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vltimma-1  ultimma-2 vent nmhance
Rizankizumab faza 3. klinického programu u pacientov so psoriézou(‘“" = )

ultimma-1 ultimma-2 vent immhance

Bez porovnania s ucinnou

Aktivne porovnanie . o .
P Ustekinumab™ Ustekinumab?

s u€innou lie¢bou liecbou?
* Rizankizumab: 150 mg * Rizankizumab: 150 mg * Rizankizumab: 150 mg * Rizankizumab: 150 mg
* Ustekinumab: 45/90 mg (v e Ustekinumab: 45/90 mg (v * Adalimumab: 80 mg * Placebo
Rameno zavislosti od hmotnosti) zavislosti od hmotnosti) vden 0,40 mg v tyzdni 1
« Placebo  Placebo a nasledne kazdy druhy
tyzden

52 tydiiov 52 tyidiiov 104 tydiiov

Velkost skimanej 50
populacie

* Kratkodobad superiorita v porovnani s placebom * Kratkodoba superiorita (16 » Efekt po vysadeni
* Kratkodoba (16 tyZdriov) a stredne dlha (52 tyzdriov ) tyidrﬁov) vV porovnani's Iieéby/opétovnom zacati
superiorita v porovnani s ustekinumabom adalimumabom liecby
Typ dat * Superiorita u pacientov s

neulplnou odpovedou na
adalimumab (PASI 50 — <PASI

90)

; p o L1 p ) . v
Pacienti, ktori spinili kritérid boli zahrnuti do Vinmitless (predlZenej otvorenej klinickej studie)

Rizankizumab splnil primarne aj sekundarne ciele vo vsetkych 4 stadiach

*EU-sourced ustekinumab. PASI; Psoriasis Area Severity Index;.
1. Gordon KB, et al. Lancet 2018;392:650-661; 2. Reich K, et al. Lancet 2019;394:576-586; 3. Blauvelt A, et al. Poster 478 presented at the World Congress of Dermatology 2019 Meeting; 10—15 June 2019; Milan, Italy
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ultimma-1  ulfimma-2 vent hance
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Zakladné a demografické charakteristiky skimanej populacie

ultimma-1 uvllimma-2 vent immhance
U \J
2:]0) UST RZB PBO UST RZB ADA RZB PBO RZB
(N=102) | (N=100) | (N=304) | (N=98) | (N=99) | (N=294) | (N=302) | (N=301) | (N=100) | (N=407)
©
.E‘, Primerny vek (roky) 49 47 48 46 49 46 47 45 48 50
(72}
E’, Etnicka prislusnost 70% 74% 66% 89% 92% 88% 87% 81% 82% 79%
ét‘u (kaukazska populacia))
_‘E ieny 23% 30% 30% 32% 33% 31% 30% 30% 27% 31%
(8]
2 89 89 88 92 92 92 91 89 91 92
2
s, I >100 kg 26% 26% 26% 32% 30% 31% 29% 27% 32% 31%
@ |
§ 35.3 23.0 28.0 32.6 27.3 25.1 20.4 18.9 34.0 346
g 'g 27.9 25.2 26.2 23.9 20.9 26.2 25.5 26.5 28.3 25.6
g8 )
;t:v 'tco) Priemerné PASI 20.5 20.1 20.6 18.9 18.2 20.5 19.7 20.0 21.2 19.9
§ = 39% 30% 34% 43% 43% 40% 37% 39% 51% 57%
E o ©
28w 22% 19% 22% 27% 24% 23% 15% 15% 35% 37%
s = g Lietba inym inhibitorom
= ako TNF v min. 24% 17% 18% 26% 31% 26% 27% 32% 40% 41%

*Diagnostikovana + suspektna psoriaticka artritida (PsA). ADA, adalimumab; BSA, body surface area; PASI, Psoriasis Area and Severity Index; PBO, placebo; RZB, Rizankizumab; TNF, tumor nekrotizujucifaktor; UST, ustekinumab.
tvaha>100 kg, Predchadzajica expozicia TNF bola faktorom na randomizaciu; $Patienti s predchadzajicou lie€bou adalimumabom neboli zaradeni do IMMvent; §Patienti s predchadzajucou lie€bou ustekinumabom neboli zaradeni do
iUltiMMa-1 a-2.

