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ABSTRACT

Background: Factors beyond the Psoriasis Area and Severity Index (PASI) contribute to disease sever-
ity in psoriasis and potentially affect treatment responses.

Objective: This subset analysis of data from two phase 3 clinical studies assessed baseline parameters

in patients with different degrees of psoriasis severity in order to determine treatment responses to :SLWFgARsll)-sixekizumab
ixekizumab and safety outcomes. phasé 3 '

Methods: This study used integrated data from the UNCOVER-2 and -3 trials involving 2709 patients
with chronic plaque psoriasis to assess the efficacy and safety of ixekizumab in three subgroups of
patients, defined by PASI > 15 (group 1), PASI > 15 and history of >3 non-biologic systemic therapies
(group 2), or PASI = 12-15 (group 3).

Results: In groups 1 and 2, additional baseline features were identified that could influence treatment
responses, including age at disease onset, Dermatology Life Quality Index, and work productivity.
Irrespective of subgroup, ixekizumab demonstrated high PASI responses at weeks 12 and 60, which
were evident as early as week 2. Adverse events did not differ across subgroups.

Conclusion: Our data support the efficacy, early onset of action, and maintained response of ixekizu-
mab as observed in previous trials, and highlight the complexity of comprehensively defining disease
severity in psoriasis.

psoriasis; UNCOVER

Introduction other hand, disease severity is the basis for treatment decisions,
and specific parameters have been established to determine the
eligibility of patients for reimbursement of biologic treatments.
In this context, disease severity is usually defined by specific
Psoriasis Area and Severity Index (PASI) score cutoffs [14].
Evaluating the number of previous systemic therapies might be
another parameter to assess disease severity in patients with
chronic plaque psoriasis. Moreover, patients with severe psoria-
sis might not only differ in skin disease scores from those with
moderate disease but also differ in other respects, including dis-
ease duration, onset, and response rates to therapies [15,16].

The objective of this subset analysis of data from two phase
3 clinical studies was to assess baseline parameters in patients
with different degrees of psoriasis severity and to determine
treatment responses to ixekizumab and safety outcomes in
these subpopulations.

Ixekizumab is a high-affinity monoclonal antibody that select-
ively targets interleukin-17A (IL-17A), a member of the proin-
flammatory IL-17 cytokine family critically involved in the
pathogenesis of psoriasis and other immune-mediated dis-
eases [1].

In clinical studies, ixekizumab has been shown to be effective
in patients with moderate-to-severe chronic plaque psoriasis,
demonstrating rapid clinical improvements and a favorable
safety profile when compared with placebo [2-5], and in head-
to-head studies versus etanercept [2], methotrexate, fumaric
acid esters [6], the 1L-12/23 inhibitor ustekinumab [7], or the IL-
23 inhibitor guselkumab [8]. In phase 3 randomized studies, ixe-
kizumab has been shown to be effective through 60 [9], 108
[10], 156 [11], and 204 [12] weeks of treatment.

Despite a growing understanding of the pathophysiology,
impact, and nature of psoriasis, a comprehensive definition of
disease severity for chronic plaque psoriasis is still missing. Even
in the setting of clinical studies with stringent patient inclusion
and exclusion criteria, study populations are heterogeneous,
with skin disease severity scores ranging from moderate to
severe using unified definitions of cutoff values [13]. On the

Materials and methods
Study design

The study design and patient demographics for UNCOVER-2
(NCT01597245) and -3 (NCT01646177) have been published
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previously [2,5]. Briefly, these studies included adult patients
with a confirmed diagnosis of chronic plaque psoriasis at least
6 months before baseline (randomization), at least a moderate
disease severity defined by a static Physician’s Global
Assessment (sPGA) score >3 (range O [clear] to 5 [very severe]),
a body surface area (BSA) involvement of >10%, and a PASI
score >12. During the 12-week placebo- and active comparator-
controlled period in each of these phase 3 trials, patients were
randomized to ixekizumab with a starting dose of 160mg at
week 0, followed by 80mg every 2weeks (Q2W) or every
4 weeks (Q4W), etanercept 50 mg twice weekly, or placebo.

