PASI 50/75/100 response at Week 52 secondary TP2
IGA mod 2011 0 or 1 response at Week 52 secondary TP2
Time course of PASI from Week 24 to Week 52 and change of
PASI compared to baseline 1

secondary TP2/FU1

Time course of DLQI from Week 24 to Week 52 and change of
DLQI compared to baseline

secondary TP2

Time course of DLQI 0 or 1 from Week 24 to Week 52 secondary TP2
Time course of EQ-5D-5L from Week 24 to Week 52 and
change of EQ-5D-5L compared to baseline

secondary TP2

Time course of WPAI-PSO from Week 24 to Week 52 and
change of WPAI-PSO compared to baseline

secondary TP2

Time course of assessment of pain itching and scaling from
Week 24 to Week 52 and change of this assessment compared
to baseline

secondary TP2

PASI 50, 75, 90 and 100 response at Week 24 exploratory TP1
IGA mod 2011 0 or 1 response at Week 24 exploratory TP1
Time to PASI 90 response from Week 24 on for patients with
PASI 75 response  but without PASI 90 response at Week 24

exploratory TP2

Time to loss of PASI 75 response from Week 24 on for patients
with PASI 75 response  but without PASI 90 response at Week
24

exploratory TP2

PK data and PASI response during course of the study exploratory TP1/TP2
Time to loss of PASI 90 response after Week 24 for patients with
PASI 90 response at Week 24

exploratory TP2

Time to loss of IGA mod 2011 0/1 response after Week 24 exploratory TP2
1: for patients in the FAS-P75R also the Week 60 visit will be considered for this analysis

Additional efficacy endpoints not described in the protocol but included in the analysis are
listed in Table 1-6.
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Table 1-6 Additional efficacy variables not described in the protocol by
treatment period

Variable Type Treatment Period
PASI 50/75/90/100 response from Week 24 to Week 481,2 additional

secondary
TP2/FU2

IGA mod 2011 0 or 1 response from Week 24 to Week 481,2 additional
secondary

TP2/FU2

Body Surface Area affected by plaque-type psoriasis at Week 52
and change from baseline

additional
exploratory

TP2

Time course of PASI from Baseline to Week 24 and change of
PASI compared to baseline

additional
exploratory

TP1

PASI 50/75/90/100 response from Week 1 to Week 20 additional
exploratory

TP1

IGA mod 2011 0 or 1 response from Week 1 to Week 20 additional
exploratory

TP1

Time course of DLQI from Baseline to Week 24 and change of
DLQI compared to baseline

additional
exploratory

TP1

Time course of EQ-5D-5L Baseline to Week 24 and change of
EQ-5D-5L compared to baseline

additional
exploratory

TP1

Time course of WPAI-PSO from Baseline to Week 24 and
change of WPAI-PSO compared to baseline

additional
exploratory

TP1

Time course of assessment of pain, itching and scaling from
Baseline to Week 24 and change of this assessment compared
to baseline

additional
exploratory

TP1

Relapse at Week 60 additional
exploratory

FU

Rebound at Week 60 additional
exploratory

FU

1: the analysis of this variable will be added to the respective analysis for Week 52
2: for patients in the FAS-P75R also the Week 60 visit will be considered for this analysis

An overview of statistical analyses and methods applied to efficacy variables is given in Table
1-7 .
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Table 1-7 Overview of analysis methods for efficacy variables
Variable(s) Summary

statistics
for binary/
categorical
data

Risk
Difference

Logistic
regression

Summary
statistics
for
continuous
data

Analysis of
Co-
variance

Time to
event data
analysis

PASI 90 response at Week
52 for patients with PASI 90
response at Week 24

X X X

PASI 90 response at Week
52 for patients with PASI 75
response but without PASI 90
response at Week 24

X X X

PASI 50/75/90/100 response
from Week 28 to Week 52 (or
Week 60)

X X

IGA mod 2011 0 or 1
response from Week 28 to
Week 52 (or Week 60)

X X

Time course of PASI from
Week 24 to Week 52 and
change of PASI compared to
baseline

X X

Time course of DLQI from
Week 24 to Week 52 and
change of DLQI compared to
baseline

X X

Time course of DLQI 0 or 1
from Week 24 to Week 52

X X

Time course of EQ-5D-5L
from Week 24 to Week 52
and change of EQ-5D-5L
compared to baseline

X X X

Time course of WPAI-PSO
from Week 24 to Week 52
and change of WPAI-PSO
compared to baseline

X X

Time course of assessment
of pain itching and scaling
from Week 24 to Week 52
and change of this
assessment compared to
baseline

X X

PASI 50, 75, 90 and 100
response at Week 24

X

IGA mod 2011 0 or 1
response at Week 24

X

Time to PASI 90 response
from Week 24 on for patients
with PASI 75 response but
without PASI 90 response at
Week 24

X

Time to loss of PASI 75
response from Week 24 on
for patients with PASI 75
response  but without
PASI 90 response at
Week 24

X

PK data and PASI response
during course of the study
Time to loss of PASI 90 X
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Variable(s) Summary
statistics
for binary/
categorical
data

Risk
Difference

Logistic
regression

Summary
statistics
for
continuous
data

Analysis of
Co-
variance

Time to
event data
analysis

response after Week 24 for
patients with PASI 90
response at Week 24
Time to loss of IGA mod
2011 0/1 response after
Week 24

X

Body Surface Area affected
by plaque-type psoriasis at
Week 52 and change from
baseline

X

Time course of PASI from
Baseline to Week 24 and
change of PASI compared to
baseline

X

PASI 50/75/90/100 response
from Week 1 to Week 20

X

IGA mod 2011 0 or 1
response from Week 1 to
Week 20

X

Time course of DLQI from
Baseline to Week 24 and
change of DLQI compared to
baseline

X

Time course of EQ-5D-5L
Baseline to Week 24 and
change of EQ-5D-5L
compared to baseline

X

Time course of WPAI-PSO
from Baseline to Week 24
and change of WPAI-PSO
compared to baseline

X

Time course of assessment
of pain itching and scaling
from Baseline to Week 24
and change of this
assessment compared to
baseline

X

Relapse at Week 60 X X
Rebound at Week 60 X X

1.8.1.1 Definition of total body surface area, PASI and related variables
The total body surface area (BSA) affected by plaque-type psoriasis is estimated from the
percentages of areas affected, including head, trunk, upper limbs and lower limbs (see below
for full details of the PASI assessment). The following calculations will be done: Each
reported percentage will be multiplied by its respective body region corresponding factor
(head = 0.1, trunk = 0.3, upper limbs = 0.2, lower limbs = 0.4). The resulting 4 percentages
will be added up to estimate the total BSA affected by chronic plaque psoriasis.

The PASI in Treatment Period 2 is assessed by a blinded PASI assessor without access to the
randomization details. It is recommended that the same person performs all PASI assessments
for a single patient.
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A PASI score (Fredriksson and Pettersson 1978, Weisman et al 2003, Gottlieb et al 2005) was
derived as indicated in Table 1-8. The head, trunk, upper limbs and lower limbs are assessed
separately for erythema, thickening (plaque elevation, induration), and scaling (desquamation).
The average degree of severity of each sign in each of the four body regions is assigned a score
of 0-4. The area covered by lesions on each body region is estimated as a percentage of the total
area of that particular body region. Further practical details help the assessment:
1. The neck is assessed as part of the head.
2. The axillae and groin are assessed as part of the trunk.
3. The buttocks are assessed as part of the lower limbs.
4. When scoring the severity of erythema, scales should not be removed.
Because the head and neck, upper limbs, trunk and lower limbs correspond to approximately
10%, 20%, 30% and 40% of the body surface area, respectively, the PASI score was
calculated using the formula:

PASI = 0.1 (Eh + Ih + Dh)Ah + 0.2 (Eu + Iu + Du)Au + 0.3 (Et + It + Dt)At + 0.4 (El + Il + Dl)Al,

where E, I, D, and A denote erythema, induration, desquamation, and area, respectively, and
h, u, t, and l denote head, upper extremities, trunk, and lower extremities, respectively (see
Table 1-8).

PASI scores can range from a lower value of 0, corresponding to no signs of psoriasis, up to a
theoretic maximum of 72.0.

The PASI assessor was only responsible for collecting the components or scoring signs and
total regional area and reported these data in a separate database. PASI calculations were done
automatically within this system.
The PASI scores calculated via the PASI Score system will be used in the analysis and for
derivation of PASI response values and relapse (see below).



N o v arti s C o nfi d e nti al P a g e 2 5

R A P M o d ul e 3, Fi n al 2. 0 2 2- M a y- 2 0 1 7 ( 1 2: 0 5)  S e c u ki n u m a b / C AI N 4 5 7 A 3 3 0 2

T a bl e 1- 8 T h e P A SI s c o ri n g s y st e m

B o d y
r e gi o n

Er yt h e m a ( E) T hi c k e ni n g
( pl a q u e el e v ati o n,
i n d u r ati o n, I)

S c ali n g
( d e s q u a m ati o n, D)

Ar e a s c o r e
( b a s e d o n t r u e
ar e a %, A)*

H e a d ( H) † 0 = n o n e
1 = sli g ht
2 = m o d er at e
3 = s e v er e
4 = v er y s e v er e

0 = n o n e
1 = sli g ht
2 = m o d er at e
3 = s e v er e
4 = v er y s e v er e

0 = n o n e
1 = sli g ht
2 = m o d er at e
3 = s e v er e
4 = v er y s e v er e

0 = 0 %
1 = 1- 9 %
2 = 1 0- 2 9 %
3 = 3 0- 4 9 %
4 = 5 0- 6 9 %
5 = 7 0- 8 9 %
6 = 9 0- 1 0 0 %

Tr u n k ( T) ‡ 0 = n o n e
1 = sli g ht
2 = m o d er at e
3 = s e v er e
4 = v er y s e v er e

0 = n o n e
1 = sli g ht
2 = m o d er at e
3 = s e v er e
4 = v er y s e v er e

0 = n o n e
1 = sli g ht
2 = m o d er at e
3 = s e v er e
4 = v er y s e v er e

0 = 0 %
1 = 1- 9 %
2 = 1 0- 2 9 %
3 = 3 0- 4 9 %
4 = 5 0- 6 9 %
5 = 7 0- 8 9 %
6 = 9 0- 1 0 0 %

U p p er
li m b s ( U)

0 = n o n e
1 = sli g ht
2 = m o d er at e
3 = s e v er e
4 = v er y s e v er e

0 = n o n e
1 = sli g ht
2 = m o d er at e
3 = s e v er e
4 = v er y s e v er e

0 = n o n e
1 = sli g ht
2 = m o d er at e
3 = s e v er e
4 = v er y s e v er e

0 = 0 %
1 = 1- 9 %
2 = 1 0- 2 9 %
3 = 3 0- 4 9 %
4 = 5 0- 6 9 %
5 = 7 0- 8 9 %
6 = 9 0- 1 0 0 %

L o w er
li m b s ( L)§

0 = n o n e
1 = sli g ht
2 = m o d er at e
3 = s e v er e
4 = v er y s e v er e

0 = n o n e
1 = sli g ht
2 = m o d er at e
3 = s e v er e
4 = v er y s e v er e

0 = n o n e
1 = sli g ht
2 = m o d er at e
3 = s e v er e
4 = v er y s e v er e

0 = 0 %
1 = 1- 9 %
2 = 1 0- 2 9 %
3 = 3 0- 4 9 %
4 = 5 0- 6 9 %
5 = 7 0- 8 9 %
6 = 9 0- 1 0 0 %

* P er c e nt a g e ( n ot s c or e) of b o d y r e gi o n ( n ot w h ol e b o d y) aff e ct e d will b e e nt er e d i n t h e e C R F
†  N e c k i s a s s e s s e d a s p art of t h e H e a d ( H) b o d y r e gi o n.
‡
 A xill a e a n d gr oi n ar e a s s e s s e d a s p art of t h e Tr u n k ( T) b o d y r e gi o n.