Gordon K, et al. Lancet 2018;392:650-661; Ryan C, et al. Poster P8110 and Langley R, et al. Poster 10093, presented at the at the American Academy of Dermatology (AAD) Annual Meeting; 1-5 March 2019; Washington DC



Aké atributy ucinnosti hladate
pri zvazovani novej lieCby
psoriazy?

« Uplné vycistenie koze

* Trvanie ucinku
* Rychlost nastupu ucinku




ultimma-1  ultimma-2

Vycistenie koze: vysledky stadii UltiMMa -1,2: odpoved PASI 90 v 16. a 52. tyzdni (NRI)

16. tyzdni 52. tyzdni
100%

80,6%
80%

60%

40%

Percento pacientov

20%

0%

*

85,1%

UltiMMa-1 UltiMMa-2 UltiMMa-1 UltiMMa-2

N= 304 100 102 294 99 98 304 100 97 294

P-values for comparison vs placebo or ustekinumab: *P <0.001.
NRI = Non-Responder Imputation; PASI = Psoriasis Area and Severity Index; PBO = Placebo; RZB = Risankizumab.

99

94

my i j

rizankizumab
ustekinumab
placebo
PBO—->RZB



ultimma-1 ultimma-2

Vysledky studii UltiMMa-1,2: PASI 100 v 16. a 52. tyzdni (NRI)

40%

Week 16 Week 52 B Rizankizumab
100% - M Ustekinumab
M Placebo
[l PBO->RZB
80% - o %
" * ] | 67,0%
F 60% 56,3% 54,6% S
5 07 50,7% : o7
k]
()]
&
=
8
]
o

20%

0%
UltiMMa-1 UltiMMa-2 UltiMMa-1 UltiMMa-2

N= 304 100 102 294 99 98 304 100 97 294 99 94

P-values for comparison vs placebo or ustekinumab: *P <0.001.
NRI = Non-Responder Imputation; PASI = Psoriasis Area and Severity Index; PBO = Placebo; RZB = Risankizumab.



Ve v

Rizankizumab preukazal lepsiu klinicka u€innost (absolutna hodnota PASI) v porovrtgm)

ustekinumabom
Signifikantne zlepsenie absolutnych hodnét PASI (0, <1 a <3) v 8. tyZdni a pocas 52 tyzdriov (UltIMMa-1 a -2, integrovand analyza, NRI)

Rizankizumab (n=598) Ustekinumab (n=199)

B PASI<3 PASI <1 PASI 0

B PAsI<3 [ PASI<1 PASI 0

Podanie: ¥ v v v vV Yy v v v
100 - ; ; 100 - | ;
90 - i 90 -
< 80 - < 80 -
2 70 - 3 70 - i
L L 1 |
[ c i i
8 60 - 3 60 -
(8] (8]
3 50 - g 50 -
o . o i
2 40 5 40
£ 30 - & 30 A
20 - 20 -
10 - 10 -
0 L] T L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] 1 o T T T T T T T T T T T T T T T T T T T T T T T 1
0 4 8 12 16 22 28 34 40 46 52 0 4 8 12 16 22 28 34 40 46 52
Dizka lie¢by Dizka lie¢by
(tyZzdne) (tyZzdne)

*p<0.001 vs UST; NRI, non-responder imputation (pacienti bez klinickej odpovede) ; PASI, Psoriasis Area Severity Index; RZB, Rizankizumab; UST, ustekinumab; PASI, Psoriasis Area Severity Index.
Gooderham M, et al. Poster 4250, presented at the World Congress of Dermatology 2019 Meeting; 10-15 June 2019; Milan, Italy



ultimma-1 ultimma-2

Zlepsena kvalita Zivota: DLQI 0/1 v 16. a 52.tyZdni (NRI)

16. tyzden 52. tyzden B rizankizumab
100% - B ustekinumab
* " B placebo
[ PBO—->RZB
80%

60%

40%

Percento Pacientov

20%

0%

ultiMMa-1 ultiMMa-2 UltiMMa-1 ultiMMa-2
N= 304 100 102 294 99 98 304 100 97 294 99 94

P-values for comparison vs placebo or ustekinumab: *P <0.001.
DLQI = Dermatology Life Quality Index; NRI = Non-Responder Imputation; PBO = Placebo; RZB = Risankizumab.



