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Avdpog 28

ETWV,
LOLWTIKOC utaAAnAocg

e o/a : Wwplaon amo
14 etwv (2007 )

e WwpLaotkn
ApBpitida ano 20
gTwv (2013)




CASE REPORT 1

Avdpog 28

ETWV,
LOLWTIKOC utaAAnAocg

e o/a : Wwplaon amod
14 etwv (2007 )

e WwpLaotkn
ApBpitida ano 20
geTwv (2013)

Comorbidities

e AucAutidbatpia

e KataBAupn

e BMI 45
(2B:130kg,
Y:1,7m)




CASE REPORT 1

Avdpac 28 Comorbidities Drug history:
ETWV,

10LwTLKOG untaAAnAoc

* MTX (Stakomn Aoyw
NMATOTOELIKOTNTAG)

e CyA (Sakormn Aoyw
QPTNPLAKAG UTIEPTAONC)

e anti- TNF ( < 6 punveg/ each —

e AucAutidbatpia

! 1o failure ) :
. , ° Katae}\ll.l)r] Etanercept/Adalimumab/
® (I/CX : Wwplaon ano ° BMI 45 Infliximab
14 etwv (2007 ) e Ustekinumab 45mg - 10
(2B:130kg, failure (2014)
¢ Secukinumab - 14 months,
Y: 1;7m) partial response (2017)

e WwpLaotkn
ApBpitida ano 20
eTwv (2013)

e Ustekinumab 90 mg - 16
months, partial response.

¢ Brodalumab 22 montk




CASE REPORT 1

24/1 1/20  JUMMETPKA TIOAUapBpitida,

; ovuxoduotpodia
Evapﬁn e Aéppa : KATA TAAKOC , TPLXWTO

KePAANC KoL OTAYOVOELONC.
Guselkumab BSA 30%, PASI 14,4

DA PSA No. gvaicOntwv apBpwoewv = 20

, , No. SloykwpeEvwyY apBpwaoswv= 20

Evapgn q f'vwun acBevouc (0-10) =10
'vwun tatpou (0-10) =10

CRP (mg/L). =32,5

63,25




CASE REPORT 1

2100 e Meta 5 punveg

Bepaneia, BeAtiwon
Guselkumab katd 50% oto S€pua...

ZTOUC 5 uﬁvgq e No. svailoOntwv apBpwoswy = 2

* No. SloyKwHEVWY apBpwoewv= 2

DYAYPAYAY e [vwun aoBevouc (0-10). =5
'vwun tatpou (0-10). =5

63,25915 e CRP (mg/L). =10




Pooled DISCOVER 1 and 2

Guselkumab shows rapid onset of effect on components of ACR response criteria

* Pooled data from DISCOVER 1 and DISCOVER 2 (N=1120)

* For each ACR component, achievement of 220% improvement from BL was assessed over time through Week 24 for the
combined GUS (g4w and q8w) groups

Median Time to ACR20 Response Proportion of patients with 220% improvement from
BL through Week 24
& 100 - - :
5 GUS Qaw & qsw 220% improvement
g from BL, %
E 12 16 20 24
2
&
g’ ACR20 20 39 50 56 60 61
£
8 : HAQ-DI 36 45 52 54 56 57
(&) I
© 1
@ l
S o0 = gumemesseee ) : SJC66 61 74 84 86 87 88
g 5 g TIC68 48 65 75 79 80 81
B esed : '
O\o 1 1 1 1 1 =
5 A E 2 B PGA 50 67 74 78 81 81
Weeks
N PtGA 35 48 58 59 62 64
GUS Q4w 373 347 287 149 83
GUS Q8W 375 350 296 161 97 Pt pain 32 48 55 58 61 63
PBO 372 352 321 239 191
------ GUS 100 mgQ4W —— GUS 100mgQ8W —— PBO it Sk . e e o .