§
 B utt o c k s ar e a s s e s s e d a s p art of t h e L o w er li m b s ( L) b o d y r e gi o n.

T h e f oll o wi n g d efi niti o ns ar e b as e d o n t h e P A SI a n d will b e us e d f or t h e effi c a c y e v al u ati o n
i n t h e c urr e nt st u d y:

• P A S I 5 0 r e s p o ns e : s u bj e ct s a c hi e vi n g ≥ 5 0 % i mpr o v e m e nt (r e d u cti o n) i n P A SI s c or e
c o m p ar e d t o b as eli n e ar e d efi n e d as P A SI 5 0 r es p o n d ers

• P A S I 7 5 r e s p o ns e : s u bj e ct s a c hi e vi n g ≥ 7 5 % i mpr o v e m e nt (r e d u cti o n) i n P A SI s c or e
c o m p ar e d t o b as eli n e ar e d efi n e d as P A SI 7 5 r es p o n d ers

• P A S I 9 0 r e s p o ns e : s u bj e ct s a c hi e vi n g ≥ 9 0 % i mpr o v e m e nt (r e d u cti o n) i n P A SI s c or e
c o m p ar e d t o b as eli n e ar e d efi n e d as P A SI 9 0 r es p o n d ers

• M ai nt ai ni n g of P A SI 9 0 r es p o ns e at W e e k 5 2 : m ai nt ai ni n g of P A SI 9 0 r es p o ns e at
W e e k 5 2 is a c hi e v e d f or t h os e s u bj e ct fr o m t h e F A S- P 9 0 R w h o a c hi e v e d P A SI 9 0
r es p o ns e as d efi n e d a b o v e at t h eir W e e k 5 2 visit

• P A SI 1 0 0 r e s p o ns e : c o m pl et e cl e ari n g of ps ori asi s ( P A SI = 0)
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• R el a ps e : w h e n t h e a c hi e v e d m a xi m u m P A SI i m pr o v e m e nt fr o m b a s eli n e is r e d u c e d b y
> 5 0 %, i. e. r el a ps e is d efi n e d as t h e f oll o wi n g c o n diti o n b ei n g f ulfill e d:

1 −
.

,

> 0. 5

w h er e D i is t h e diff er e n c e i n P A SI b et w e e n B as eli n e a n d W e e k i a n d D+ m a x,i  is t h e
m a xi m u m i m pr o v e m e nt i n P A SI b et w e e n B a s eli n e a n d a n y visit pri or t o W e e k i.

• R e b o u n d : A p ati e nt will b e c o nsi d er e d t o h a v e e x p eri e n c e d a r e b o u n d, if t h e P A SI
i n cr e a s es t o ≥ 1 2 5 % of B as eli n e P A SI, or if n e w p u st ul ar ps ori asis, n e w er yt hr o d er mi c
p s ori a sis, or m or e i nfl a m m at or y p s ori a sis o c c ur s wit hi n 8 w e e k s aft er t h e l a st d o s e of
st u d y tr e at m e nt h as b e e n r e c ei v e d. F or t h e c urr e nt st u d y r e b o u n d is a ss ess e d at t h e e n d of
t h e F oll o w- U p p eri o d (i. e. W e e k 6 0 i n t h e visit wi n d o w d es cri b e d i n S e cti o n 1. 4. 4 ).

1. 8. 1. 2 D efi niti o n of I G A m o d 2 0 1 1 s c o r e a n d I G A m o d 2 0 1 1 0 o r 1 r e s p o n s e

T h e I G A m o d 2 0 1 1 r ati n g s c al e f or o v er all p s ori ati c dis e a s e ( s h o w n i n T a bl e 1- 9 ) h as b e e n
d e v el o p e d b a s e d o n a pr e vi o us v ersi o n of t h e s c al e us e d i n AI N 4 5 7 p h a s e II st u di es, a n d h as
b e e n u p d at e d i n c oll a b or ati o n wit h h e alt h a ut h oriti es. T h e e x pl a n ati o ns/ d es cri pti o ns of t h e
p oi nt s o n t h e s c al e h a v e b e e n i m pr o v e d t o e ns ur e a p pr o pri at e diff er e nti ati o n b et w e e n t h e
p oi nt s.

T h e I G A m o d 2 0 1 1 us e d i n t his st u d y is st ati c, i. e., it r ef ers e x cl usi v el y t o t h e s u bj e ct’s
dis e as e st at e at t h e ti m e of t h e as s e s s m e nt s, a n d d o e s n ot att e m pt a c o m p aris o n wit h a n y of t h e
s u bj e ct’s pr e vi o u s dis e a s e st at e s, w h et h er at b a s eli n e or at a pr e vi o u s visit.

T a bl e 1- 9 T h e I G A m o d 2 0 1 1 r ati n g s c al e

S c or e  S h ort D e s cri pti o n D et ail e d D e s cri pti o n

0  Cl e ar
N o si g n s of p s ori a si s. P o st-i nfl a m m at or y h y p er pi g m e nt ati o n m a y b e
pr e s e nt.

1 Al m o st cl e ar
N or m al t o pi n k c ol or ati o n of l e si o n s; n o t hi c k e ni n g; n o t o mi ni m al
f o c al s c ali n g.

2 Mil d
Pi n k t o li g ht r e d c ol or ati o n; j u st d et e ct a bl e t o mil d t hi c k e ni n g;
pr e d o mi n a ntl y fi n e s c ali n g.

3  M o d er at e
D ull bri g ht r e d, cl e arl y di sti n g ui s h a bl e er yt h e m a; cl e arl y
di sti n g ui s h a bl e t o m o d er at e t hi c k e ni n g; m o d er at e s c ali n g.

4 S e v er e
Bri g ht t o d e e p d ar k r e d c ol or ati o n; s e v er e t hi c k e ni n g wit h h ar d
e d g e s; s e v er e / c o ar s e s c ali n g c o v eri n g al m o st all or all l e si o n s.

N ot e:  I n v ol v e m e nt of n ail s i s n ot p art of t h e a s s e s s m e nt.

B as e d o n t his s c al e, s u bj e cts will b e c o nsi d er e d as I G A m o d 2 0 1 1 0 or 1 r es p o n d er if t h e y
a c hi e v e a s c or e of 0 or 1 a n d i m pr o v e b y at l e a st 2 p oi nt s o n t h e I G A s c al e c o m p ar e d t o
b a s eli n e.

1. 8. 1. 3 H e alt h- r el at e d Q u alit y of Lif e

T h e i m p a ct of ps ori asis o n v ari o us a s p e ct s of p ati e nt s q u alit y of lif e ( H R Q o L) w as ass e ss e d
b y t h e f oll o wi n g v ali d at e d p ati e nt r e p ort e d o ut c o m es ( P R Os):

• D er m at ol o g y Lif e Q u alit y I n d e x ( D L QI © )
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• P ati e nt’s ass ess m e nt of p ai n, it c hi n g a n d s c ali n g

• E ur o p e a n Q u alit y of Lif e 5 Di m e nsi o ns ( E Q- 5 D)

• W or k Pr o d u cti vit y a n d A cti vit y I m p air m e nt Q u esti o n n air e Ps ori a sis ( W P AI- P S O)

D er m at ol o g y Lif e Q u alit y I n d e x ( D L QI)

T h e D L QI m e a s ur es f u n cti o n al dis a bilit y of s u bj e ct s wit h d er m at ol o gi c al dis or d er s t h at ar e
gr e at er t h a n 1 8 y e ars of a g e a n d h a d b e e n utili z e d as a r el e v a nt cli ni c al m e as ur e i n at o pi c
d er m atitis, as w ell a s ot h er d er m atitis cli ni c al tri als. T h e D L QI is a si m pl e, v ali d at e d, s elf-
a d mi nist er e d 1 0-it e m q u e sti o n n air e. T h e i nstr u m e nt c o nt ai ns si x f u n cti o n al s c al e s (i. e.,
s y m pt o ms a n d f e eli n g, d ail y a cti viti es, l eis ur e, w or k a n d s c h o ol, p ers o n al r el ati o ns hi ps,
tr e at m e nt). F or t h e D L QI, e a c h q u e sti o n will b e a n s w er e d wit h t h e f oll o wi n g r es p o n s e: “ n ot at
all ”, “ a littl e ”, “ a l ot ”, or “ v er y m u c h ”. “ N ot r el e v a nt ” is als o a v ali d r es p o ns e. S e v e n s c or es
will b e d eri v e d fr o m t h e D L QI: t h e t ot al s c or e of e a c h of t h e si x di m e nsi o ns as w ell a s t h e
t ot al s c or e o v er all it e ms. T h e hi g h er t h e s c or e, t h e m or e q u alit y of lif e is i m p air e d.

P ati e nt s a s s e s s m e nt of p ai n, it c hi n g a n d s c ali n g

S elf- a d mi nist er e d, 1 1- p oi nt n u m eri c r ati n g s c al es ( N R S, 0- 1 0) ar e us e d t o e v al u at e t h e
p ati e nt’s as s e s s m e nt of t h eir c urr e nt p ai n, it c hi n g a n d s c ali n g. R e s p o n d e nt s a ns w er t h e
f oll o wi n g q u e sti o ns f or t h e ass es s m e nt of:

• P ai n : O v er all, h o w s e v er e w as y o ur p s ori asis-r el at e d p ai n o v er t h e p ast 2 4 h o urs ?

• It c hi n g : O v er all, h o w s e v er e w a s y o ur p s ori a sis-r el at e d it c h o v er t h e p ast 2 4 h o ur s ?