Rychly nastup ucinku: U pacientov liecenych rizankizumabom sa v 4. tyzdni (po prvom podani

davky) preukazalo signifikantné zlepSenie PASI s postupnym narastom ucinnosti. (U,g,}cH Ulma_z)
UltIMMa-1 a -2, integrovand analyza LOCF =

*

100 - * 94 93 95 95

N 89 ol AR R < G

80

*

Priemerné zlepsSenie PASI (%)

@ Rizankizumab (N=598)

— o ® Placebo (N=200)
13 11 10 )
8 12 16 22 28 34 40 46 52
Podanie: A A A Tyzden A A

*P<0.001 vs. placebo. LOCF, last observation carried forward; PASI, Psoriasis Area Severity Index. Stipce chybovosti predstavujlice 95% intervaly spolahlivosti boli prili§ malé na to, aby boli znizornené na grafe.
Lebwohl M, et al. Poster 8108, presented at the American Academy of Dermatology (AAD) Annual Meeting; 1-5 March 2019; Washington DC; Gordon, K et al. Lancet 2018; 392:650-661



Stadia IMMhance: Géinnost rizankizumabu po preruseni a znovu nasadeni lie¢by

immhance

¥ Davka Cast A: Cast B: sledovanie
Dvojito zaslepené prerusenie/znovu nasadenie

SF;(;A Otvorené sledovanie risankizumab Q12W

risankizumab Q12w

\ 4
placebo Q12w

rizankizumab rizankizumab
0 a 4. tyzdefs 16. tyzdefs
-
tyiden 32+ ZMN]

Randomizacia v

4:1 Otvorené sledovanie risankizumab —eee

7.

Re-randomized 1:2
Otvorené predlzenie

placebo rizankizumab
0Oa4 16. yzden

T 1
Visit Week O 4 8 12 1*6 22 28 32 40 52 64 76 88 104

RZB = risankizumab;

Ko- primérny ukazovatrl’ Blauvelt A et al. Poster 34401, presented at the International Federation of Psoriasis Associations Conference; 27 — 30 June 2018;
sPGA = static Physician’s Global Assessment

(PASI 90, sPGA 0/1) Stockholm, Sweden



Z tych pacientov, ktori dosiahli SPGA 0/1 v 28. tyidni, si udrzalo PASI 90/100 $tatisticky vyznamne vicsie
percento pacientov, ktori pokracovali na liecbe RZB oproti tym, ktorym bola liecba RZB vysadena.

PASI 90 a PASI 100 pre pacientov, ktori dosiahli sPGA 0/1 v 28. tyZzdni'=2

Podanie: v \ 4 v v v v
100 Follow-u
856 | o W
/0\04 Y o e 8219 * %
~0O— O O 78,4
80 - —o o
— % " * % * %
2\;’ 64 * % . e 72 1** 61,3**
o . ’
2 60 \o\ ®  pasioo
'g O RZB/RZB (n=111)
o 0 53,4 O RzB/PBO (n=225)
- i
5 \.\ PASI 100
& ® RZB/RZB (n=111)
50 - 30,2 @ RZB/PBO (n=225)
0 L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L]
28 32 36 40 44 48 52 58 64 70 76 82 88 94 100 104
1:2 re-randomizacia R Podanie poslednej davky  Pacienti bez dalsej
Vstup B Tyzdei terapie

Po vynechani 1 davky v 40. tyZdni —sa vysledky skupiny pacientov bez prerusenia liecby RZB a skupiny
pacientov, u ktorych bola liecba vysadena sa signifikantne odlisSovali

*P<0.01; **P<0.001 vs RZB/PBO. PASI, Psoriasis Area and Severity Index; PBO, placebo; RZB, Rizankizumab; sPGA, static Physician’s Global Assessment. (3tatistické hodnotenie lekarom)

1. Langley RG, et al. Poster 10093, presented at the American Academy of Dermatology (AAD) Annual Meeting; 1-5 March 2019; Washington DC, US;
2. Blauvelt A, et al. Poster 478 presented at the World Congress of Dermatology 2019 Meeting; 10—15 June 2019; Milan, Italy.



Aky profil uCinnosti bezne vidite
pri lieCbe, ktoru v sucasnosti
predpisujete?