In UNCOVER-3, all patients entered the long-term extension
period at week 12, and received ixekizumab 80 mg Q4W from
week 16 onwards. To assess long-term outcomes for this post
hoc analysis, the intent-to-treat population receiving ixekizumab
80mg Q2W until week 12 followed by ixekizumab 80 mg Q4W
from weeks 16 to 60 was analyzed.

Patient and subgroup analysis

Patient subsets for this post hoc analysis were defined based on
baseline PASI scores (PASI = 12-15 and PASI > 15), and base-
line information about prior inadequate response, intolerance,
or contraindication to >3 conventional systemic therapies for
psoriasis (e.g. methotrexate, ciclosporin, retinoids) or psoralen
and ultraviolet A and ultraviolet B phototherapy. Based on these
parameters, three subgroups were defined: patients with a base-
line PASI > 15 (group 1), patients with a baseline PASI > 15
and a history of >3 non-biologic systemic therapies (group 2),
and patients with a baseline PASI = 12-15 (group 3).

Efficacy at week 12 and week 60 was evaluated by PASI
response rates, defined as the proportion of patients achieving
a 75%, 90%, or 100% improvement in PASI (PASI 75/90/100),
and by evaluating the reduction in Dermatology Life Quality
Index (DLQI) scores. Safety assessment included the number of
patients who experienced treatment-emergent adverse events
(TEAEs) or discontinued from the study because of a TEAE.

Statistical analysis

Detailed statistical methods have been published previously
[2,5]. Baseline characteristics between the groups were com-
pared using the Cochran-Mantel-Haenszel test stratified by
study for categorical data and analysis of variance for continu-
ous data with treatment and study as independent factors.
Nonresponder imputation (NRI) was used for PASI, sPGA, and
DLQI binary outcome measures. Cochran—-Mantel-Haenszel test
stratified by study was also used to compare the three groups
for NRI response rates at weeks 12 and 60. Pairwise p-values are
presented for within-group comparisons.

Cumulative benefit was determined by the total area under
the curve (AUC) of the percentage of responders over 12 and
60 weeks for PASI 75, 90, and 100. The total AUC was calculated
using the ‘trapezoidal rule, with time points in weeks as the x-
axis and PASI response rates in percent as the y-axis, according
to the methods presented by Armstrong et al. [17]. The percent
cumulative benefit achieved for each therapy and dose was cal-
culated as the total AUC/maximum AUC (1200 for 12 weeks and
6000 for 60 weeks) and then normalized to 0-100%.

Safety analyses were conducted on all patients who received
at least one dose of the assigned study treatment during the
study period. An adverse event (AE) was considered a TEAE if it

first occurred or worsened after the start of treatment during a
study period.

Results
Baseline patient characteristics

In total, 2709 patients were randomized in UNCOVER-2 and -3
to one of the following treatment arms: ixekizumab 80 mg Q2W
(n=778), ixekizumab 80mg Q4W (n=771), etanercept 50mg
weekly (n=789), or placebo (n=371) (Figure S1). Analysis of
the baseline data according to disease severity revealed signifi-
cant differences beyond PASI value cutoffs and prior treatment
history. There were 1855 patients in group 1 (baseline PASI >
15), 139 patients in group 2 (baseline PASI > 15 and a history
of >3 non-biologic systemic therapies), and 715 patients in
group 3 (baseline PASI = 12-15). The proportion of male
patients was significantly higher in groups 1 (70.0%; 1298/1855)
and 2 (71.9%; 100/139) compared to patients in group 3 (61.7%;
441/715) (p <0.001) (Table 1). The percentage of the patients
who were overweight, obese, or extremely obese were similar
across the groups. On an average, the age of onset was signifi-
cantly different between the 3 groups (p=0.035, overall).
Patients in group 2 had longer mean disease duration
(p <0.005) compared to other groups.