• S c ali n g : O v er all, h o w s e v er e w as y o ur p s ori a si s-r el at e d s c ali n g o v er t h e p ast 2 4
h o ur s ?

P ati e nt s h a v e t o r at e t h eir p ai n, it c hi n g, a n d s c ali n g fr o m 0 t o 1 0 ( 1 1- p oi nt s c al e), wit h t h e
u n d erst a n di n g t h at t h e 0 r e pr es e nt s t h e a bs e n c e or n ull e n d of t h e p ai n, it c hi n g, or s c al e
i nt e nsit y (i. e., n o p ai n, it c hi n g or s c ali n g) a n d t h e 1 0 r e pr es e nt s t h e ot h er e xtr e m e of p ai n,
it c hi n g, or s c ali n g i nt e nsit y (i. e., p ai n, it c hi n g or s c ali n g as b a d as it c o ul d b e). T h e n u m b er
t h at t h e p ati e nt s el e ct s r e pr es e nt s his or h er i nt e nsit y s c or e i n t h e r es p e cti v e c at e g or y.

E ur o p e a n Q u alit y of Li v e - 5 Di m e n si o n s ( E Q- 5 D)

T h e E Q- 5 D is a n o n- dis e as e s p e cifi c, v ali d at e d a n d wi d e s pr e a d i nstr u m e nt f or q u a ntif yi n g lif e
q u alit y of p ati e nt s. T h e E Q- 5 D q u a ntifi e s t h e h e alt h st at e of a p ati e nt f or t h e f oll o wi n g fi v e
di m e nsi o ns: M o bilit y, s elf- c ar e, us u al a cti viti e s, p ai n/ dis c o mf ort a n d a n xi et y/ d e pr e ssi o n. I n
t h e c urr e nt st u d y t h e E Q- 5 D- 5 L v ersi o n h as b e e n us e d w hi c h e v al u at es e a c h of t h es e
di m e nsi o ns usi n g t h e f oll o wi n g fi v e l a b els: “ n o pr o bl e ms ”, “sli g ht pr o bl e ms ”, “ m o d er at e
pr o bl e ms ”, “s e v er e pr o bl e ms ” a n d “ u n a bl e t o/ e xtr e m e pr o bl e ms ”.

B as e d o n t h e fi v e di m e nsi o ns, a s u m m ar y s c or e ( utilit y i n d e x) is d eri v e d usi n g c o u ntr y
s p e cifi c v al u e s et s e v al u ati n g t h e p ati e nt c o n diti o n d es cri b e d b y t h e o ut c o m e i n t h e si n gl e
di m e nsi o ns.
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F or t h e c urr e nt a n al ysis t h e E Q- 5 D- 5 L utilit y i n d e x b as e d o n t h e cr o ss w al k v al u e s et s
a v ail a bl e fr o m t h e E ur o Q ol f or G er m a n y a n d f or U K ( htt p:// w w w. e ur o q ol. or g/ a b o ut- e q-
5 d/ v al u ati o n- of- e q- 5 d/ e q- 5 d- 5l- v al u e-s et s. ht ml) will b e c al c ul at e d a n d pr es e nt e d s e p ar at el y.

A d diti o n all y, a vis u al a n al o g u e s c al e ( V A S) is us e d wit hi n t h e E Q- 5 D. T his s c al e r e c or ds t h e
r es p o n d e nt’s s elf-r at e d h e alt h o n a v erti c al 2 0- c m V A S w h er e t h e e n d p oi nt s ar e l a b el e d “ b est
i m a gi n a bl e h e alt h st at e ” a n d “ w orst i m a gi n a bl e h e alt h st at e. ” T his r es ult s i n a n u m eri c v al u e
s et r a n gi n g fr o m 0 ( = ” w orst i m a gi n a bl e h e alt h st at e ”) u p t o 1 0 0 ( = ” b e st i m a gi n a bl e h e alt h
st at e ”).

W o r k P r o d u cti vit y a n d A cti vit y I m p ai r m e nt Q u e sti o n n ai r e P s o ri a si s ( W P AI-
P S O)

T h e W P AI- P S O is a s elf- a d mi nist er e d q u esti o n n air e c o m prisi n g of si x q u esti o ns a b o ut eff e ct s
of  ps ori a sis  o n  t h e  p ati e nt’s  a bilit y  t o  w or k  a n d  p erf or m  r e g ul ar  a cti viti e s  b a s e d  o n  t h eir
e x p eri e n c es i n t h e pr e vi o us 7 d a ys. T h e q u esti o n n air e q u a ntifi e s t h e n u m b er of h o urs t h at t h e
r es p o n d e nt w a s u n a bl e t o w or k a n d, usi n g a 1 0- p oi nt s c al e, e v al u at es t h e e xt e nt t o w hi c h t h e
r es p o n d e nt’s ps ori asis aff e ct e d t h eir pr o d u cti vit y w hil e w or ki n g. F or r es p o n d e nt s w h o ar e n ot
i n p ai d e m pl o y m e nt, t h e q u esti o n n air e e v al u at es t h e e xt e nt t o w hi c h t h e r es p o n d e nt’s p s ori a sis
aff e ct s t h eir a bilit y t o p erf or m r e g ul ar d ail y a cti viti es.

T h e W P AI- P S O c o nsist s of si x q u e sti o ns:

Q 1 = c urr e ntl y e m pl o y e d

Q 2 = h o urs miss e d d u e t o h e alt h pr o bl e ms

Q 3 = h o ur s miss e d d u e t o ot h er r e as o ns

Q 4 = h o urs a ct u all y w or k e d

Q 5 = d e gr e e h e alt h aff e ct e d pr o d u cti vit y w hil e w or ki n g

Q 6 = d e gr e e h e alt h aff e ct e d pr o d u cti vit y i n r e g ul ar u n p ai d a cti viti e s.

T h e r e c all p eri o d f or t h e q u esti o ns 2 t o 6 is s e v e n d a ys. F o ur m ai n o ut c o m e s c a n b e g e n er at e d
fr o m t h e W P AI- P S O a n d e x pr ess e d i n p er c e nt a g es:

• % A bs e nt e eis m: p er c e nt w or k ti m e miss e d d u e t o h e alt h f or t h o s e w h o w er e c urr e ntl y
e m pl o y e d (i. e., o nl y p ati e nt s wit h Q 1 = Y es)

• % Pr es e nt eis m: p er c e nt i m p air m e nt w hil e w or ki n g d u e t o h e alt h f or t h o s e w h o w er e
c urr e ntl y e m pl o y e d a n d a ct u all y w or k e d i n t h e p a st s e v e n d a ys (i. e., o nl y p ati e nt s wit h
Q 1 = Y es)

• % T ot al w or k pr o d u cti vit y i m p air m e nt: p er c e nt o v er all w or k i m p air m e nt d u e t o h e alt h
f or t h o s e w h o w er e c urr e ntl y e m pl o y e d (i. e., o nl y p ati e nt s wit h Q 1 = Y e s)

• % T ot al a cti vit y i m p air m e nt: p er c e nt a cti vit y i m p air m e nt d u e t o h e alt h f or all
r es p o n d e nt s

T h e p er c e nt a g e of i m p air m e nt w hil e w or ki n g ( pr es e nt eis m) is c al c ul at e d as Q 5/ 1 0 x 1 0 0 %.
T h e p er c e nt a g e of w or k ti m e miss e d ( a bs e nt e eis m) is c al c ul at e d as Q 2/( Q 2 + Q 4) x 1 0 0 %.
T h e p er c e nt a g e of t ot al w or k pr o d u cti vit y i m p air m e nt (i. e., w or k pr o d u cti vit y l o ss) is ( Q 2/( Q 2
+ Q 4) + ( 1 – Q 2/( Q 2 + Q 4)) x ( Q 5/ 1 0)) x 1 0 0 %. T h e p er c e nt a g e of t ot al a cti vit y i m p air m e nt is
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c al c ul at e d as Q 6/ 1 0 x 1 0 0 %. I n c as e of missi n g it e ms t h e r es p e cti v e o ut c o m es w h er e t h es e
it e ms ar e utili z e d c a n n ot b e c al c ul at e d.

1. 8. 2  St ati sti c al h y p ot h e si s, m o d el, a n d m et h o d of a n al y si s

T h e st atisti c al n ull- h y p ot h esis t o b e r ej e ct e d i n t h e pri m ar y a n al ysis is t h at t h e o d ds r ati o of
m ai nt ai ni n g a P A SI 9 0 r es p o ns e f or p ati e nt s wit h s e c u ki n u m a b 4- w e e kl y d o si n g v ers us
p ati e nt s o n s e c u ki n u m a b 6- w e e kl y d o si n g e x c e e ds t h e n o n-i nf eri orit y m ar gi n of 1 + δ.

T h e pri m ar y h y p ot h esis is st at e d as f oll o ws:

L et π j d e n ot e t h e pr o b a bilit y of a P A SI 9 0 r es p o ns e at W e e k 5 2 f or d o si n g gr o u p j, j= 0, 1,
w h er e

• 0 c orr es p o n ds t o 4- w e e kl y d o si n g

• 1 c orr es p o n ds t o 6- w e e kl y d o si n g

T h e f oll o wi n g h y p ot h esis will b e t est e d

H 0 1 : (π 0  /( 1- π 0 ))/ (π 1  /( 1- π 1 )) ≥ 1 + δ v ers u s HA 1 : (π 0  /( 1- π 0 ))/ (π 1  /( 1- π 1 )) < 1 + δ

T h e n o n-i nf eri orit y m ar gi n 1 + δ  is c al c ul at e d as 2. 2 3 ass u mi n g a P A SI 9 0 r es p o ns e
m ai nt e n a n c e r at e of 8 1. 8 % u n d er 4- w e e kl y d o si n g tr e at m e nt s c h e m e a n d usi n g a 1 5 % n o n-
i nf eri orit y m ar gi n. T h e p ri m a r y a n al ys es  will b e p erf or m e d c o m p ari n g d o si n g gr o u ps
( Gr o u p 1 vs. Gr o u p 2) wit h r es p e ct t o t h e pri m ar y effi c a c y v ari a bl e i n a l o gisti c r e gr es si o n
m o d el wit h t h e f a ct ors d osi n g gr o u p, c o u ntr y, P A SI 9 0 r es p o ns e at W e e k 1 6 ( Y es, N o) a n d
b o d y w ei g ht at W e e k 2 4 ( < 9 0 k g or ≥ 9 0 k g, f or m o d el d efi niti o n s e e  S e cti o n 2. 2. 2 ). T h e
o d ds r ati o s a n d t h eir t w o-si d e d 9 5 %- W al d c o nfi d e n c e i nt er v als ( CIs) will b e gi v e n.