Stidia IMMVent: Géinnost rizankizumabu vs adalimumab
Ucinnost a bezpe&nost risankizumabu vs adalimumabu pocas 44 tyZdriov (East B od 16. do 44. tyZdria)

| PartA | [ PartB ]
— = = = ®» Randomizovana,
- g dvojitozaslepena,
Risankizumab A ‘
g Nk (e ——>- kontroloyana aktivnym
z komparatorom, s
© ! Vs . . .
5 Risankizumab —p. Paralelnymi skupinami
¥ Weeks 16, 20, & 32 . ki b
Adalimumab ke-randomized 1:1 Nzankizumabu a
Weeks 0,1, 3,5,7,9,11,13,&15 : adalimumabu pocas 44
Adalimumab —— VI .,
Weeks 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, & 41 tyZd nov S prlmarnym
’ ukazovatelom v 16. a 44.
Adalimumab — tyzdr"
Weeks 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, & 41
4 3 L beonne L L L s 4 U U J s
Week 0 1 34 8 12 16 16 20 24 28 32 36 40 44 48
" =RZB 150 mg p— m Key Secondary Primary Endpoint after
V= ADA 40 mg - PASI 90 Endpoints Re-randomization
@ = Visit « sPGA 0/ - PASI 90
Reich K, et.al; Lancet 2019, ed online July 4t

aobbvie



https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(19)30952-3/fulltext

Zmena lie€by na rizankizumab zlepsila klinicktii odpopved’ u pacientov na adalimumabe. V 44.

tyzdni dosiahli zlepSenie z PASI 50 az <PASI 90 po 16 tyzdnoch liecby adalimumabom :
Signifikantne lepsie odpovede PASI 90 a PASI 100 v 44. tyZdni (NRI)

PASI 90 PASI 100

100 - 100 - ® ADA/RZB (N=53)
® ADA/ADA (N=56)
S 80 T 80 A
> 2
[} [}
£ 60 £ 60
S K
® ®
o 40 o 40
2 2
© ©
S 20 S 20
O T T T T T T 1 0 LI T T T T T 1
16 20 24 28 32 36 40 44 16 20 24 28 32 36 40 44
. Dizka trvania 3 Dizka trvania
Cast B vstup (tyzdne) Cast B vstup (tyzdne)

A A A A A A
rTTTTTTTTTTTTTY rTTTT T TTTTTTTIT Y

P-hodnota na porovnanie vs adalimumab: *P=0-142, +P=0-0001, $P<0-0001, 1P=0-0220, | | P=0-0022, **P=0-0073, §P=0-0002. H ﬂ\ H

ADA, adalimumab; ITT, analdyza podla liecebného zameru (intention-to-treat population), t; NRI, non responder imputation; (pacienti bez terapeutickej odpovede) PASI, Psoriasis A POdanle RZ POdanle ADA
Area and Severity Index; RZB, Rizankizumab.

Reich K, et al. Lancet 2019;394:576-86.



Dlhodoba ucinnost: Rizankizumab dosiahol PASI 90 a 100, rovnaka uéinnost pretrvavala 2,5 roka
Udaje z prediZenej otvorenej klinickej studie LIMMitless po dokonceni studii UltIMMa-1 a-2 a IMMvent (prezentované tdaje st na zdklade LOCF

analyzy)
Podanie:

100
X80

>

2

o
S 60

©

[«

9
3 40

a

Dizka trvania (tyzdpe)

eesee mMNRI, N

== | OCF, n

== = OC

20

v

v

v

v

v

UltiIMMa-1, UltiIMMa-2, or IMMvent

83

87

PASI 90 a PASI 1002

v

86

v

89

v

86

v

86

v

LIMMitless

86

\ 4

85

N\ N
vltimma-1 ultimma-2
N N

v

84

v

84

,n, .. 787 778 779 779,
3Prezentované udaje su na zaklade LOCF analyzy.

LOCF, last observation carried forward (posledné pozorovanie); mNRI, modified non-responder imputation (pacienti s netiplnou odpovedou); OC, observed cases (observované pripady); PASI,
Psoriasis Area and Severity Index.

Papp K, et al. Oral presentation, prezentované na 28th European Academy of Dermatology and Venereology (EADV) Congress; 9—-13 October 2019; Madrid, Spain.