In group 3, patients had significantly (p <0.001) lower base-
line sPGA score of 4 (severe) or 5 (very severe), and significantly
lower (p < 0.001) mean BSA values compared to groups 1 and 2
(Table 1). In addition, compared to group 3, a significantly
higher proportion of patients in group 2 suffered from psoriasis
in difficult-to-treat areas, including the face (44.6% versus 36.7%;
p=0.022), palms and soles (37.4% versus 22.0%; p < 0.001), and
nails (69.1% versus 56.6%; p =0.006). Significantly more patients
in group 2 had a diagnosis of psoriatic arthritis (31.7% versus
18.9%; p < 0.001) at baseline compared to group 3 (Table 1).

Patient-reported outcomes

In line with the higher clinical disease scores, mean [SD] DLQI
scores were higher in group 2 (13.5 [7.2]) compared to groups 1
(12.7 [7.1]; p=0.181) and 3 (10.8 [6.3]; p<0.001). In groups 1
and 2, a significantly lower proportion of patients reported part-
time employment compared to group 3 (group 1: 11.7%; group
2: 7.2%; group 3: 16.1%); however, fulltime employment was
similar across the groups (approximately 60%). Overall, the Work
Productivity and Activity Impairment (WPAI) score and subscores
for work productivity loss, presenteeism, and activity impairment
were higher in group 2 compared to the other groups (Table 1).

Previous therapies

Non-biologic systemic therapies were the most frequently
reported previous treatments with significant differences
between the three groups. Almost twice as many patients in
group 2 and a higher proportion of patients in group 1 reported
previous use of non-biologic therapies (group 2: 66.2%; group 1:
43.2%) or phototherapy (group 2: 79.1%; group 1: 43.8%) com-
pared to group 3 (35.5% and 39.0%, respectively; p <0.001). In
group 2, only one patient had a history of exclusive use of bio-
logics (0.7%; Table 2).
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Table 1. Baseline characteristics (total intention-to-treat population) by Psoriasis Area and Severity Index (PASI) categories.

Group 1 (N=1855)

Group 2 (N=139) Group 3 (N=715) p value®(overall)

Demographic characteristics

Age (years)® 45.1 (13.0)
Gender (male)* 1298 (70.0)
BMI (kg/m?)° 30.8 (7.2)
Clinical characteristics
Mean age at psoriasis onset (years)b 27.4 (14.1)
Age at psoriasis onset <40 (years) 1465 (79.0)
Duration of psoriasis (years)b 181 (12.0)
Mean sPGA® 7 (0.6)
Patients with sPGA = 3¢ 771 (41.6)
Patients with SPGA = 4° 954 (51.4)
Patients with sSPGA = 5°¢ 130 (7.0)
Affected BSA® 314 (17.6)
Nail psoriasis® 1174 (63.3)
Palmoplantar psoriasis® 531 (28.6)
Facial psoriasis® 872 (47.1)
Scalp psoriasis® 1698 (91.5)
Psoriatic arthritis® 427 (23.0)
PSSl score® 21.1 (14.8)
Patient-reported outcomes
DLQP 12.7 (7.1)
Part-time employment status® 214 (11.7)
Full-time employment status® 1074 (58.9)
WPAI-PSO
WPAI-PSO presenteeism score® 243 (26.6)
WPAI-PSO absenteeism score® 4 (17.8)
WPAI-PSO work productivity loss score® 26 7 (28.7)
WPAI-PSO activity impairment score® 33.1 (30.2)