I n c as e of s u b gr o u p a n al ys es w h er e t h e gr o u pi n g v ari a bl e is o n e of t h e a b o v e d e s cri b e d
f a ct ors i n t h e l o gisti c r e gr essi o n m o d el t h e r es p e cti v e f a ct or is e x cl u d e d fr o m t h e m o d el.

A d diti o n all y, t h e o n e- si d e d p- v al u e f or t h e s hift e d n ull- h y p ot h esis will b e gi v e n. T h e
r es p e cti v e t est st atisti c is c al c ul at e d as

−

w h er e  is  t h e  t y p e  3  m a xi m u m  li k eli h o o d  esti m at e  of  t h e  d o si n g  gr o u p  p ar a m et er  i n  t h e
l o gisti c r e gr essi o n m o d el a n d  is it s st a n d ar d err or.  is t h e n o n-i nf eri orit y m ar gi n of t h e

esti m at or w hi c h c orr es p o n ds t o t h e δ  fr o m t h e a b o v e n ull- h y p ot h esis a n d is t h er ef or e s et t o
l n( 1 + δ) = l n( 2. 2 3) = 0. 8 0.

O n l y i n c as e t h at t h e n u m b er of p ati e nt s wit h r es p o ns e ( or n o n-r es p o ns e) i n o n e of t h e gr o u ps
is 5 or l o w er, e x a ct l o gisti c r e gr essi o n will b e u s e d f or t h e pri m ar y a n al ysis i nst e a d of l o gisti c
r e gr essi o n usi n g m a xi m u m-li k eli h o o d b as e d esti m at ors.

T h e pri m ar y a n al ysis s et will b e t h e F A S- P 9 0 R.
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1. 8. 3  H a n dli n g of mi s si n g v al u e s/ di s c o nti n u ati o n s

P ati e nt s w h o dr o p o ut pr e m at ur el y a n d/ or d o n ot h a v e a v ali d P A SI a ss e ss m e nt at W e e k 5 2
will b e c o u nt e d as n o n-r es p o n d er s. P ati e nt s wit h m aj or pr ot o c ol vi ol ati o ns, b ut wit h a v ali d
P A SI as s e s s m e nt will b e i n cl u d e d i n t h e i nt e nti o n-t o-tr e at (I T T)- a n al ysis (i. e. pri m ar y
a n al ysis) wit h t h eir o bs er v e d r es p o ns e. T h e s a m e al g orit h m will b e us e d f or t h e k e y s e c o n d ar y
e n d p oi nt, t h e P A SI 9 0 r es p o ns e at W e e k 5 2 i n t h e F A S- P 7 5 R s et. Missi n g v al u es f or
s e c o n d ar y e n d p oi nt s or ot h er o ut c o m es ( e. g. q u alit y of lif e, s af et y or l a b m e as ur e m e nt s) will
n ot b e r e pl a c e d.

1. 8. 4  S u p p o rti v e a n al y s e s

S e nsiti vit y a n al ys e s f or t h e pri m ar y o ut c o m e will b e p erf or m e d as f oll o ws:

( A) I n a d diti o n t o t h e l o gisti c r e gr essi o n m o d el t h e ris k diff er e n c e f or P A SI 9 0 r es p o ns e at
W e e k 5 2 b et w e e n Gr o u p 1 a n d Gr o u p 2 will b e c o m p ut e d wit h t h e c orr es p o n di n g 9 5 %- CI
( as y m pt oti c W al d CIs wit h c o nti n uit y c orr e cti o n) usi n g t h e S A S P R O C F R E Q pr o c e d ur e
wit h t h e RI S K DI F F C o pti o n.

( B) T h e pri m ar y a n al ysis (l o gisti c r e gr essi o n a n al ysis) a n d t h e a n al ysis of ris k diff er e n c e will
b e r e p e at e d f or t h e P P- P 9 0 R s et.

( C) A n a n al ysis b a s e d o n m ulti pl e i m p ut ati o ns of t h e P A SI 9 0 r es p o ns e at W e e k 5 2 will b e
p erf or m e d. D et ails ar e d es cri b e d i n S e cti o n 2. 2. 3 .

1. 8. 5  K e y s e c o n d a r y a n al y s e s

Ai m of t h e k e y s e c o n d ar y a n al ysis, t h e P A SI 9 0 r es p o ns e r at e at W e e k 5 2 i n t h e F A S- P 7 5 R, is
t h e d e m o nstr ati o n of s u p eri orit y of t h e s h ort e n e d 2- w e e kl y d o si n g gr o u p c o m p ar e d t o t h e 4-
w e e kl y d o si n g gr o u p i n t his p ati e nt s et.

T h e st atisti c al n ull- h y p ot h esis t o b e r ej e ct e d is t h at t h e o d ds r ati o of g ai ni n g a P A SI 9 0
r es p o ns e f or p ati e nt s o n 2- w e e kl y d o si n g v ers us p ati e nt s o n 4- w e e kl y d o si n g = 1.

L et π j d e n ot e t h e pr o b a bilit y of a P A SI 9 0 r es p o n s e at W e e k 5 2 f or tr e at m e nt gr o u p j, j= 0, 1,
w h er e

• 0 c orr es p o n ds t o 2- w e e kl y d o si n g

• 1 c orr es p o n ds t o 4- w e e kl y d o si n g

T h e f oll o wi n g h y p ot h esis will b e t est e d

H 0 2 : (π 0  /( 1- π 0 ))/ (π 1  /( 1- π 1 )) = 1 v ers u s HA 2 : (π 0  /( 1- π 0 ))/ (π 1  /( 1- π 1 )) ≠ 1

T his a n al ysis will b e p erf or m e d c o m p ari n g d o si n g gr o u ps ( Gr o u p 3 vs. Gr o u p 4) wit h r es p e ct
t o t h e k e y s e c o n d ar y v ari a bl e i n a l o gisti c r e gr es si o n m o d el wit h t h e f a ct ors d o si n g gr o u p,
c o u ntr y, b o d y w ei g ht at W e e k 2 4 ( < 9 0 k g or ≥ 9 0 k g) a n d P A SI r es p o ns e ( < 8 3 % vs. ≥ 8 3 %)
at W e e k 2 4. T h e o d ds r ati o wit h it s c orr es p o n di n g 9 5 %- W al d CI a n d t h e (t w o si d e d) p- v al u e
of t h e c orr es p o n di n g W al d st atisti c will b e pr es e nt e d.

I n c as e of s u b gr o u p a n al ys es w h er e t h e gr o u pi n g v ari a bl e is o n e of t h e a b o v e d e s cri b e d
f a ct ors i n t h e l o gisti c r e gr essi o n m o d el t h e r es p e cti v e f a ct or is e x cl u d e d fr o m t h e m o d el.
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1.8.6 Testing strategy of the primary and the key secondary analysis
Significance Level: The primary analysis will be performed at the one-sided 2.5% level
which corresponds to a two sided 5% level. Non-inferiority of 6-weekly vs. 4-weekly dosing
will be claimed, if the upper limit of the two sided 95%-Wald CI for the odds ratio estimated
in the above described logistic regression model does not exceed 2.23.The key secondary
analysis will be performed on the two-sided 5% level of significance. The test decision will be
based on the Wald test, i.e. if the p-value from the test is below 0.05.

Multiplicity issues: The key secondary analysis will be included in the confirmatory testing
strategy using a hierarchical testing strategy. The key secondary hypothesis will be a priori
ordered below the primary hypothesis. This means that no multiplicity adjustment of the
significance level is required; however, confirmatory evidence will be claimed only if non-
inferiority with regard to the primary endpoint has been successfully demonstrated before.
Otherwise, the result for the secondary endpoint will be interpreted as being purely
explorative, independent of the nominal p-value.

1.8.7 Secondary analyses
All secondary efficacy analyses for Treatment Period 2 (and Week 60, if applicable) will be
performed by dosing group in the FAS-P90R and the FAS-P75R, separately.

PASI 50/75/90/100 and IGA mod 2011 0 or 1 response over time in Treatment
Period 2 and Follow-Up Period
Summary statistics for PASI 50/75/90/100 response and for IGA mod 2011 0 or 1 response
from Week 24 to Week 52 will be presented for the FAS-P90R and the FAS-P75R separately
in contingency tables including absolute and relative frequencies. For the FAS-P75R also the
response rates at Week 60 will be provided. Risk differences between the dosing groups will
also be provided.

Figures will be provided as well displaying estimates for responder rates by dosing group.

PASI score over time in Treatment Period 2 and Follow-Up Period
Summary statistics will be provided for absolute PASI scores as well as for absolute and
percent change from baseline by visit and treatment group. The analysis will be performed
until Week 52 in the FAS-P90R and until Week 60 for the FAS-P75R. Figures for mean
course of the PASI score will also be provided.

The absolute PASI score will be analyzed by analysis of covariance (ANCOVA) models with
dosing group, country and body weight stratum as explanatory variables and baseline value as
covariate. ANCOVAs will be performed at each visit starting with Week 28.

DLQI, EQ-5D, WPAI-PSO and assessment of pain, itching and scaling in
Treatment Period 2
For  the  DLQI  subscale  and  the  DLQI  total  score,  the  EQ-5D  VAS  and  the  EQ-5D  utility
index,  for  each  of  the  main  outcomes  of  the  WPAI-PSO  and  for  the  assessment  of  pain,
itching and scaling, the absolute and percentage change from baseline to each visit during
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Treatment Period 2 where the scales are assessed will be derived. Summary statistics will be
provided for absolute values as well as for the percentage change by visit and dosing group.
ANCOVA models with dosing group, country and body weight stratum as explanatory
variables and baseline value as covariate will be performed for the visits Week 36, 48 and 52.
In addition, summary statistics will be provided for number of subjects achieving DLQI 0 or 1
at  each  visit  where  the  DLQI  is  assessed.  Risk  differences  including  95%-CIs  will  also  be
presented for the visits Week 36, 48 and 52.

For the single EQ-5D dimensions contingency tables will be provided for each visit where the
scale was to be assessed. Changes from baseline to each visit will be displayed using the
categories improved, unchanged and worsened in each dimension.

1.8.8 Exploratory analyses
All exploratory efficacy analyses for Treatment Period 2 will be performed by dosing group in
the FAS-P90R and the FAS-P75R, separately. Exploratory analyses for Treatment Period 1
will be performed in the SAF-TP1. Analyses for Week 60 (rebound and relapse) will be based
on the FUS.

PASI and IGA mod 2011 0 or 1 response in Treatment Period 1
Summary statistics will be provided for absolute PASI scores in Treatment Period 1 as well as
for absolute and percent change from baseline by visit.

Contingency tables for PASI 50/75/90/100 and IGA mod 2001 0 or 1 response in Treatment
Period 1 will be presented by visit starting with Week 1 and will include absolute and relative
frequencies.

