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@ Risankizumab Targets IL-23, an Upstream Cytokine
in the Psoriatic Inflammatory Cascade

« |L-23 and IL-17A are key cytokines in psoriasis pathogenesis’

« |L-23, released by TNFa-activated dendritic cells, stimulates Th17 cells to produce IL-17A%

« ButIL-17A s also produced independently of IL-23, by innate immune cells?°

« |L-17A stimulates keratinocyte activation and release of proinflammatory mediators, thus is the main driver of psoriatic lesion formation23"#8

Cytokines driving psoriatic inflammation®°

IL-23p19 Inhibition IL-17A Inhibition

Guselkumab Secukinumab
| Neutrophil

Innate
lymphoid cell

TNF

Myeloid Activated Le = Mast cell

IL-23
§
dendritic cell dendritic cell % ”ﬁ

IL-12

Innate immune cells

Th1 cell

Keratinocyte

e Seckiumab

Targets the p90 subunit of IL-23, reducing IL-17A produced by Targets IL-17A directly, irrespective of its cellular source™
Th17 cells, but not from sources produced independently of the
IL-23 pathway, such as certain innate cells' 2

IL, interleukin; IL-17R, interleukin-17 receptor; Th, T helper cell; TNF, tumor necrosis factor



l‘ﬁ Phase 3 Clinical Trial Programs

Comparison with Placebo

Risankizumab
IMMhance (N=507)415 FIXTURE (N=1306)®
* *
Wk 16 Wk 52 Wk 104 Wk 0 Wk 12 Wk 52

4_

Wk 28
¢ sPGA 0/1 ¢ ¢ ¢
RIS 5 RIS 150 mg (maintenance) Q12W mmm SEC 300 mg SEC 300 mg Q4W

150 mg
SEC 150 mg Q4W

@— RIS 150 mg (retreatment) Q12W e—
Wk 32

sPGA 23

— RIS 150 mg Q12W
S ETN 50 mg BIW

Comparison with Ustekinumab

SEC 300 mg

SEC 150 mg

ulttMMa-1 (N=506) and -2 (N=491)"

CLEAR (N=676) and CLARITY (1102)"-=
o * *

Wk 16 Wk 52 Wk 12 Wk 16 Wk 52

' '
SR U
B e

4_
4_

SEC 300 mg Q4W

Comparison with TNF Inhibitor

IMMvent (N=605)1617 FIXTURE (N=1306)
*
Wk 16 Wk 44 *

Wk 0 Wk 12 Wk 52

@ Response at Wk 16 SEC 150 mg

4_

SEC 150 mg Q4W

SEC 300 mg

<PASI 50
ADA 80 mg then 40 mg PASI 90 e

Q2W from Wk 1

SEC 150 mg

but <PASI 90

* Primary endpoint @ Randomization

dUstekinumab dosing: 45 mg for subjects <100 kg at baseline; 90 mg for subjects >100 kg at baseline
ADA, adalimumab; BIW, twice a week; ETN, etanercept; PASI, Psoriasis Area and Severity Index; PBO, placebo; QW, every week; Q2W, every 2 weeks;
Q4W, every 4 weeks; Q12W, every 12 weeks; RIS, risankizumab; SEC, secukinumab; TNF, tumor necrosis factor; UST, ustekinumab



&% Phase 3 Trial Objectives and Endpoints

Risankizumab

IMMhance'#+1°

Co-primary endpoints:
PASI 90 and sPGA 0/1 at Week 16 (RIS vs. PBO)

Secondary endpoints:
PASI 100, PASI 75, sPGA 0 and DLQI 0/1 at Week 16;
PASI 75, PASI 90, PASI 100, sPGA 0/1 at Week 52

Withdrawal and retreatment:
maintenance of response and retreatment response®

Prior biologic exposure: 51-56%

Baseline PASI: 19.9-21.2

ultiMMa-1 and ultiMMa-212

Co-primary endpoints:
PASI 90 and sPGA 0/1 at Week 16 (RIS vs. PBO, RIS vs. UST)

Secondary endpoints:
PASI 75 and sPGA 0/1 at Week 12; DLQI 0/1, PASI 100, PSS 0 and PSS change from
baseline at Week 16; PASI 90, PASI 100 at Week 52

Additional secondary endpoints for ultiIMMA-2:
PASI 75 at Week 16; sPGA 0/1 and PASI 75 at Week 52