GUS demonstrated ACR20 improvements with separation from PBO in ACR components as early as Wk 4 (consistent with {, inflammation by GUS and prior serological studies). At early study time
points, both pts and physicians were able to discern improvements in S/S of arthritis that rapidly followed |, in systemic inflammation (CRP). The predominant drivers of ACR20 response rates at
Wk 24 in GUS pts were SIC66/TJC68/PGA

Abbreviation definitions in slide notes. Nash et al. EULAR 2021 AB0525.



Pooled DISCOVER 1 and 2

Guselkumab provides sustained domain-specific and comprehensive efficacy through Week 52

Percentage of Patients (%)

100 - Disease activity at Week 24 (NRI) Disease activity at Week 52 (NRI)

80 -

60 -
52.5 542

40 - *%
O xx 30.1
243 773
20 -
* **
7.8
43 6.4
-
0 B T T
MDA VLDA PASDAS LDA DAPSA LDA DAPSA remission MDA VLDA PASDAS LDA DAPSA LDA DAPSA remission
GUS 100 mg q8w (n=375) B GUS 100 mg q4w (n=373) H PBO - GUS 100 mg q4w (n=372)

*p<0.05; **p<0.001; Unadjusted (nominal) p-values are not controlled for multiplicity and are descriptive/supportive only. Further information on PASDAS and DAPSA cut-off values can be found in the slide notes.
GUS, guselkumab; DAPSA, Disease Activity Index for Psoriatic Arthritis; LDA, low disease activity; MDA, Minimal Disease Activity; PASDAS, Psoriatic Arthritis Disease Activity Score; PBO, placebo; q4w, every 4 weeks; q8w, every 8 weeks; VLDA, Very Low disease Activity.

Coates et al. EULAR 2021 POS1024.



ACR responses at Week 52 by prior TNFi exposure?

ACR20, 50 and 70 response at Week 52 (NRI)

No prior TNFi Prior TNFi
100 -+ 100 -
B PBO->GUS 100 mg g4w (n=87%*)

B GUS 100 mg q8w (n=86)
80 - 75.6 GUS 100 mg g4w (n=90)

B PBO->GUS 100 mg g4w (n=39%*)
B GUS 100 mg q8w (n=41)

3.4 GUS 100 mg g4w (n=38)

58.5

58.6 ©0-5

60 56.7 60

Proportion of patients (%)
Proportion of patients (%)

ACR20 ACR50 ACR70 ACR20 ACR50 ACR70

*Among the 39 TNFi-experienced and 87 TNF-naive patients randomised to receive PBO followed by GUS g4w, 7 and 5, respectively, received PBO only and 32 and 82, respectively, started GUS q4w at Week 24 (post-Week 24 response assessments).
ACR, American College of Rheumatology; GUS, guselkumab; PBO, placebo; q4w, every four weeks; q8w, every eight weeks ; TNFi, tumour necrosis factor inhibitor.

1. Ritchlin CT, et al. Presented at the EULAR e-Congress, June 2020. Poster 0397.



DISCOVER 1

PASI| responses at Weeks 24 and 52 by prior TNFi exposure

Prior TNFi (NRI) No prior TNFi (NRI)
1 1
100 - Week 24 | Week 52 100 - Week 24 | Week 52

o : 0 :
S | S |
-~ 80 - | 75.0 - 80 - | 75.4
2 I 2 67.2 I 654 66.0 67.2
@ ! 57.1 o !
= 60 - 53.6 | 53.8 ¢4 ' = I
© 1 © 1
o 41.4 ' o '
S 40 - 35.7 : S :
c c
S ! S !
£ 1 € 1
S 20 ' 2 !
§' 27 10.3 I §' I
o | [-% |

Y [ [

. O
PASI 90 PASI 100 PASI 90 PASI 100 PASI 90 PASI 100 PASI 90 PASI 100
H PBO - GUS 100 mg gq4w (n=26) ® GUS 100 mg q8w (n=29) = GUS 100 mg q4w (n=28) H PBO - GUS 100 mg g4w (n=52) B GUS 100 mg q8w (n=53) = GUS 100 mg q4w (n=61)

GUS, guselkumab; PASI, Psoriasis Area and Severity Index; PBO, placebo; PsA, psoriatic arthritis; g4w, every 4 weeks; q8w, every 8 weeks; TNFi, tumour necrosis factor inhibitor.