DLQI, EQ-5D, WPAI-PSO and assessment of pain, itching and scaling in
Treatment Period 1
For  the  DLQI  subscale  and  the  DLQI  total  score,  the  EQ-5D  VAS  and  the  EQ-5D  utility
index,  for  each  of  the  main  outcomes  of  the  WPAI-PSO  and  for  the  assessment  of  pain,
itching and scaling, the absolute and percentage change from baseline to week 4, 12 and 24
will be derived. Summary statistics will be provided for absolute values as well as for the
percentage change by visit.

For the single EQ-5D dimensions contingency tables will be provided for each visit where the
scale was to be assessed. Changes from baseline to each visit will be displayed using the
categories improved, unchanged and worsened in each dimension.

Time to event analyses for PASI and IGA mod 2011 0 or 1 during Treatment
Period 2
Kaplan-Meier analyses, log-rank tests and Cox proportional Hazard models will be performed
for all time to event analyses in Treatment Period 2 with respect to the respective dosing
groups in the analysis set. Further specifications of the applied statistical methods are
provided in Section 2.3.
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T h e a n al ysis of ti m e t o P A SI 9 0 r es p o ns e a n d t h e a n al ysis of ti m e t o l o s s of P A SI 7 5 r es p o ns e
will b e c o n d u ct e d i n t h e F A S- P 7 5 R s et, t h e a n al ysi s of ti m e t o l o s s of P A SI 9 0 r e s p o ns e i n t h e
F A S- P 9 0 R. T h e ti m e t o l o ss of I G A m o d 2 0 1 1 0 or 1 r es p o ns e will b e p erf or m e d i n b ot h
p ati e nt s ets f or p ati e nt s wit h I G A m o d 2 0 1 1 0 or 1 r es p o ns e at W e e k 2 4.

B o d y S u rf a c e A r e a aff e ct e d b y pl a q u e-t y p e p s o ri a si s at W e e k 5 2

T h e a bs ol ut e a n d p er c e nt a g e c h a n g e fr o m b a s eli n e t o W e e k 5 2 will b e d eri v e d. S u m m ar y
st atisti cs will b e pr o vi d e d f or a bs ol ut e v al u es a s w ell a s f or t h e p er c e nt a g e c h a n g e b y visit f or
t h e F A S- P 9 0 R a n d t h e F A S- P 7 5 R.

R el a p s e a n d R e b o u n d at W e e k 6 0

C o nti n g e n c y t a bl es i n cl u di n g a bs ol ut e a n d r el ati v e fr e q u e n ci e s will b e pr o vi d e d f or r el a ps e
a n d r e b o u n d at W e e k 6 0 i n t h e F U S a n d i n t h e P P- F U S. Ris k diff er e n c es i n cl u di n g 9 5 %- CIs
b et w e e n t h e (f or m er) d o si n g gr o u p s, i. e. Gr o u p 3 vs. Gr o u p 4, will als o b e pr es e nt e d.

A s s o ci ati o n b et w e e n P K d at a a n d P A SI r e s p o n s e d u ri n g c o u r s e of t h e st u d y

1. 8. 9  T h e s e e v al u ati o n s a r e n ot p a rt of t h e c u rr e nt a n al y si s pl a n. R e s o u r c e
utili z ati o n

D at a r el ati n g t o r es o ur c e utili z ati o n mi g ht b e us e d f or t h e p ur p o s e of e c o n o mi c e v al u ati o ns.
H o w e v er, t h es e e v al u ati o ns ar e n ot p art of t h e c urr e nt a n al ysis pl a n.

1. 8. 1 0 P h a r m a c o ki n eti c s

A n al ysis of p h ar m a c o ki n eti c ( P K) d at a will b e p erf or m e d s e p ar at el y f or Tr e at m e nt p eri o d 1
a n d Tr e at m e nt P eri o d 2. All s u bj e ct s fr o m t h e r es p e cti v e S af et y S et ( S A F- T P 1 a n d S A F- T P 2)
wit h q u a ntifi a bl e P K m e as ur e m e nt s of s e c u ki n u m a b will b e i n cl u d e d i n t h e P K d at a a n al ysis.
S er u m c o n c e ntr ati o ns will b e e x pr e ss e d i n m ass p er v ol u m e u nit s. All c o n c e ntr ati o ns b el o w
t h e li mit of q u a ntifi c ati o n as w ell as missi n g d at a will b e l a b el e d as s u c h i n t h e c o n c e ntr ati o n
d at a listi n g s. P K c o n c e ntr ati o ns will b e s u m m ari z e d b y visit a n d, i n Tr e at m e nt P eri o d 2, b y
tr e at m e nt gr o u p. I n a d diti o n t o t h e o v er all s u m m ari es, P K c o n c e ntr ati o ns will b e pr o vi d e d b y
P A SI r es p o ns e: i n Tr e at m e nt P eri o d 1 t h e s u m m ar y will b e str atifi e d b y P A SI r es p o ns e at
W e e k 2 4 ( P A SI 9 0, P A SI 7 5 t o 9 0, b el o w P A SI 7 5), i n Tr e at m e nt P eri o d 2 b y P A SI 9 0
r es p o ns e at W e e k 5 2. F or t h e str atifi c ati o n b y P A SI r es p o ns e o nl y s u bj e ct s wit h a P A SI
ass e ss m e nt at W e e k 2 4 or W e e k 5 2, r es p e cti v el y, will b e c o nsi d er e d.

I n a d diti o n t o m e a n, st a n d ar d d e vi ati o n ( S D), c o effi ci e nt of v ari ati o n ( C V), m e di a n a n d
q u artil es, t h e g e o m etri c m e a n a n d g e o m etri c c o effi ci e nt of v ari ati o n ( C V) a n d n(l o g) will b e
pr es e nt e d. T h e f or m ul a f or d eri vi n g t h e g e o m etri c m e a n a n d C V ( %) is as f oll o wi n g:

• C V ( %) = ( S D/ m e a n) * 1 0 0,

• g e o m etri c m e a n = e x p( ( s u m of l o g tr a nsf or m e d d at a) / n u m b er of n o n- missi n g d at a p oi nt s
aft er l o g tr a nsf or m ati o n),

• g e o m etri c C V = s qrt( e x p( v ari a n c e of l o g-tr a nsf or m e d d at a)- 1) * 1 0 0.

I n a d diti o n, s a m pl e n u m b er, c o n c e ntr ati o n, s a m pl e d at e, s a m pl e ti m e at pr e- d o s e a n d mi n ut es
pr e- d o s e will b e list e d b y tr e at m e nt s e q u e n c e.
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V al u e s b el o w l o w er li mit of q u a ntifi c ati o n/ b el o w d et e cti o n li mit will b e i m p ut e d b y 0.

A d diti o n all y, t h e g e o m etri c m e a n v al u e s d uri n g Tr e at m e nt P eri o d 1 will b e dis pl a y e d
gr a p hi c all y str atifi e d b y P A SI r es p o ns e at W e e k 2 4 ( P A SI 9 0, P A SI 7 5 t o 9 0, b el o w P A SI
7 5). Fi g ur es of t h e g e o m etri c m e a ns d uri n g Tr e at m e nt P eri o d 2 will b e pr o vi d e d wit hi n e a c h
tr e at m e nt gr o u p a n d str atifi e d b y P A SI r es p o n s e at W e e k 5 2. F or t h es e fi g ur es o nl y s u bj e ct s
wit h a P A SI ass e ss m e nt at W e e k 2 4 or W e e k 5 2, r es p e cti v el y, will b e c o nsi d er e d.

1. 9 St a n d ar d s af et y e v al u ati o n

S af et y a n al ys es will b e p erf or m e d s e p ar at el y f or Tr e at m e nt P eri o d 1, Tr e at m e nt P eri o d 2 a n d
t h e  F oll o w- U p  p eri o d.  A d diti o n all y,  a d v er s e  e v e nt s  will  b e  a n al y z e d  f or  t h e  E ntir e  St u d y
P eri o d c o m bi n e d (i. e. Tr e at m e nt P eri o d 1, Tr e at m e nt P eri o d 2).

S af et y a n al ys e s f or Tr e at m e nt P eri o d 1 will b e b a s e d o n t h e S A F- T P 1, f or Tr e at m e nt P eri o d 2
o n t h e S A F- T P 2, a n al ys e s f or t h e p o st tr e at m e nt F oll o w- U p p eri o d o n t h e F U S a n d a n al ys e s
f or t h e E ntir e Tr e at m e nt P eri o d o n t h e S A F- T P 1.

T r e at m e nt g r o u p s f o r e v al u ati o n of T r e at m e nt P e ri o d 2

F or  s af et y- e v al u ati o ns,  t h e  p ati e nt  gr o u ps  of  P A SI  9 0  r e s p o n d er s  a n d  t h o s e  w h o  a c hi e v e
P A SI 7 5 b ut n ot P A SI 9 0 will b e p o ol e d f or Gr o u p 1 a n d Gr o u p 3; t h er ef or e, o nl y 3 d o si n g
gr o u ps will b e a n al y z e d i n Tr e at m e nt P eri o d 2:

• S e c u ki n u m a b 3 0 0 m g s. c. e v er y 2 w e e k s ( p ati e nt s fr o m Gr o u p 4).

• S e c u ki n u m a b 3 0 0 m g s. c. e v er y 4 w e e ks ( p ati e nt s fr o m Gr o u p 1 p o ol e d wit h
Gr o u p 3).

• S e c u ki n u m a b 3 0 0 m g s. c. e v er y 6 w e e k s ( p ati e nt s fr o m Gr o u p 2).

A d diti o n all y, t h e t ot al n u m b er of p ati e nt s o v er all gr o u ps will b e a n al y z e d i n a s e p ar at e
c ol u m n. P ati e nt s will b e a n al y z e d a c c or di n g t o t h e tr e at m e nt r e gi m e n t h e y r e c ei v e d.

If t h e tr e at m e nt r e gi m e n of p ati e nt s o nl y d e vi at e s p arti all y fr o m t h e r a n d o mi z e d tr e at m e nt
r e gi m e n d uri n g Tr e at m e nt P eri o d 2, t h es e p ati e nt s will b e a n al y z e d a c c or di n g t o t h e tr e at m e nt
r a n d o mi z e d.

T r e at m e nt g r o u p s f o r e v al u ati o n of F oll o w- U p P e ri o d

F or t h e a n al ysis of t h e p o st tr e at m e nt F oll o w- U p P eri o d Gr o u p 3 a n d Gr o u p 4 d efi n e d i n
S e cti o n 1. 2  will b e us e d n e xt t o a c o m bi n e d gr o u p.

T r e at m e nt g r o u p s f o r e v al u ati o n of E nti r e T r e at m e nt P e ri o d

F or t h e e v al u ati o n of t h e E ntir e Tr e at m e nt P eri o d all p ati e nt s i n t h e S A F- T P 1 will b e a n al y z e d
wit h o ut c o nsi d er ati o n of a n y tr e at m e nt gr o u ps.