Prior biologic exposure: 30-43%

Baseline PASI: 18.2-20.6

IMMvent'e-17

Co-primary endpoints:
PASI 90 and sPGA 0/1 at Week 16 (RIS vs. ADA)

Secondary endpoints:
PASI 75 and PASI 100 at Week 16; PASI 90, sPGA 0 and sPGA 0/1 at Week 44

Prior biologic exposure: NR

Baseline PASI: NR

FIXTURE"

Co-primary endpoints:
PASI 75 and IGA mod 2011 0/1 at Week 12 (SEC vs. PBO)

Secondary endpoints:
Superiority vs. placebo (PASI 90 at Wk 12); non-inferiority vs. ETN (PASI 75 at Wk 12);
superiority vs. ETN (PASI 75 or IGA 0/1 at Wk 12); superiority vs. ETN
(proportion of subjects maintaining PASI 75 or IGA 0/1 from Wk 12 to 52)

Prior biologic exposure: 11-14%

Baseline PASI: 23.2-24 1

CLEAR?9:20

Co-primary endpoints:
Superiority of SEC vs. UST for PASI 90 at Week 16

Secondary endpoints:
Superiority of SEC vs. UST for PASI 75 at Week 4 and PASI 90 at Week 52

Prior biologic exposure: 13—14%
Baseline PASI: 21.5-21.7

CLARITY?

Co-primary endpoints:
Superiority of SEC vs. UST for PASI 90 and IGA 0/1 (clear/almost clear skin) at Week 12

Secondary endpoints:
Superiority of SEC vs. UST for PASI 75 at Week 12, PASI 75 at Week 4, PASI 90 at Week 16,
PASI 100 at Week 16, IGA 0/1 at Week 16, PASI 100 at Week 12 and PASI 75 at Week 16

Prior biologic exposure: 20-24%
Baseline PASI: 20.8-21.3

Baseline patient Trial baseline
characteristics characteristics

ADA, adalimumab; DLQI, Dermatology Life Quality Index; ETN, etanercept; IGA, Investigator’s Global Assessment; NR, not reported; PASI, Psoriasis Area and Severity Index;
PBO, placebo; PSS, psoriasis symptom scale; RIS, risankizumab; SEC, secukinumab; sPGA; static Physicians Global Assessment; UST, ustekinumab



Mean
age
(Years)

Male
(%)

Weight
(K9)

Time
since
diagnosis
(Years)

Biologic
exper.
(%)

Baseline
PASI

Baseline
DLQI

O =X -OICXCX=XE)

RIS
150mg
(N=407)

S
©
(o)

69.5

92.2

NR

56.5

19.9

Z
A

Detailed Baseline Characteristics

PBO
(N=100)

47.9

73.0

91.1

NR

49.0

51.0

2
A

No baseline characteristics available for IMMvent

RIS

150mg
(N=304)

48.3

70

87.8

NR

34

20.6

13.0

46.5

70

88.9

NR

30

20.1

13.6

PBO
(N=102)

49.3

77

88.8

NR

39

20.5

12.3

RIS
150mg
(N=294)

46.2

69

92.2

NR

40

20.5

13.5

ETN, etanercept; NR, not reported; PBO, placebo; RIS, risankizumab; SEC, secukinumab; UST, ustekinumab

48.6

67

91.9

NR

43

18.2

11.7

46.3

68

92.2

NR

43

18.9

12.9

SEC
300mg

(N=327)

44.5

69.0

83.0

15.8

11.6

23.9

NR

FIXTURE™

SEC
150mg

(N=327)

45.4

68.6

83.6

17.3

11.8

23.2

NR

ETN
(N=326)

43.8

69.4

84.6

16.4

11.8

23.2

NR

PBO
(N=326)

44 1

68.5

82.0

16.6

10.7

241

NR

SEC
300mg

(N=337)

45.2

68

87.4

19.6

14.2

21.7

NR

44.6

74.3

87.2

16.1

13.0

21.5

NR

SEC

300mg
(N=550)

45

64.7

91.0

16.8

20.0

20.8

NR

®

T i

IMMhance'® ultiMMa-1"2 ultiMMa-212

PBO
(N=98)

CLEAR" CLARITY?