Ritchlin C, et al. ACR Convergence 2020, November 5-9. Poster 0888.



ACR20 Responses through 1 Year

ACR20 Response through Week 24 (NRI) ACR20 Response at Week 48 (NRI)
100 - 100 - 87.5% completed study

g g agent through Week 44
%] 80 - Y80 -
3 p<0.001* S
- =
= | EE
a 60 correction E 60 - 54.9 S7.7
Y Y=
o 48.1 o
&b 40 - —* )
o 44.4 0 40
e o
c c
g 19.8 ol
o 20 — o 20 -
o a

0 0 -

4 8 12 16 20 24
Week = PBO—GUS 100 mg q8w (n=51)
—=-PBO (n=96) —+GUS 100 mg g8w (n=189) = GUS 100 mg g8w (n=189)

*p<0.001 adjusted for multiplicity testing; 'p<0.001 nominal (not adjusted for multiplicity testing; GUS: Guselkumab Coates et al. EULAR 2021 #0P0230.



COSMOS

ACR20 response at Week 24 (NRI)

By baseline patient and disease characteristics By prior and concomitant medication
GUS G8W vs PBO GUS Q8W vs PBO _
0dds Ratio (95% CI) GUsQsw PBO Odds Ratio Odds Ratio (95% CI) GusQsw  PBO Odds Ratio
n (%) n (%) (95% CI) n (%) n (%) (95% CI)
All patients —e—i 84 (44.4) 19 (19.8) 3.2(1.8,5.8) All patients —e— 84 (44.4) 19(19.8) 3.2(1.8,5.8)
Sex
Male —e—i 42 (48.8) 10 (19.2) 4.0 (1.8, 9.0) N°"'b'¢|{|09'° DMARDs
Female —e—i 42(40.8) 9(205) 27(1.2,6.1) at baseline
Body weight (kg) No —e— 27 (39.1) 5(13.9) 4.0(1.4,11.5)
<90 —e—i 55(451) 8(170) 4.0(1.7,9.3) Yes —e— 57 (47.5) 14(23.3) 3.0(1.5,6.0)
>00 —e— 20 (43.3) 11(224) 26(1.2,6.0) MTX . 52(49.5) 11(22.0) 3.5(1.6.75)
Swollen joints (0-66) . .
<10 —e—i 55(47.8) 13(203) 3.6 (1.8,7.3) otrz' °°Ir,"°°5‘er°'d5
1010 15 PN 18(42.9) 4(18.2) 3.4(1.0,11.7) al baseline .
>15 —e— 11(344) 2(200) 21 (04, 116) Yes H—e 16 (48.5) 6(28.6) 2.4 (0.7,7.6)
Tender joints (0-68) No —o— 68 (43.6) 13(17.3) 3.7(1.9,7.2)
<10 H—e— 9(333) 3(15.0) 2.8(07 12.3) NSAIDs at baseline
10to 15 —— 28(571) 5(18.5) 5.9 (1.9, 18.0) v
>15 —o—i 47 (41.6) 11 (22.4) 2.5(1.4,5.3) es e 46 (43.8) 8(16.3)  41(1.8,9.6)
CRP (mg/dL) No —e— 38(45.2) 11(23.9) 2.6(1.2,5.9)
=0.3 —e— 35(467) 11(25.0) 2.6 (1.2,6.0) Prior TNFi agent
0.3t0 1 —e— 25(40.3) 4(14.3) 4.1 (1.3,13.1)
>1 —— 23(451) 4(167) 41(1.2,13.7) ! o 79473) 18(21.2) 33(1.8,61)
Dactylitis 2 | ° i 5(227) 1(91) 2.9(0.3,28.9)
Yes —— 31 (46.3) 8(22.2) 3.0 (1.2,7.6) Reason for prior TNFi
Esthesitis 55487) 13(208) 3.0 (15.64) Inadequate efficacy —e— 70 (44.0) 17 (21.5) 2.9(1.5,5.3)
es —e—i . } .0 (1.5, 6.
——
No . 29(475) 6(18.8) 3.9 (1.4,10.9) Intolerance 14 (46.7) 2(11.8) 6.6(1.3,33.8)
I T T T T IIIIIII T 1 IIIIIII
0.1 1 10 100 2 01 1 10 100
Placebo Guselkumab g Placebo Guselkumab
Better Better & Better Better o