1. 9. 1  A d v e r s e e v e nt s

F or a d v ers e e v e nt s a n d ot h er bi n ar y s af et y v ari a bl es cr u d e i n ci d e n c e r at es a n d ass o ci at e d
9 5 %- CIs will b e d eri v e d.
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The crude incidence of treatment emergent adverse events will be summarized by primary
System Organ  Class  (SOC)  and  Preferred  Term (PT).  Only  primary  paths  within  MedDRA
will be considered for AE reporting.

Treatment emergent adverse events are AEs which started after the first dose of study
medication or events present prior to the first dose of study medication but increased in
severity based on preferred term during the Treatment Period 1, Treatment Period 2 or
Follow-Up Period.

The assignment of an AE to a specific treatment period is according to its start date: an AE
with  start  date  in  Treatment  Period  1  and  ongoing  in  Treatment  Period  2  will  count  for
Treatment Period 1. Only in case of increased severity in Treatment Period 2 it will also count
for Treatment Period 2.

AEs will be summarized by presenting, for each treatment group (including “any AIN457”),
the number and percentage of subjects having at least one AE, having an AE in each primary
SOC and having each individual AE (preferred term). Summaries will also be presented for
AEs by severity and for study treatment related AEs, i.e. AEs for which a possible causal
relationship to the study drug has been stated in the eCRF. If a particular AE ‘severity’ is
missing, this variable will be listed as missing and treated as missing in summaries.
If a subject reported more than one adverse event with the same preferred term, the adverse
event with the greatest severity will be presented. If a subject reported more than one adverse
event within the same primary system organ class, the subject will be counted only once with
the greatest severity at the system organ class level, where applicable. The same algorithm
applies to study treatment related AEs.

The MedDRA version used for reporting the adverse events will be described in a footnote.
Separate summaries will be provided for deaths, serious adverse events and adverse events
leading to study drug discontinuation.
The adverse events will be summarized as crude incidence rates by subgroup as indicated in
Table 1-1.
Non-treatment emergent adverse events will be summarized as well. These adverse events
occurring before the first dose of the study treatment will be listed.
Separate summaries will be provided for liver-related adverse events and liver-related adverse
events where causal relationship to study treatment at least cannot be excluded. Liver events
are defined in the protocol and reported in the eCRF.

1.9.2 Laboratory data
The summary of laboratory evaluations will be presented for three groups of laboratory tests
(hematology, clinical chemistry and urinalysis). The results will be provided separately for
each study period by study visit and treatment group using the treatment groups defined in
Section 1.9.
Descriptive summary statistics for the change from baseline to each study visit will be
presented by laboratory test and treatment group for all non-categorical parameters. Change
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from baseline will only be summarized for subjects with both baseline and post baseline
values and will be calculated as:

change from baseline = post baseline value – baseline value

Clinically notable laboratory values will be analyzed for the following laboratory parameters
with respect to the criteria given in Table 1-10: alanine aminotransferase (ALT),
aminotransferase (AST), total bilirubin (TBL), alkaline phosphatase (ALP), creatinine
(serum), potassium, sodium, hemoglobin (HGB), platelets, white blood cell count,
neutrophils, eosinophils, lymphocytes and protein urine. The number and percentage of
subjects with clinically notable laboratory value newly occurring or worsening after baseline
will be presented. These summaries will be split into liver function and related variables,
renal function and electrolyte variables, hematology variables and urinalysis variables.

Table 1-10 Criteria for notable laboratory parameters to be analyzed
Variable Criterion for notable value
Liver function and related variables
ALT increased >3.0 x Upper Limit of Normal (ULN)
AST increased >3.0 x ULN
Total bilirubin (TBL) increased >2.0 x ULN
ALP increased >2.5 x ULN
Renal function and electrolyte
variables
Creatinine increased >1.5 x ULN
Potassium abnormal > 6 mmol/L or <3 mmol/L
Sodium abnormal >160 mmol/L or < 115 mmol/L
Hematology variables
HGB decreased ≥20 g/L decrease from Baseline
Platelet count decreased < Lower Limit of Normal (LLN)
White blood cell decreased <0.8 x LLN
Neutrophil decreased <0.9 x LLN
Eosinophils increased >1.1 x ULN
Lymphocytes increased >1.1 x ULN
Urinalysis variable
Protein urine dipstick ≥ 100 mg/dL (++)

The number and percentage of subjects with notable laboratory value newly occurring or
worsening after baseline will be presented.

Newly occurring liver enzyme abnormalities will also be summarized based on the event
criteria given in Table 1-11. For a combined criterion to be fulfilled, all conditions have to be
fulfilled on the same visit. The criteria are not mutually exclusive, e.g., a subject with ALT =
6.42xULN is counted for ALT >3xULN and ALT>5x ULN.

Individual subject data listings will be provided for subjects with abnormal laboratory data.
Data of subjects with newly occurring liver enzyme abnormalities will be provided in an
additional listing.
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T a bl e 1- 1 1  Li v e r-r el at e d e v e nt s

P ar a m et er  Crit eri o n

A L T or A S T > 3 x U L N; > 5 x U L N

T B L > 1. 5 x U L N; > 3 x U L N,

A L P > 2 x U L N; > 5 x U L N

A L T or A S T &
T B L & A L P

A L T or A S T > 3 x U L N & T B L > 2 x U L N & A L P ≤ 2 x U L N ( H y’ s L a w )

1. 9. 3  Vit al si g n s

A n al ysis i n vit al si g n m e a s ur e m e nt usi n g d es cri pti v e s u m m ar y st atisti c s f or t h e c h a n g e fr o m
b a s eli n e f or e a c h p o st- b as eli n e visit will b e p erf or m e d b y vit al si g n. C h a n g e fr o m b a s eli n e
will o nl y b e s u m m ari z e d f or s u bj e ct s wit h b ot h b as eli n e a n d p ost- b as eli n e v al u e s a n d will b e
c al c ul at e d as:

c h a n g e fr o m b as eli n e = p o st- b as eli n e v al u e – b a s eli n e v al u e

T h e B o d y M ass I n d e x ( B MI) will b e c al c ul at e d usi n g t h e f oll o wi n g f or m ul a:

B MI ( k g/ m 2 ) = ( b o d y w ei g ht i n kil o gr a ms) / ( h ei g ht i n m et er s) 2

T h e n u m b er a n d p er c e nt a g e of s u bj e ct s wit h n e wl y o c c urri n g n ot a bl e vit al si g ns will b e
pr es e nt e d. Crit eri a f or n ot a bl e vit al si g n a b n or m aliti es ar e pr o vi d e d i n T a bl e 1- 1 2  b el o w.

T a bl e 1- 1 2 Crit eri a f or n ot a bl e vit al si g n a b n or m aliti e s

D e s cri pti o n of a b n o r m alit y N ot a bl e a b n o r m aliti e s

H y p ert e n si o n S y st oli c bl o o d pr e s s ur e ≥ 1 4 0 m m H g or di a st oli c bl o o d
pr e s s ur e ≥ 9 0 m m H g

H y p ot e n si o n S y st oli c bl o o d pr e s s ur e < 9 0 m m H g or di a st oli c bl o o d
pr e s s ur e < 6 0 m m H g

A b n or m al p ul s e > 1 0 0 b p m or < 6 0 b p m

1. 9. 4  El e ct r o c a r di o g r a m ( E C G)

T h e f oll o wi n g q u a ntit ati v e v ari a bl es will b e s u m m ari z e d: R R i nt er v al, P R i nt er v al, Q R S
d ur ati o n, Q T i nt er v al ( Q T), c orr e ct e d Q T i nt er v al usi n g Fr e d eri ci a’s f or m ul a ( Q T c F) a n d
h e art r at e ( H R).

Q T c F will b e s u m m ari z e d b y c o m p uti n g t h e n u m b er a n d p er c e nt a g e of s u bj e ct s wit h:

• Q T c F > 5 0 0 ms e c

• Q T c F > 4 8 0 ms e c

• Q T c F > 4 5 0 ms e c

• Q T c F c h a n g es fr o m b a s eli n e > 3 0 ms e c

• Q T c F c h a n g es fr o m b a s eli n e > 6 0 ms e c

• P R > 2 5 0 ms e c
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S u m m ar y st atisti c s will b e pr es e nt e d f or E C G v ari a bl e s b y visit a n d tr e at m e nt gr o u p.

I n a d diti o n, s hift t a bl es c o m p ari n g b as eli n e E C G r es ult s ( n or m al, a b n or m al, n ot a v ail a bl e,
t ot al) wit h t h e r es ult at W e e k 2 4 a n d at W e e k 5 2 ( n or m al, a b n or m al, n ot a v ail a bl e, t ot al) will
b e pr o vi d e d.

A listi n g of all n e wl y o c c urri n g or w ors e ni n g a b n or m aliti e s will b e pr o vi d e d.

1. 1 0  C o m p o u n d s p e cifi c s af et y e v al u ati o n

S af et y t o pi c s of i nt er est, s u c h as ris k s d efi n e d i n t h e S af et y Pr ofili n g Pl a n, Ris k M a n a g e m e nt
Pl a n or t o pi cs of i nt er est r e g ar di n g si g n al d et e cti o n or r o uti n e a n al ysis ar e d efi n e d i n t h e
Pr o gr a m C a s e R etri e v al S h e et t h at is st or e d i n C R E DI.

A Es of s p e ci al i nt er est ( A E SI) will b e a n al y z e d s e p ar at el y f or Tr e at m e nt P eri o d 2 a n d t h e
E ntir e Tr e at m e nt P eri o d. Cr u d e i n ci d e n c e r at es a n d c orr es p o n di n g c o nfi d e n c e i nt er v als of
A E SI will b e s u m m ari z e d o v er all a n d b y P T.

I n a d diti o n, listi n gs will b e pr o vi d e d pr es e nti n g w hi c h s u bj e cts e x p eri e n c e d w hi c h ris k.

T h e f oll o wi n g A E SI ar e p art of t h e a n al ysis.