45.9 (12.5) 46.0 (13.2) 0.273
100 (71.9) 441 (61.7) <0.001
29.7 (6.8) 30.1 (6.9) 0.040
24.2 (12.6) 27.4 (14.9) 0.035
121(87.1) 558 (78.4) 0.062
222 (11.2) 19.0 (13.1) <0.001
3.7 (0.6) 3.2 (0.4) <0.001
57 (41.0) 540 (75.8) <0.001
69 (49.6) 168 (23.6) <0.001
13 (9.4) 4 (0.6) <0.001
33.1 (18.3) 16.1 (6.6) <0.001
96 (69.1) 405 (56.6) 0.001
52 (37.4) 157 (22.0) <0.001
62 (44.6) 261 (36.7) <0.001
124 (89.2) 629 (88.0) 0.020
44 (31.7) 135 (18.9) 0.002
21.3 (15.0) 16.5 (12.8) <0.001
135 (7.2) 10.8 (6.3) <0.001
10 (7.2) 113 (16.1) 0.011°
83 (60.1) 415 (58.9) 0.011¢
28 6 (31.5) 19 3 (23.1) <0.001
7 (21.7) 2 (10.7) <0.001
30 9 (32.9) 20 2 (23.9) <0.001
36.0 (31.1) 24.8 (25.2) <0.001

?p value is based on Cochran-Mantel-Haenszel test stratified by study for categorical data and analysis of variance for continuous data with treatment and

study as independent factors.

PData are mean (SD) based on the number of patients with non-missing values.

“Data are number of patients and percentages in the specified category. Calculations are based on the number of patients with non-missing values.

dp-value is reflected from employment status (full-time, part-time, unemployed due to study disease disability and other).

BMI: body mass index; BSA: body surface area; DLQI: Dermatology Life Quality Index; N: number of patients in the analysis population; PSSI: Psoriasis Scalp
Severity Index; SD: standard deviation; sPGA: static Physician’s Global Assessment; WPAI-PSO: Work Productivity and Activity Impairment-Psoriasis. Group 1:
Baseline PASI > 15. Group 2: Baseline PASI > 15 and a history of >3 non-biologic systemic therapies. Group 3: Baseline PASI = 12-15.

Table 2. Previous systemic therapies (intent-to-treat population) by subgroup®.

Group 1 (N=1855)

Group 2 (N=139)

Group 3 (N=715) p-value (overall)®

Previous systemic therapy

Currently not used/never used 696 (37.5)
Non-biologic only 801 (43.2)
Biologic only 132 (7.1)
Biologic and non-biologic 226 (12.2)
Previous phototherapy (ever used) 813 (43.8)

<0.001
6 (4.3)° 322 (45.0)
92 (66.2) 254 (35.5)
1(0.7) 67 (9.4)
40 (28.8) 72 (10.1)
110 (79.1) 279 (39.0) <0.001

?Data are number of patients in the specified category (%).
bp—value is based on Cochran-Mantel-Haenszel test stratified by study.

“Patients were excluded from the study if they received non-biologic systemic therapy: inadequate response to, intolerance to, or contraindica-
tion to conventional therapy <3 therapies or >3 therapies within 4 weeks prior to baseline.

dp-value is reflected from previous phototherapy (never used and ever used).

N: number of patients in the analysis population; PASI: Psoriasis Area and Severity Index.

Group 1: Baseline PASI > 15. Group 2: Baseline PASI > 15 and a history of >3 non-biologic systemic therapies. Group 3: Baseline PASI = 12-15.

PASI responses

The integrated analysis of UNCOVER-2 and -3 studies demon-
strated that patients treated with ixekizumab achieved high
PASI 75, 90, and 100 response rates at week 12 (Table 3). The
UNCOVER-3 analysis confirms that this effect was independent
of the baseline disease severity and was evident as early as
week 2, continuously increased up to week 12, and continued
with high levels of clinical response rates up to week 60 in
patients receiving ixekizumab 80 mg Q4W during the long-term
extension period (Figure 1(a-c)).

The percentage cumulative benefit (AUC) of the PASI
responder rate was similar in each of the “severity” groups for

both weeks 12 and 60. AUC increased as PASI score decreased,
and AUC was relatively higher at week 60 compared to week 12
results. However, there was a slightly higher AUC for group 2
compared to groups 1 and 3 at week 12 for PASI 90 and PASI
100, but this may not be clinically relevant (Figure 2).