45

68.1

93.0

17.3

23.6

21.3

NR



Risankizumab and Secukinumab are Effective ®
at Skin Clearance vs. TNF Inhibitors

. i —

FIXTURE at Week 1218

IMMvent at Week 1616

100 - 100 -

S 804 72 S 80-

(dp) (dp)

§ 60 47 § 60

S 40- 40 S 40-

a 23 @ 20.7

- B el .

0 - 0 -
PASI| 90 PASI 100 PASI| 90 PASI 100

® RIS 150 mg (N=301) ® SEC 300 mg (N=323)
® ADA (N=304) @ ETN (N=323)

### p<0.001 for RIS vs. ADA
*** P<0.0001 for SEC vs. ETN

Data presented are non-responder imputation
ADA, adalimumab; ETN, etanercept; PASI, Psoriasis Area and Severity Index; RIS, risankizumab; SEC, secukinumab; TNF, tumor necrosis factor



Speed of Onset from Week 0 to Week 16 X

Risankizumab L Secukiumab

ultiMMa-1"2 CLEAR"

< 100- < 100- 80
Py _ “ 75 Y ] 74
S 60- - S 60-
o 44 o
O 40+ O  40-
5 " 5
(z) 20 N 6 @ 20 N
a8 O/l | | | a8 O | | I |
0 4 3 12 16 0 4 3 12 16
Week Week
~o— RIS 150 mg (N=304) —B- SEC 300 mg (N=334)
JST (N=100) UST (N=335)

### p<0.0001 for RIS vs. UST
** P<) 0001 for SEC vs. UST

Data presented are non-responder imputation

PASI, Psoriasis Area and Severity Index; RIS, risankizumab; SEC, secukinumab; UST, ustekinumab



Risankizumab and Secukinumab Reduce the Impact ®
of Psoriasis on QoL vs. Ustekinumab

. i —

ultiMMA-1/-21 CLEAR?9:20

o’\; 100 - -~ ;\; 100 -

E I 75 ittt iy ﬂ .

£ 809 & R 2 804 72 72

© ©

- - 58 59

o 060 - 47 16 o 060 -

o 43 44 73

®  40- O 40-

S 90- S 90-

G G

'a 0 - e 0 -

Week 16 52 16 52 Week 16 52
ultiMMA-1 ultiMMA-2
® RIS 150 mg ® SEC 300 mg (N=334)

UST UST (N=335)

### p<0.001 for RIS vs. UST
Data presented are non-responder imputation

DLQI, Dermatology Life Quality Index; PBO, placebo; QoL, Quality of Life; RIS, risankizumab; SEC, secukinumab; UST, ustekinumab



Risankizumab has Efficacy Data up to 1 year —
Secukinumab has Efficacy Data up to 5 Years

Risankizumab
ultiMMa-1 at Year 12 CLEAR at Year 1%

g 100 - wo 82 g 100 - e .
2 80 - w72 —— 2 80 - oy 10
© ©
S 60 - C 50 -
S 44 S 44
O 40 - O 40 -
(@) (@)
(0_,; 20 - % 20 -
E O 'L'/ ' | | | | | | | | | | | | E O T | | | | | | | | | | | | 1

0 4 8 12 20 24 28 32 36 40 44 48 5 0O 4 12 16 20 24 28 32 36 40 44 48 5

Week Week
—0— RIS 150 mg (N=304) UST (N=100) ——— SEC 300 mg (N=334) UST (N=335)
ultiMMa-2 at Year 12 SCULPTURE at Year 5%

o\\o/ 100 1 #\%\# AAA M AR ANA 85 100 80
2 80- i D < 80 -
©
S 60 - 51 g 60 f%ﬁ—ﬁ—%
3 2 =
3 40- S 40 JONP N0 0000000000000 4y L o & o
> 204 L 20 -
P # SEC 300 mg (N=168)
E 0 '.A_F"'é_ﬁ T T T T T T T T T 0 T T T |

O 4 8 12 16 20 24 28 32 36 40 44 48 52 52 104 156 208 260

Week Weeks
—0— RIS 150 mg (N=304) UST (N=100) - PASI 75 —&— PASI75 —e— PASI 100

### P<0.0001 for RIS vs. PBO: A P=0.0107, M P=0.0001, MA P<0.0001 for RIS vs. UST
* P=0.05, ** P<0.001 for SEC vs. UST

ultiIMMA-1 and -2: Data presented are non-responder imputation; CLEAR: Data presented are multiple imputation. Only response-evaluable subjects were included; SCULPTURE: Data presented are multiple imputation