• M aj or a d v ers e c ar di o v as c ul ar e v e nt s ( M A C E): i d e ntifi e d p er N o v artis M e d D R A Q u er y
( N M Q) “ M A C E ( MI, Str o k e, C ar di o v a s c ul ar d e at h) ”

• I nfl a m m at or y b o w el dis e as e: i d e ntifi e d p er N M Q “I nfl a m m at or y b o w el dis e as e ”

• C a n di d a i nf e cti o ns: a n y A E wit h C a n di d a hi g h l e v el t er m

• M ali g n a n c y: i d e ntifi e d p er N M Q “ M ali g n a nt or u ns p e cifi e d t u m o urs ( e x cl. B C C a n d
S C C) ”

• H y p ers e nsiti vit y a n d i nj e cti o n sit e r e a cti o n: i d e ntifi e d p er S M Q “ H y p ers e nsiti vit y ”

• H e p at ot o xi cit y: i d e ntifi e d p er S M Q “ Dr u g r el at e d h e p ati c dis or d er - s e v er e e v e nt s o nl y ”

1. 1 1  S a m pl e si z e c al c ul ati o n

B as e d o n t h e p o ol e d d at a fr o m t h e C AI N 4 5 7 A pr o gr a m ( C AI N 4 5 7 2 3 0 2 a n d C AI N 4 5 7 2 3 0 3),
t h e P A SI 9 0 r e s p o ns e r at e f or bi ol o gi c s- n aï v e p ati e nts tr e at e d wit h AI N 4 5 7 3 0 0 m g s. c. w as
7 4. 3 % at 2 4 w e e ks. Of t h o s e w h o w er e P A SI 9 0 r es p o n d ers at W e e k 2 4, 8 1. 8 % of p ati e nt s
m ai nt ai n e d t h eir P A SI 9 0 r es p o ns e u ntil W e e k 5 2.

It w as ass u m e d t h at a d o si n g fr e q u e n c y of 6 w e e k s ( Gr o u p 2) will diff er i n P A SI 9 0 r es p o ns e
u p t o 7 % w ors e c o m p ar e d a d osi n g fr e q u e n c y of 4 w e e ks ( Gr o u p 1). T his as s u m pti o n of a
diff er e n c e of m a xi m all y 7 % is b as e d o n si m ul ati o n of t h e P K l e v els o bt ai n e d wit h
m ai nt e n a n c e tr e at m e nt s of AI N 4 5 7 3 0 0 m g e v er y 6 w e e ks a n d t h e c orr el ati o n b et w e e n pl as m a
l e v els a n d t h e cli ni c al r es p o n s e s e e n i n t h e AI N 4 5 7 P h a s e 3 st u di e s.

A t ot al of 5 5 4 p ati e nt s p er gr o u p ar e r e q uir e d t o a c hi e v e 9 0 % p o w er o n a o n e- si d e d, 2. 5 %
si g nifi c a n c e l e v el t o d e m o nstr at e t h e n o n-i nf eri orit y of 6- w e e kl y vs. 4- w e e kl y d o si n g, if t h e
tr u e m ai nt e n a n c e r at es ar e 8 1. 8 % u n d er 4- w e e kl y a n d 7 4. 8 % u n d er 6- w e e kl y d o si n g a n d t h e
n o n-i nf eri orit y m ar gi n is pr e d efi n e d as - 1 5 %.
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The response rates underlying this estimation were obtained from pooled data of studies
analyzed according to the ITT-principle using the same algorithm to handle drop-outs or
protocol violations as in this present study. Therefore, the effect of drop-outs or protocol
violations should be already accounted for in the effect estimates and no further adjustments
of the sample size are required. However, to account for the fact that there might be minor
differences (e.g. with respect to drop-out rates) between the historical data and the data to be
observed in this study, the sample size was rounded up slightly to 570 patients/group who
were to be randomized to Group 1 or Group 2 (giving a total of 1140 patients in both groups)
of this study.

Assuming a PASI 90 response rate of 74% at Week 24, 1580 patients were to be enrolled at
baseline in this study in order to achieve the required sample size for randomization at
Week 24. This number still allows for some drop-out patients or patients withdrawing consent
at or after randomization even after experiencing a PASI 90 response.

1.12 Interim analyses
No interim analysis was planned or performed for this study.

2 Clinical Study Report -
Appendix 16.1.9 Documentation of statistical methods

If not otherwise specified, p-values will be presented as two-sided p-values, and two-sided
confidence intervals will be displayed. For all tests the level of significance will be set to 5%.

2.1 Analysis of continuous data

2.1.1 Summary statistics for continuous data
The following summary statistics will be provided for continuous data by visit and dosing
group (if applicable): N, mean, standard deviation, minimum, median, maximum.

2.1.2 Analysis of variance/covariance
Analysis of covariance (ANCOVA) will be used with dosing group, country and body weight
stratum as explanatory variables and baseline value as covariate. In general, SAS Type III
sums of squares will be utilized.
Difference between dosing groups will be determined using least-square means (LSMs) and
t-tests using the pooled error term from the linear model. 95% percent CIs for the treatment
difference will be calculated based on differences in LSM estimates.

2.2 Analysis of binary (and categorical) data

2.2.1 Summary statistics for binary and categorical data
Summary statistics for discrete variables will be presented in contingency tables and will
include absolute and relative frequencies. If applicable, risk differences will be calculated
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with a corresponding two-sided 95%-CI (asymptotic Wald CIs with continuity correction)
using the SAS PROC FREQ procedure with the RISKDIFFC option.

2.2.2 Logistic regression
The  analysis  of  the  primary  endpoint  and  of  the  key  secondary  endpoint  will  be  performed
using logistic regression models with factors dosing group, country and body weight at
Week 24 (<90 kg or ≥90 kg). Potential further covariates in the model are specified in
Section 1.8.2 and Section 1.8.5. Odds ratios will be computed for comparisons of
secukinumab dosing regimens utilizing the logistic regression model fitted.
The odds ratios and their two-sided 95%-Wald confidence intervals will be computed utilizing
the logistic regression model fitted. P-values will be given according to the descriptions in
Section 1.8.2 and Section 1.8.5.

In case of subgroup analyses where the grouping variable is one of the above described
factors in the logistic regression model the respective factor is excluded from the model.

The SAS procedure PROC LOGISTIC will be used for calculating logistic regression models.
Dummy-coding will be performed with treatment reference category being 300 mg
secukinumab every 4 weeks.

If the logistic regression model does not converge the following steps will be performed:
1. Run the PROC LOGISTIC procedure with EXACT statement;
2. If convergence not reached, remove the covariates from the model one by one until

convergence is reached; start with removing country, followed by weight stratum and
PASI 90 response at Week 16

3. If convergence not reached, perform Fisher’s exact test.

2.2.3 Multiple imputations for response variables
Non-responder imputation as primary analysis will be performed since low drop-out rates are
expected. It is expected that subjects will be likely to drop-out due to lack of efficacy, such
that a non-responder imputation will be reasonable.

In the multiple imputations analysis the response status will be imputed based on the
individual treatment arm information.

Multiple imputation (MI) is a simulation based approach where missing values are replaced
by multiple Bayesian draws from the conditional distribution of missing data given the
observed data and covariates, creating multiple completed data sets. These completed data
sets can then be analyzed using standard methods. Rubin (1987) presented rules how to
combine the multiple sets of estimates to produce overall estimates and confidence intervals
that adequately incorporate missing data uncertainty.

Missing values for the ‘change from baseline PASI score’ will be imputed based on an
underlying joint normal distribution and using a Markov Chain Monte Carlo (MCMC)
method.  The  change  from  baseline  in  PASI  score  appears  to  follow  closer  to  a  normal
distribution than the actual PASI score.
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T h e i m p ut ati o ns will b e d o n e s e p ar at el y f or e a c h d o si n g gr o u p i n cl u di n g w ei g ht at W e e k 2 4
(i n gr o u ps) as a d diti o n al c o v ari at e. V al u es p o st ass ess m e nt ti m e p oi nt of t h e pri m ar y e n d p oi nt
will n ot b e c o nsi d er e d f or i m p ut ati o ns.

T h e n u m b er of i m p ut ati o ns will b e s et t o 5 0, t h e s e e d f or t h e r a n d o m f u n cti o n will b e s et t o
4 5 7 3 3 0 2 f or t his st u d y. T o g e n er at e t h e m ulti pl e i m p ut e d d at a s ets, t h e S A S pr o c e d ur e MI c a n
b e us e d as f oll o w s:

T h e i n p ut d at a s et < p asi > s h o ul d h a v e o n e r e c or d p er s u bj e ct wit h b as eli n e P A SI s c or e as w ell
as all c h a n g e s fr o m b as eli n e P A SI st arti n g wit h W e e k 2 8.

O D S  L I S T I N G  C L O S E ;

O D S  O U T P U T  M i s s P a t t e r n = m i i n f o _ m s g p a t  V a r i a n c e I n f o = v a r i n f o  P a r a m e t e r E s t i m a t e s = p a r a m ;

P R O C  M I  D A T A = < p a s i >  O U T = < i m p d a t a >  S E E D = 4 5 7 3 3 0 2  N I M P U T E = 5 0 ;

 V A R  < w e i g h t  a t  W e e k  2 4 >  >

     < b a s e l i n e  P A S I >

     < c h a n g e  f r o m  b a s e l i n e  P A S I  w e e k  2 4 >  -  < c h a n g e  f r o m  b a s e l i n e  P A S I  w e e k  p r i m a r y  e n d p o i n t > ;

  B Y  < d o s i n g  g r o u p > ;

R U N ;

O D S  L I S T I N G ;

T w o o ut p ut s will b e pr e p ar e d dis pl a yi n g i) t h e missi n g d at a p att er ns a n d t h e gr o u p m e a ns as
st or e d i n t h e d at a s et ms g p at a n d ii) t h e v ari a n c e i nf or m ati o n a n d e sti m at e d m e a ns wit h
c o nfi d e n c e i nt er v al a n d r a n g e b a s e d o n d at a s et s v ari nf o a n d p ar a m w hi c h n e e d t o b e m er g e d
b y < d o si n g gr o u p >.

Pr o gr a m mi n g n ot es:
• T h e S A S pr o c e d ur e MI A N A L Y Z E e x p e ct s a v ari a bl e c all e d “ _I M P U T A TI O N _ w hi c h

is g e n er at e d b y t h e MI pr o c e d ur e. It mi g ht b e n e e d e d t o s et t h e S A S o pti o n
“ V A LI D V A R N A M E = U P C A S E ” t e m p or aril y i n t h e pr o gr a m b ef or e t h e MI c all, t his
o pti o n s h o ul d b e r es et aft er t h e MI A N A L Y Z E c all t o V A LI D V A R N A M E = V 6.

• I n c as e t h er e ar e n o missi n gs i n o n e d o si n g gr o u p, t h e MI pr o c e d ur e d o es n ot i m p ut e
a n y v al u es. I n t his c as e t h e c orr es p o n di n g d at a n e e d t o b e i m p ut e d m a n u all y o ut si d e
P R O C MI a n d a d d e d t o t h e d at as et <i m p d at a >.