T
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787 778 785 787 787
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28
787
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782
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785

\
52
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779

‘
64

787
787
771

‘
76

787
787
762

\
88

787
787
757

\
100
787
787
750

112
787
787
743

\
124
787
787
707

\
136
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583

vent limmitless
N

PASI 90

PASI 100



Zakladné a demografické charakteristiky skumanej populacie

immerge

327 pacientov, multicentrickd medzinarodna, otvorena studia so zaslepenym hodnotielom,
priamo porovnavajuca rizankizumab so sekukinumabom

Vlastnosti populacie

Rizankizumab ['Sekukinumab

Vlastnosti populacie

Trvanie PsO, roky,

Rizankizumab

150 mg
(n =164)

Sekukinumab
300 mg
(n=163)

vek, roky, priemer £ SD 473 +13.4 46.8+14.9
Zeny, n (%) 52 (31.7) 62 (38.0)
Rasa, n (%)
Kaukazska 151 (92.1) 144 (88.3)
Cierna alebo Afro-Americka 6(3.7) 6(3.7)
Azijska 6(3.7) 11 (6.7)
Ina 1(0.6) 2(1.2)
hmotnost,* n (%)
<100 kg 112 (68.3) 109 (66.9)
> 100 kg 52 (31.7) 54 (33.1)

(%)

oriemer + D 18.6+12.6 17.4+£13.2
sPGA, n (%)

3 140 (85.4) 137 (84.0)

4 24 (14.6) 25 (15.3)

<3 0 1(0.6)
Body surface area, priemer + SD 23.8+13.8 26.0+16.1
PASI, priemer + SD 19.8 £ 6.27 20.1+8.06
Predchdadzajuca biologicka liecba, n

62 (37.8) 58 (35.6)

sPGA, static Physician Global Assessment; PASI, Psoriasis Area and Severity Index; PsO, psoriasis. *Mean baseline body weight was 92 kg in the secukinumab group and 91.1 kg in risankizumab group.




Otvorena studia so zaslepenym hodnotitelom ucinnosti

Otvorena Studia so zaslepenym Zaslepena $tudia
hodnotiteflom



Ucinnost primarny ukazovatel: PASI 90 (NRI)

immerge

PASI 90

PASI 90 (p <.001)
100

80

(o))
o

Pacienti, %

D
o

20 A

Week:

0

* * * * N * « +
*
—ll
74 g7 87 89 90 . 88 g¢|g7
66 81
63 63 64 63
62 61 59 60 5y
B Rizankizumab (N = 164)
Sekukinumab (N = 163)
4 8 12 16 20 24 28 32 36 40 44 48 52

V 16. tyzdni 74% pacientov lieCenych rizankizumabom a 66% pacientov liecenych sekukinumabom dosiahlo

V 52. tyzdni 87% pacientov lie¢enych rizankizumabom a 57% pacientov lieCenych sekukinumabom dosiahlo

Rozdiel v 16. tyzdni:
8.2% (-2.2, 18.6); noninferiorny

Rozdiel v 52. tyzdni:
29.8% (20.8, 38.8); p < 0,001

* p< 0,001

t p < 0,0001

NRI, nonresponder imputation; PASI 90, at least 90% reduction from baseline in the Psoriasis Area and Severity Index. Data assessed for intent-to-treat population. Adjusted difference Cl values: 96.25% at Week 16 and 95%; P values
calculated from the Cochran-Mantel-Haenszel test, stratified by weight (< 100 kg vs > 100 kg) and prior systemic biologic use for psoriasis. Nonresponder imputation used for missing data.



Sekundarny ukazovatel Gc¢innosti (NRI)

immerge
* Vo vSetkych zoradenych sekundarnych ukazovateloch rizankizumab preukazal superioritu vs.
sekukinumab v 52. tyZzdni (p < 0,001)*
PASI 100 sPGA 0/1
100 - 100
* * *
* P< 0,001 nominal fF r 1 : 1 ;
t P < 0,001 multiplicity controlled 92 93 92
80 1 +p-0048 80 75 /g6 0 91 91 9o 91 90

Pacienti, %

tyidef: 0 4 8 12 16 20 24 28 32 36 40 44 48 52

60

40

20

27373 71 g 71 71 b
61

* P<.001 nominal
T P <.001 multiplicity controlled

8

12 16 20 24 28 32 36 40 44 48 52

*All secondary endpoints= PASI100, sPGA 0/1 ans PASI75 at week 52
NRI, nonresponder imputation; PASI 100, at least 100% reduction from baseline in the Psoriasis Area and Severity Index; sPGA, static Physician Global Assessment Score. Data assessed for intent-to-treat population. Adjusted
difference Cl set at 95%; P values calculated from the Cochran-Mantel-Haenszel test, stratified by weight (< 100 kg vs > 100 kg)and prior systemic biologic use for psoriasis. Nonresponder imputation used for missing data.