Regardless of the disease severity as defined by baseline
PASI levels and treatment history, psoriasis patients treated with
ixekizumab achieved higher PASI response rates and a higher
proportion of patients achieved higher DLQI (0,1) responses
than in the placebo and etanercept arms at week 12 (Table 3).
Patients treated with etanercept achieved higher PASI response
rates at week 12 compared to placebo (Table 3).



AL
T
ELMAN E
SP

L.

XS]

fre-
ore -
ed m COmE
cCUrrt arms TEA
(o] n n [P
Es e 0 sig
iod, TEA treatmcomms No as
perio imab most roup ups WiS'
lled ixekizu the ritY,g gro nt d s
ntro d |X. was seve erity iffere riou
a -CO an itis se sev d se
dat bo ept ngi isea se the of 4.
¢ lace rc ary disez ea ss cy ble
fety p ane ph 0ss dis cro uen (Ta
Sa the he et Naso d acrthree or a freq ded
During in t ebo. ms an the arms'n the recor
ently plac t ar roSS ent es i ere |
: qured © atme:ce 2 treatn}fefencation " cli“icla
= pa s tre' fere the o di tinu 3 vels.
g ros dif ss n iscon hase f le ic
f) ac icant Acro ups, dis P tof ph
2w ifica ) ro o ized, u ra
288 s :3: n'fserVed rity g ding t domlzepASI gemog tients
o 2&5 = ob. seve! Es lea ran by ded in pa Sys-
f‘;? g %_O ,\~ g ease nd A twoﬁned inclu ures iou.s in
o< P o o a m e | as rev ty
'8 _ mf‘};% o AEs ta fro ts ddPASemeed p everi 15).
~ ~ . © . n | S
°© CN7 Il :: gg ™ g sion ed da patlebeyon utConj]dentl_f ase AS| > ent
b o =z|3 © 5 2 iscus nalyz < Of‘ tics ed o nd i ¢ d'se“ne P reatm act
< - IS g Di dy a bset cteris eport sis a ro base dtot imp of
S] ® g his stu in Such«‘ﬂ\r:"tient'Ir psoria ntiatoby a spon gative ber
= < . m is-
=) ¥ == T es of a e iffere ined re ne u d
kS ¥ % 5 2 studi tion and p.SeVere i (deﬂn-|ure © ithé the nmine se-
« é,:??a@ = Evaluaation ate-to s on riasis s, fai nts WaWSIS’ deterh a ba ic
2 . 5 X a ' ie i m
%\ a, - g ; :: 2 8 inf(::mmode;pies ore pSOdiSeaS:n pat thisfaztor t?‘ts wit SyStE-)gic
g a =< ~ o ~ a2} = it her ev nic ct In a tie ic io
3 = & :"’m 2 w ic t ith s hro ffe 18]. ne Pa iolog n-b ate
] ] 5 - 59 = ic it c . e. [ o 5. -bi o tr
g i prgs £ m sw er ive life as 1 n ior n es re
s O = moom te ient th lat f ied > no rio Wi e
g 5 8 e °cumta|ity ;’app'f Pasl =  the '(r’oup s
b a i . : i
= ) 2 have erall q-eS we ts W!ttory Ost ratto hav this ger OIISeIine
“ 25_% S e P his ighe nd- ts in long bas s-
g an.sv\. o n the the in pa da the h fou atien ntly 15 at ic Syt
= 01 ~ ~ S £ . S . n o ifica — . S
g o 5 gg - § - Zrevlo:Verlty 15 23) had ore a|3era||, Zigmglc_ 12 n-bIOIoiighfor
o]vo_ :‘T s > wi o} a A_no he ac
s @ c§‘_ “ ~ se Sl up ut ics. d K P f t is f 3
o T = N El I ﬁ:e Pf;s (gr;pies Eioloilca”d hti WlthoIrtion I;)0 hadecroszics had
L 200 ap he f e ien op a r nec lo - an
q% . . « : £ ther mic tS use Ose on:]e pathest Pr grouptum(? o blocond arth-
g 3% AR g @ syste viou disea st, t hig This For 'rSt'IInhe °¢ iatic ab,
— i:. o @ £ f pre at ntra the ts. ics. e fi ot sori izum