PASI, Psoriasis Area and Severity Index; RIS, risankizumab; SEC, secukinumab; UST, ustekinumab



Safety

. g Secukinumab

O [1 year safety data available’ ] (5 year safety data available® ) O
) 4 . . )
Comparable rate of AEs and SAEs Favorable safety profile, used in
A across active treatment and comparator >150,000 patients
12,14-16 . . . o5
kand/or placebo groups y k(ac:ross all approved indications) y
. . . . ) N . . . )
Incidence of serious infections Incidence of serious infections
(0.3—3%), malignancies (0.3—1%), and (0.6—1.2%), malignancies (0.3—0.6%),
MACE (0—-1%) were low and similar and MACE (0.3-0.4) were low and
12,14-16 Taal 18
kacross treatment groups p kS|m|Iar across treatment groups y
e . - )
Y, Injection-site reaction data not reported, Y,
/ no serious hypersensitivity events <1% injection-site reactions'® /
observed through 1 year'?
\_ J \_ y,
4 ) 4 )
In the phase 2 study, 17 out of 124 o/ : .
patients developed anti-drug antibodies, :14" Irmne]rtz]’clrjglci)z?r? mglrt}c/i,b odies
with neutralizing antibodies observed in ‘I’ £ off J an’l
3 patients?* (no loss of efficacy)

\_ _/ \ )

AE, adverse event; MACE, major adverse cardiovascular event; SAE, serious adverse event



Hard-to-treat Manifestations

. g Secukinumab

No phase 3 data yet available regarding Dedicated phase 3 studies

difficult to treat areas

Over 70% improvement
In NAPSI score
over 2.5 years?’

59% with PSSI 90 at
Week 2448

59.2% improvement
iIn pplGA score
over 2.5 years®

Nalil Scalp Palmoplantar
psoriasis psoriasis psoriasis

For NAPSI in TRANSFIGURE: All 10 fingernails were assessed; total score ranges from 0 to 80 ‘) @ O

NAPSI, Nail Psoriasis Severity Index; PSSI; Psoriasis Scalp Severity Index; pplGA, palmoplantar Investigator's Global Assessment



Secukinumab is Effective in Nail Psoriasis Through ~ (X)
2.5 Years Risankizumab Efficacy in Nail Psoriasis is Unknown

No data currently available

0

—10 —

—20 -

-30 —

40 -

50 -

—00 —

—70 —

Mean % change in NAPSI from baseline

—72
=80 T T T T T T I T T I T T T T T T T T T T T T T T T T T T T T T T T T T T 7T T T T
0 4 81216 32 48 64 80 9% 112116128132

Weeks of treatment

—&— SEC 150 mg (N=67) —B— SEC 300 mg (N=66)

NAPSI, Nail Psoriasis Severity Index; SEC, secukinumab



Secukinumab is Rapid and Effective in Scalp Psoriasis ®

Risankizumab Efficacy in Scalp Psoriasis is Unknown

100 -
No data currently available Q
— 80 -
g
S 60 - 52.9¢
O
7p)
O 40 -
o
@)
n 20 -
8 2.0 2.0
0 0.0 | |
1 2 3 45 6 7 8 9 10 11 12

Weeks
——- SEC 300 mg (N=51) —%— PBO (N=51)

*P<0.05 % P<0.01,T P<0.001 SEC vs. PBO
PBO, placebo; PSSI, Psoriasis Scalp Severity Index; SEC, secukinumab



Secukinumab is Effective in Palmoplantar Psoriasis ®
Through 2.5 Years

Risankizumab Efficacy in Palmoplantar Psoriasis is Unknown

0
—4
' _10 4
No data currently available 2 -10
2 \
® 20 -
o]
£ i
S -30 a5
o
> -40 -
s —46
o _ -
B 50 56
0 —54
—60 —
N 67 —62
Q.
o _70 -
—69 -75
—-30 rrrrrerrr | | P | | 1
0 48121620242832 40 52 64 7680 92 104 116 128 132
(1.5 yr) (2.5 yr)
Week (1.5 yr)
—4&— SEC 150 mg —— SEC300mg —%— PBO
(N=67) (N=66) (N=68)

PBO, placebo; ppPASI, Palmoplantar Pustulosis Psoriasis Area and Severity Index; SEC, secukinumab



Secukinumab Reduces the Impact of Psoriasis on
QoL in the Real-world Setting for up to 12 Months

Risankizumab

Canadian PSP? CORRONA
' Registry®’
No data currently available Data collected 1251 weeks

X 1004 - 100 -

Lo 90

- 90 90 -

O

S 80 - 80 -

8 g

E 70 %)/ 70

o | -

3 60 - S 60 - 55

= o

g Q.