U ktorych typov pacientov by
ste mohli vidiet suboptimalnu
ucinnost liecby, ktoru
predpisujete v sucasnosti?



Dodatocna analyza preukazala, Ze rizankizumab poskytuje ( — .(\-2)

pretrvavajucu ucinnost vo vsetkych skimanych skupinach
UltIMMa-1 a -2, integrovand analyza, NRI

PASI 90 v 52. tyzdni

100 H~
90 -
81,3 81 82,5 816 80,6 80,8
80 A
£ 70 -
3
< 60 4
[=
S 50 447 47, 47, 47 48,
(1]
Q.
T 40 -
©
o 30 A
a
20 A
10 4
0 -
All patients <25 25-29 230 PASI <18 PASI >18 sPGA3 sPGA4 Bio-naive  Bio- Bio-failure
(median) (median) (moderate) (severe) experienced
N 199 598 46 138 64 170 89 290 110 292 89 306 166 484 33 114 126 376 73 222 26 78
spolu BMI Zavazinost ochorenia Predchadzajtica liecba biologikami
BMI, body mass index; NRI, non-responder imputation; PASI, Psoriasis Area and Severity Index; sPGA, static Physician Global Assessment. . . .
Foley P, et al. Poster 9780, presented at the American Academy of Dermatology (AAD) Annual Meeting; 1-5 March 2019; Washington DC, US; . Usteklnumab (n=199) . Rlzanklzumab (n=598)

Lebwohl M, et al. Poster 8108, presented at the American Academy of Dermatology (AAD) Annual Meeting; 1-5 March 2019; Washington DC.



Ve

Dodato¢na analyza preukazala, Ze rizankizumab poskytuje pretrvavajuicu uéinnost bez ohladu na

predchadzajucu biologicku liecbu
UltIMMa-1 a -2, integrovand analyza, NRI

N\ N
ultimma-1  ultimma-2
N oo

PASI 90

100

80,6 81,3

80

60

40

20

78,4

Il Ustekinumab [l Rizankizumab

*
80,8 84,5
73,1

83,3

Any TNFi IL-17i Any 1 22 Primary Secondary
Expozicia biologickou liecbou Zlyhanie biologickej liecby
N= 73 222 43 134 35 111 26 78 18 58 8 20 8 26 19 60

*p<0.001; tp<0.01; ¥p<0.05 vs UST. PASI, Psoriasis Area Severity Index; sPGA, static Physician’s Global Assessment; TNFi, Tumor Necrosis Factor Inhibitor; IL-17i, interleukin-17 inhibitor.
Utinnost je vyhodnotena na hzéklad analayzy podla lieéebného zameru (intention-to-treat population) (randomizovani pacienti). Chybajtice tdaje boli viozené ako pacienti bez terapeuticej odpovede.
Foley P, et al. Poster 9780, prezentované na the American Academy of Dermatology (AAD) Annual Meeting; 1 — 5 March 2019; Washington DC



Primerné zmeny v jednotlivych segmentoch

Integrovana analyza ucinnosti rizankizumabu v lie€be psoridazy nechtov, kapilicia a ( ey ul@g_z)

palmoplantarnej psoridzy v 52. tyzdni v porovnani s ustekinumabom
UltIMMa-1 a -2, integrovand analyza, LOCF

B Ustekinumab [ Rizankizumab

Psoridza nechtov Psoridza kapilicia Palmoplantarna psoriaza

B D [0 o
o o o o

oproti inicialnym hodnotam, %, .

N
o

o

Spolu NAPSI >12 NAPSI >16 Spolu PSSI >12 PSSI >16 Spolu PPASI >12 PPASI >16
inicialne inicialne inicialne inicialne inicialne inicialne

*P=0.031, tP=0.005, $P<0.001 vs UST. Integrovana analyza UltIMMa-1 a UltiIMMa-2; Zaradeni boli pacienti s inicidlnykm skére >0 NAPSI, PSSI, alebo PPASI, n=598 RZB; n=199 UST.

LOCF, last observation carried forward; LS, least-squares (hodnotené segmenty); NAPSI, Nail Psoriasis Severity Index; PPASI, Palmoplantar Psoriasis Severity Index; PSSI, Psoriasis Scalp Severity Index; RZB, Rizankizumab; UST, ustekinumab.
Error bars represent standard error.