5 qu~ 2 o er cont d ient g th t ps¢ kiz or
< N eyl 3 2 2 ung In aine pat biolo of onse and ixe nse |
= £9 Nj°°”‘~"l 1) “ yo tion. ont ive of ilure resp iasis ith Sp(.) PAS
) S 53 ) A ra 3) ¢ -na e fail d ria d w re s
— foef §em. 2 o =3 du p apy us ics, ase- pso rve ate. this, een
S == SN £ g (grou ther ious logic decrea s in obse dequ with betw ar-
5 S S 8 remic ¢ ing b'oith abiO'Oglcbeen il in e differ 12 ond
= = “ o) kin w t d n | d a
o @] k] e fe d ing o ha 11. tly an 2 t
Q X a rat blo iate kin n s 2 ifican t 1 n
< *_ - F)- cia loc has ient [20, ific nse ek me
- ¥ &) = ] TN asso F-b ct ati itors sign sto we reat 1)
g 2 %2 Auq-t 8 s Leen ine TNS effether ph|b|to nOt. h a fa b at ab t QI (0
S o 3‘”’-"’ = £ hird'“n] ThIfWhe NF in did wit izuma kizumd DL ps.
b S o ~v\_‘°13 - 3 t 191. o Tl es Si ixeki Ixe n ou ifi-
c o < S ~ ec > kg is [ ive to ns oup Ixel 0. Ix a bgr ign
£ |3 Z5 r\:Vv\. = ES itis tiv nt spor r r 6 es su s A,
£ ? o = 2 o ; ) % v irrresp?rc\:tolera'l 00 reeverltyrges lfoweeknse rat\/erltylso hattj of Bsnd
- S > s (o ti o) se a n a
~ - R © is) re nd se utc n sp e ) € 1 i
- ; e a isea u iseas 2 m
¥ " —~ £z 3 w 90, dise acy OonSe ASI re disea and volve roups soria
8 —~ o E il c 75’ hree fflc eSp P ree 1 rin in g 'al p by
= Aacio‘ 9 g S he t igh e of r high Il th c)upShighe_ ion, faci cted a
® = 2‘95‘20 g - Q) tb|e h ance both ts in a15 (grd > addltts hade affet only s
g S &z 5 mainten o = et atients had s not onl o
g & S g = ma Ited for ph PASf s,PGAbaSeIIn of p and erity ion, SUIce ;
o w b Su S it ions iasis, Vi icati n .
2 288 52 g response her rates o ® ropartion o “implic P potentially
g 14 S3 @8 i " paten her avalu i Enght ader nd the - L2
¢ i@(\i\o > hig Ll her is, nail 0a n ter te o
N < g EEZ T ly rD ig ias hig br sa lat ea ile
£ =5 sars B ond highe nty b Phese data has 2 | vt the atety prof the
5 2ilsg e ¥ ; ot lanta e e it it le e 10 that
= e = 93;0\ o °>" = < Sig lmop ritis. ut i icult-t ic ar age ble par ,ng id-
2 = mo 5% i é‘_o.‘T’ 2, pa rth I b iffic iatic dam ara com ideri rbi
> 83 g ’_:," ol sis, riatic af PASt’ of d psortural Compease consi Com(?cities
[} [o} S i r I
© . ) \Q/L?jgg pso tion men ch a struc rts a e dis vant isk fo n tox
S « 5= B o =g func olve su ible ppo ever rele rr rga
¢ % i::;i e ) S ;‘ %g e inv~dities vers is su ith s is hlghe tial o
£ I 23 2g g3 & th orbi irre nalys ts wit ding at oten
g 52“1“1"’ :SB*JQ om to a ients fin be dp 4l
g - N Qg 3 e 3 EB 2 Cad,ng t hoc pati This tially t an [23,2
= = > a3 S g & o le os in d poten se ies
— > E £5 . . n €
Z g g =|% ~ S g S 58 g Th's.zimabpulat'oﬂld pz;ase otherapI
S3 232 o i 0 Isease
> RS Y 2gn ixekra“ P;nts Car”er dstemIC
i s Eff_; = < OVese patd toe ious sy
- n_2 35 gs the linke prev
£ ﬁ.gfmrxomgﬁé ities iple
7] ~ ~‘i<r G§&.533 it ult
3 R < 9 e Q= 3 g = < f m
A N 9v°°. X 2@ 2 @ o
=] 2 o m Z'; ~ B 3 4 5 G -
: | |8 jEE 234 e
g Sk Ve 58
< S|c8 S
= ~ e RVl = ©
¢ . GQEO
°3 2%
B!
[