T h e i m p ut e d d at a ar e s a v e d i n d at a s et <i m p d at a >. T h e o ut c o m e of i nt er est, i. e. t h e P A SI 9 0
r es p o ns e will b e c al c ul at e d as f oll o w s:
D A T A  < i m p d a t a 2 > ;

 S E T  < i m p d a t a > ;

I F  < c h a n g e  f r o m  b a s e l i n e  P A S I  w e e k  p r i m a r y  e n d p o i n t > / < b a s e l i n e  P A S I >  > = 0 . 9 0  T H E N  < P A S I  9 0

r e s p o n s e >  = 1 ;

E L S E  < P A S I  9 0  r e s p o n s e > = 0 ;

R U N ;

T h e tr e at m e nt diff er e n c e s f or e a c h i m p ut e d d at a s et will t h e n b e e v al u at e d b y m e a ns of
l o gisti c r e gr essi o n m o d els as d es cri b e d i n S e cti o n 2. 2. 2.  T his a n al ysis will b e d o n e b y
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_I M P U T A TI O N _ f or t h e c o m p aris o n t o t h e c o ntr ol gr o u p. A d at a s et c o nt ai ni n g t h e e sti m at e d
p ar a m et ers of t h e l o gisti c r e gr essi o n will b e cr e at e d ( o d s  o u t p u t  P a r a m e t e r E s t i m e s = l g s p a r m s ).

T h e esti m at es b as e d o n t h e 5 0 i m p ut e d d at a ar e t h e n c o m bi n e d b y a p pl yi n g R u bi n’s r ul es f or
m ulti pl e i m p ut e d d at a s et s, s e e Littl e a n d R u bi n ( 2 0 0 2) . F or t his e sti m ati o n t h e S A S pr o c e d ur e
MI A N A L Y Z E will b e us e d ( p a r m s = l g s p a r m s ,  m o d e l e f f e c t s  < T r e a t m e n t  g r o u p > ). O D S O U T P U T
d at a s et s c o nt ai ni n g P ar a m et er E sti m at es, V ari a n c eI nf o a n d M o d elI nf o will b e pr o d u c e d.

T h e d at a s et P ar a m et er E sti m at es c o nt ai ns t h e esti m at e f or t h e l o g( o d ds r ati o) a n d t h e l o w er
a n d u p p er c o nfi d e n c e i nt er v als. T h es e t hr e e v ari a bl es will b e b a c k-tr a nsf or m e d a n d pr es e nt e d
i n t h e r es ult s.

2. 2. 4  C r u d e i n ci d e n c e a n d 1 0 0 *( 1- α) % c o nfi d e n c e i n t e r v al

F or n s u bj e ct s, e a c h at ris k t o e x p eri e n c e a c ert ai n e v e nt wit h pr o b a bilit y π, t h e cr u d e
i n ci d e n c e is esti m at e d as p = x/ n, w h er e x is t h e n u m b er of s u bj e ct s wit h t h e e v e nt.

A bs ol ut e a n d r el ati v e fr e q u e n ci e s will b e dis pl a y e d as w ell as 9 5 % c o nfi d e n c e i nt er v al f or t h e
r el ati v e fr e q u e n c y b as e d o n t h e s c or e m et h o d i n cl u di n g c o nti n uit y c orr e cti o n ( N e w c o m b e
1 9 9 8 ).

2. 3 A n al y si s of ti m e-t o- e v e nt d at a

N u m b er a n d p er c e nt a g e of s u bj e ct s wit h a cli ni c al e v e nt b as e d o n t h e n u m b er of s u bj e ct s i n
t h e a n al ysis s et at ris k as d e n o mi n at or will b e pr o vi d e d b y tr e at m e nt gr o u p.

F or e a c h ti m e-t o- e v e nt v ari a bl e, b et w e e n-tr e at m e nt diff er e n c es will b e e v al u at e d usi n g a l o g-
r a n k t est, str atifi e d b y c o u ntr y a n d w ei g ht at W e e k 2 4 ( < 9 0 k g or ≥ 9 0 k g) t o c o m p ar e t h e
s ur vi v al f u n cti o ns b et w e e n t h e d o si n g gr o u ps. T h e h a z ar d r ati o s f or t h es e c o m p aris o ns f or t h e
v ari a bl e a n d t h eir c orr es p o n di n g 9 5 % c o nfi d e n c e i nt er v als will b e c o m p ut e d usi n g a str atifi e d,
C o x pr o p orti o n al h a z ar ds r e gr essi o n m o d el wit h d o si n g gr o u p a n d b as eli n e P A SI a s
e x pl a n at or y v ari a bl e a n d str atifi e d b y c o u ntr y a n d w ei g ht at W e e k 2 4. T h e S A S pr o c e d ur e
P H R E G,  wit h  o pti o n  S T R A T A  if  a p pli c a bl e,  will  b e  u s e d  t o  p erf or m  t h e  a n al ysis.  T h e
K a pl a n- M ei er esti m at es of t h e s ur vi v al f u n cti o ns f or e a c h tr e at m e nt will b e pl ott e d. T h e pl ot
will i n cl u d e t h e n u m b er of s u bj e ct s at ris k f or e a c h tr e at m e nt gr o u p at pr e- s p e cifi e d ti m e p oi nt s
( e. g., visit s). M e di a n ti m e t o e v e nt a n d q u artil e s i n cl u di n g 9 5 % c o nfi d e n c e i nt er v als will b e
pr o vi d e d. T h e c o nfi d e n c e i nt er v als will b e b as e d o n l o g-l o g tr a nsf or m ati o n. ( P R O C
LI F E T E S T o pti o n c o nft y p e =l o g-l o g; d ef a ult i n S A S 9. 2). I n a d diti o n, f or pr e- s p e cifi e d ti m e
i nt er v als t h e f oll o wi n g will b e pr es e nt e d i n a n o ut p ut:
• f or e a c h tr e at m e nt gr o u p a n d ti m e i nt er v al: s u bj e ct s at ris k, s u bj e ct s wit h e v e nt, s u bj e ct s

wit h e v e nt di vi d e d b y s u bj e ct s at ris k, c u m ul ati v e s u bj e ct s wit h e v e nt a n d c u m ul ati v e
e v e nt pr o b a bilit y i n cl u di n g 9 5 % c o nfi d e n c e i nt er v al

T h e pr e-s p e cifi e d ti m e i nt er v als f or Tr e at m e nt P eri o d 2 ar e as f oll o w s: “ ≤ 4 w e e k s ”, “ > 4
w e e ks t o ≤ 8 w e e ks ”, “ > 8 w e e k s t o ≤ 1 2 w e e ks ”, “ > 1 2 w e e ks t o ≤ 1 6 w e e ks ”, “ > 1 6 w e e ks t o
≤ 2 0 w e e ks ”, “ > 2 0 w e e k s t o ≤ 2 4 w e e ks ”, “ > 2 4 w e e ks t o ≤ 2 8 w e e ks ” a n d “ > 2 8 w e e ks ”.

S u bj e cts at ris k, ti m e p oi nt “ 0 ” a n d c e ns ori n g will b e d efi n e d as d es cri b e d i n T a bl e 2- 1  b el o w.
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T a bl e 2- 1 Ti m e t o e v e nt: d efi niti o n of ri s k s et, ti mi n g a n d c e n s ori n g b y v ari a bl e

V ari a bl e:

Ti m e t o

Ri s k s et Ti m e = 0 Ti m e of
e v e nt

C e n s ori n g P s ori a si s
C o n M e d

I nf or m ati v e
c e n s ori n g

P A SI 9 0
r e s p o n s e

F A S- P 7 5 R  D at e of
r a n d o mi-
z ati o n
( W e e k 2 4)

D at e of 1 st

vi sit wit h
P A SI 9 0
r e s p o n s e
o b s er v e d

E n d of
Tr e at m e nt
P eri o d 2
( W e e k 5 2
vi sit)

C e n s or (if
C o n M e d
t a k e n b ef or e
t h e e v e nt)

N o

L o s s of
P A SI 9 0
r e s p o n s e

F A S- P 9 0 R  D at e of
r a n d o mi-
z ati o n
( W e e k 2 4)

D at e of 1 st

vi sit wit h
O B S E R V E D
l o s s of P A SI
9 0 r e s p o n s e
(i. e. n o
i m p ut ati o n
f or mi s si n g
v al u e s)

E n d of
Tr e at m e nt
P eri o d 2
( W e e k 5 2
vi sit)

E v e nt (if t h e
s u bj e ct t o o k
p s ori a si s
C o n M e d,
t h e s u bj e ct
i s
c o n si d er e d
a s h a vi n g
l o st
r e s p o n s e)

St u d y p h a s e
di s c o nti n u-
ati o n wit h
r e a s o n “l a c k
of effi c a c y”

L o s s of
P A SI 7 5
r e s p o n s e

F A S- P 7 5 R  D at e of
r a n d o mi-
z ati o n
( W e e k 2 4)

D at e of 1 st

vi sit wit h
O B S E R V E D
l o s s of P A SI
7 5 r e s p o n s e
(i. e. n o
i m p ut ati o n
f or mi s si n g
v al u e s)

E n d of
Tr e at m e nt
P eri o d 2
( W e e k 5 2
vi sit)

E v e nt (if t h e
s u bj e ct t o o k
p s ori a si s
C o n M e d,
t h e s u bj e ct
i s
c o n si d er e d
a s h a vi n g
l o st
r e s p o n s e)

St u d y p h a s e
di s c o nti n u-
ati o n wit h
r e a s o n “l a c k
of effi c a c y”

L o s s of I G A
m o d 2 0 1 1 0
or 1
r e s p o n s e

- All I G A 0
or 1
r e s p o n d er s
at W e e k 2 4
i n F A S-
P 9 0 R

- All I G A 0
or 1
r e s p o n d er s
at W e e k 2 4
i n F A S-
P 7 5 R

D at e of
r a n d o mi-
z ati o n
( W e e k 2 4)

D at e of 1 st

vi sit wit h
O B S E R V E D
l o s s of I G A
m o d 2 0 1 1 0
or 1
r e s p o n s e
(i. e. n o
i m p ut ati o n
f or mi s si n g
v al u e s)

E n d of
Tr e at m e nt
P eri o d 2
( W e e k 5 2
vi sit)

E v e nt (if t h e
s u bj e ct t o o k
p s ori a si s
C o n M e d,
t h e s u bj e ct
i s
c o n si d er e d
a s h a vi n g
l o st
r e s p o n s e)

St u d y p h a s e
di s c o nti n u-
ati o n wit h
r e a s o n “l a c k
of effi c a c y”

C o n M e d: C o n c o mit a nt m e di c ati o n

P s ori a si s C o n M e d i s d efi n e d i n M A P a p p e n di x

Ti m e-t o- e v e nt will b e d eri v e d as:
• d at e of e v e nt mi n u s d at e of ti m e = 0 pl us 1 d a y f or s u bj e cts e x p eri e n ci n g t h e e v e nt or

• d at e of c e ns ori n g mi n us d at e of ti m e = 0 pl us 1 d a y f or s u bj e cts n ot e x p eri e n ci n g t h e
e v e nt
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