Elewski B, et al. P4251, presented at the 24th World Congress of Dermatology; 10-15 June 2019; Milan, Italy.



Lepsia klinicka Géinnost rizankizumabu v porovnani s ustekinumabom pri dosiahnuti PASI 90
je spojena so signifikatnym zlepSenim symptomov psoriazy bez ohl'adu na podanie liecby ( ul@—1 ul@a-z)
PSS celkové skdre pocas 52 tyZdriov (UltIMMa-1 a -2, integrovand analyza, LOCF)

PASI 90 (NRI)?! PSS celkové skére (LOCF)?*

100 A + 9 a4 ® Rizankizumab
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> 80
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= »
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o X
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o a 3
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20 2
1
O L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] 1 0
0 4 8 12 16 22 28 34 40 46 52
Tyideii Tyideii
Davka A A A A A A A A A A
UST (n) 0 3 26 47 47 53 49 56 53 60 50 168 193 195 195 195 196 19 196 196 196 196
RZB (n) 0 19 137 182 220 239 242 255 249 247 237 479 583 586 587 588 597 597 597 597 597 597
P values for comparison vs. ustekinumab: 1P<0.0001, §P=0.0107, *P<0.001, +P<0.05. *The PSS measures bOIeSt'I erytéml Svrbenie a pa’lenie

LOCF, last observation carried forward; PASI, Psoriasis Area and Severity Index; PSS, Psoriasis Symptom Scale ($kala psoriatickych symptémov); RZB, Rizankizumab; UST, ustekinumab.
1. Gordon KB, et al. Lancet 2018;392:650-661 2. Augustin M, et al. Poster P1996, presented at the 27th European Academy of Dermatology and Venereology (EADV) Congress; 12—16 September 2018; Paris, France



Pri liecbe RZB bez prerusenia bolo udrziavané PASI 90. Stcasne doslo u pacientov

v . . ve v rv g v e v . . ultimma-1 ultimma-2 vent limmitless
k zlepSeniu kvality Zivota DLQI 0/1 pocas 124 tyzdnov liecby rizankizumabom ( N N
Udaje zo studie LIMMitless prediZenej otvorenej studie nasledujticej po ukonceni studie UltIMMa-1 a -2 aa IMMvent (Prezentované udaje st na zaklade LOCF
analyzy)
1
PASI 90 DLQI 0/11
100 - 100 -
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> >
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3z 401 < 40 -
<] -]
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UltiIMMa-2, UltiMMa-2,
6 or IMMvent LIMMitless 1 or IMMvent LIMMitless
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Dizka trvania 0 4 16 28 40 52 64 76 88 100 112 124 136 04 16 28 40 52 64 76 88 100 112 124
tyzd
(iigne) AA A A A A A A A A A A 4 AA A A A A A A A A A 4
Podanie RZB:
eeee mNRI, n 787 787 787 787 787 787 787 787 787 787 787 787 787 787 787 786 787 787 787 787 787
e | OCF, n 787 778 785 787 787 787 787 787 787 787 787 787 787 787 787 786 776 786 787 787 787
e e OC, n 787 778 779 779 787 782 785 779 771 762 757 750 743 707 583 786 776 763 771 760 736

DLQI odpoved 0 alebo 1: psoridza neovplyvii uje kvalitu Zivota pacienta?

DLQI, Dermatology Life Quality Index (Dermatologicky in dex kvality Zivota); LOCF, last observation carried forward; mNRI, modified non-responder imputation (pacientis ¢iastoconou odpiovedou); OC, observed cases
(observované pripady); PASI, Psoriasis Area and Severity Index; RZB, Rizankizumab.

1. Papp K, et al. Oral presentation, presented at the 28th European Academy of Dermatology and Venereology (EADV) Congress; 9-13 October 2019; Madrid, Spain; 2. Gordon K, et al. Lancet 2018;392:650-61.



V nezavislej NMA, do ktorej bolo zahrnutych zahrnutych 62 RCT s viac ako 44 000 pacientmi, rizankizumab dosiahol
najvyssie relativne poradie v porovnani s inymi lieCcbami na zdklade odhadov Gcinnosti a znasanlivosti pocas
obdobia 12 - 16 tyzdnov.