JOURNAL OF DERMATOLOGICAL TREATMENT . 5

(a) Group 1 (Baseline PASI >15; N=282)
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(b) Group 2 (Baseline PASI>15 and a history of 23 non-biologic systemic therapies; N=18)
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(c) Group 3 (Baseline PASI=12-15; N=103)
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Figure 1. PASI 75, 90, and 100 response rates from week 0 (baseline) to week 60 (nonresponder imputation [NRI]; intent-to-treat population [ITT]; from
UNCOVER-3 study). (a) Group 1: Baseline PASI > 15 (N=282). (b) Group 2: Baseline PASI > 15 and a history of >3 non-biologic systemic therapies (N=18).
(c) Group 3: Baseline PASI = 12-15 (N=103).
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Area Under the Curve of PASI Response Rate
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Figure 2. Percent cumulative benefit based on AUC of PASI 75, 90, and 100 response rates from week 0 (baseline) to weeks 12 and 60 (nonresponder imputation
[NRI]; intent-to-treat population [ITT]; from UNCOVER-3 study). Group 1: Baseline PASI > 15 (N =282). Group 2: Baseline PASI > 15 and a history of >3 non-bio-

logic systemic therapies (N = 18). Group 3: Baseline PASI = 12-15 (N=103).

Table 4. Safety anaylsis by baseline disease severity and treatment groups® (induction period, integrated analysis of UNCOVER-2 and -3 studies).

Group 1° Group 2P Group 3°
PBO ETN IXEQ2W PBO ETN IXEQ2W PBO ETN IXEQ2W
N = 257 N = 527 N =529 N=10 N =49 N =42 N=103 N =212 N = 205
Patients >1 TEAE 112 (43.6) 276 (52.4) 301 (56.9) 4 (40) 29 (59.2) 24 (57.1) 48 (46.6) 123 (58.0) 123 (60.0)
Patients >1 SAE 7 (2.7) 9 (1.7) 12 (2.3) 0 (0.0) 2 (4.1) 0 (0.0) 0 (0.0) 5(2.4) 2 (1.0
Patients discontinued 2 (0.8) 5(0.9) 9 (1.7) 0 (0.0) 0 (0.0) 2 (4.8) 1(1.0) 4 (1.9) 3 (1.5)

due to AEs

Data are number of patients in the specified category (%).
bOff label dose (IXEQ4W) results are not included.

AEs: adverse events; ETN: etanercept 50 mg twice weekly; IXEQ2W: ixekizumab 80 mg every 2 weeks (loading dose 160 mg); IXEQ4W: ixekizumab 80 mg every
4 weeks; N: number of patients in the analysis population; PBO: placebo; SAE: serious adverse event; TEAE: treatment emergent adverse event.
Group 1: Baseline PASI > 15. Group 2: Baseline PASI > 15 and a history of >3 non-biologic systemic therapies. Group 3: Baseline PASI = 12-15.

This post hoc analysis was not powered or prespecified and
was conducted in a small patient population for the listed out-
comes, posing a potential limitation. However, the alignment of
these results with the primary outcomes of UNCOVER-2 and -3
[2] and other clinical trials of ixekizumab [4,5,7-10] demon-
strates the validity of the results and supports the efficacy, early
onset of action with a maintained response up to 60 weeks, and
safety, of ixekizumab in line with previous trials.
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