= 50 - § 50 -

S | - |

0 40 s 40

= =

o 30 S 30-

S 0

g 20 — 20 —

S 10 - 10 -

Calj 0 - 0 -
Biologic-  Anti-TNF Overall N=65 N=34

naive  experienced population

N=156 N=245 N=401
@) 6 months

® 12 months

Canadian PSP: a patient support program (PSP) available in Canada since February 2015 that supports all patients selected by their physicians for treatment with secukinumab for plaque psoriasis. 40% of patients were biologic-naive

CORRONA registry: a US independent, prospective observational cohort study. Patients initiated secukinumab at enrolment and had a 6-month (window: 5 to 9 months) and/or 12-month (window: 11 to 15 months) follow-up visit as of
December 31, 2017. 88-90% of patients were biologic-experienced

DLQI, Dermatology Life Quality Index; QoL, quality of life; TNF, tumour necrosis factor



Risankizumab and Secukinumab are Effective in ®
Improving Signs and Symptoms in Patients with PsA at Week 16

Phase 2 trial*® FUTURE 22313

100 - 100 -
X 80- > 80-
9p) # s B5 7)) s %%k
= * 62 60 = 60
S 60 {57 gm°’ 5 604 7
C C
@) 1 (@) ek *kk
Q. 39 Q 37
D) . 36 n . 35
2 40 3 » 3 40
24 24 24 o FEE
0 - 4 18 15 17
: 7 : . ol
0
O — O - G
ACR20 ACRS0 ACR70 ACR20 ACRS0 ACR70
® Arm 1: RIS 150 mg at Wks 0, 4, 8, 12 & 16 (N=42) ® SEC 300 mg (N=100)
® Arm 2: RIS 150 mg at Wks 0, 4 & 16 (N=42) ® SEC 150 mg (N=100)
® Arm 3: RIS 150 mg at Wks 0 & 12 (N=39) @ PBO (N=98)
® Arm 4: RIS 75 mg at Wk 0 (N=20)
® Arm 1+2 (N=84) Improvement in PsA joint symptoms is

sustained through 3 years?®

# p<0.05, H# p<0.01, ## P<0.001 RIS vs. PBO
* P=0.054, ** P=0.0021, *** P<0.0001 SEC vs. PBO

aACR 20 response at Week 24 was the primary endpoint. SEC 300 mg: 54% (P<0-0001), SEC 150 mg: 51% (P<0-0001), vs. PBO: 15%
Missing data handled by non-responder imputation

ACR, American College of Rheumatology Criteria; PBO, placebo; PsA, psoriatic arthritis; RIS, risankizumab; SEC, secukinumab



PsO, psoriasis

=) Risankizumab Head-to-head Trials

Phase 3 PsO trials

Risankizumab Risankizumab
VS. VS.
secukinumab34 methotrexate®
Estimated primary Not yet recruiting Estimated primary
completion date: completion date:
|—1
NOV

2019



&2, Key Messages

Secukinumabh?23:27-29.32

Risankizumab'414-16

Effectively clears skin and improves
quality of life in moderate-to-severe
plague psoriasis

5 year efficacy in clearing skin,
safety and quality of life data

Proven efficacy in nail, scalp and
palmoplantar psoriasis and
psoriatic arthritis

No data available for longer
than one year

Secukinumab targets the full spectrum
of psoriatic manifestations, providing
comprehensive treatment

No Phase 3 data regarding efficacy
In hard-to-treat manifestations




Posology and Method of Administration X
L seckiumab

Secukinumab is indicated for the treatment of
moderate-to-severe plaque psoriasis
inadults who are candidates for systemic
therapy

Risankizumab is not yet approved for

use in psoriasis

The recommended dose is 300 mg by

subcutaneous injection with initial dosing at
Weeks 0, 1, 2, 3 and 4, followed by monthly
maintenance dosing

Each 300 mg dose is given as two
subcutaneous injections of 150 mg
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