Postavenie liekov je zaloZené na hierarchickom hodnoteni SUCRA, na zdklade ucinnosti a zndsanlivosti systémovych a biologickych liekov, ktoré sa vykondvaju na zdklade usmerneni
Britskej asocidcie dermatoldgov.
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Utinnost (sPGA tista, skoro &ista koiza) bezpeénost (stiajnutie kvéli vedlaj$im Gé¢inkom) hodnotené v tyzdni 12-16.

ADA, adalimumab; BRO, brodalumab; CZP, certolizumab pegol; ETA, etanercept; GUS, guselkumab; INF, infliximab; IXE, ixekizumab; MTX, methotrexate; NMA network metaanalyza, PBO, placebo; RCT, randomized controlled trial; RZB,
Rizankizumab; SUCRA, surface under the cumulative ranking curve; SEC, secukinumab; sPGA, static Physician's Global Assessment; TIL, tildrakizumab; UST, ustekinumab.

Mahil SK, et al. Poster 96, presented at the British Association of Dermatologists 99t Annual Meeting; 2—4 July 2019; Liverpool, UK.



Ve

Rizankizumab preukazal vysoku mieru klinickej odpovede bez poklesu ucinnosti pocas 2,5 roka

* Rizankizumab poskytuje vysoky stupen klinickej téinnosti (PASI 90/100) v 8. tyZzdni. Rovnaka miera
ucinnosti je dosahovand podla randomizovanych klinickych skusani pocas 52 tyzdriov a az po dobu 2,5
roka v predlZenych studiach, bez poklesu Ucinnosti v zavislosti od davky'—

* Pacienti na RZB dosiahli v 28. tyzdni sPGA 0/1, velka Cast pacientov, ktori pokracovali v liecbe RZB si udrzali

terapeuticku odpoved pocas 1 — 2 rokov, na rozdiel pacientov, u ktorych bol RZB z liecby vysadeny®’
— Vacdsina pacientov na lieCbe RZB dosiahla Cistu kozu (PASI 100) po 2 rokoch terapie.

* Rovnakd miera uc¢innosti bola zaznamenana u pacientov s roznymi charakteristikami, vratane rozli¢nej
hmotnosti, r6znej zdvaznosti ochorenia, predchadzajlcej liecby biologikami (vratane zlyhanych
pacientov)®10

* U pacientov, ktori neprerusili liecbu RZB, u ktorych bola zmenena terapia z ADA alebo UST na RZB, nebol
zaznamenany vplyv psoriazy na ich kvalitu Zivota (DLQI 0/1) v 16. tyZdni a rovnako pocas 124 tyzdrovl1!

ADA, adalimumab; DLQI, Dermatology Life Quality Index; PASI; Psoriasis Area Severity Index; QoL, quality of life; RCT, randomized controlled trial; RZB, Rizankizumab; sPGA, static Physician's Global Assessment; UST, ustekinumab.
1. Gordon KB, et al. Lancet 2018;392:650-61; 2. Reich K, et al. Lancet 2019;394:576—-86; 3. Blauvelt A, et al. Poster 478 presented at the World Congress of Dermatology 2019 Meeting; 10-15 June 2019; Milan, Italy; 4. Papp K, et al. Oral
presentation, presented at the 28th European Academy of Dermatology and Venereology (EADV) Congress; 9—13 October 2019; Madrid, Spain; 5. SKYRIZI (Rizankizumab) Summary of Product Characteristics; 6. Langley RG, et al. Poster
10093, presented at the American Academy of Dermatology (AAD) Annual Meeting; 1-5 March 2019; Washington DC, US; 7. Blauvelt A, et al. Poster 478 presented at the World Congress of Dermatology 2019 Meeting; 10-15 June 2019;
Milan, Italy; 8. Foley P, et al. Poster 9780, presented at the American Academy of Dermatology (AAD) Annual Meeting; 1-5 March 2019; Washington DC, US; 9. Leonardi C, et al. Poster 5248, presented at the World Congress of
Dermatology (WCD); 10-15 June 2019; Milan, Italy; 10. Lebwohl M, et al. Poster 8108, presented at the American Academy of Dermatology (AAD) Annual Meeting; 1-5 March 2019; Washington DC, US; 11. Strober B, et al. P1714,
presented at the 28th European Academy of Dermatology and Venereology (EADV) Congress; 9-13 October 2019; Madrid, Spain.