ACR, American College of Rheumatology; CRP, C-reactive protein; DMARD, disease-modifying antirheumatic drug; GUS, guselkumab; MTX, methotrexate; NRI, non-responder imputation; NSAID, nonsteroidal anti-inflammatory drug; PBO, placebo; q8w, every 8
weeks; TNFi, tumour necrosis factor inhibitor. Coates LC, et al. Presented at EULAR 2021. OP0230.

Coates et al. EULAR 2021 #0OP0230.



Skin Responses through 1 Year

PASI100 through Week 24 (NRI) PASI100 at Week 48 (NRI)
100 - 100 - 87.5% completed study

. . agent through Week 44
E 801 E go -
wv (%)
€ p<0.001* e
V] (V]
omm 60 4 e
© - © 60 1 53.4
a correction: [
s o 33.8 s
v t v 40 -
&0 8.6 30.8 &0
fd fd
c c
g 20 8 20 -
Q 3.8 3.8 &

O - 0 |

Week 16 Week 24
= PBO—GUS 100 mg q8w (n=23)
mPBO (n=53) ®GUS 100 mg g8w (n=133) m GUS 100 mg g8w (n=133)

*p<0.001 adjusted for multiplicity testing; 'p<0.001 nominal (not adjusted for multiplicity testing); GUS: Guselkumab Coates et al. EULAR 2021 #0P0230.



CASE REPORT 1

Nuvaika 45 stwv

KamviotpLa,

BMI 35
(2B: 90kg, Y: 1,6m)
Wwpiaon ano 27
ETWV




CASE REPORT 1

Nuvatiko 45 sTwv

KamviotpLa,

BMI 35
(2B: 90kg, Y: 1,6m)

Wwpiaon ano 27
ETWV

Drug history:
CyA - 1o failure
Efalizumab
Adalimumab - 1o failure

Etanercept > 20 failure >
Inflam. back pain ,Polyarthritis,
Enthesitis.

PsARC 50, BASDAI 7,5
Etanercept + MTX

PsARC 57,Enthesitis Achilles
left, Nail involvement -

Secukinumab




CASE REPORT 1

Secukinumab
= 18 months well,
lost F/UP

Relapse: T12,S8,
VAS p 8/10,
enthesitis achilles

-2 +MTX 15mg/wk
Treatment failure,

- certolizumab
treatment failure

- golimumab
treatment failure

Drug history:

CyA - 1o failure

Nuvatiko 45 sTwv

Efalizumab

Komviotpla, Adalimumab - 1o failure

BMI 35
(2B: 90kg, Y: 1,6m)

Wwpiaon ano 27
ETWV

Etanercept > 20 failure >
Inflam. back pain ,Polyarthritis,
Enthesitis:

PsARC 50, BASDAI 7,5
Etanercept + MTX

PsARC 57,Enthesitis Achilles
left, Nail involvement -

Secukinumab



CASE REPORT 1

, * Wk O: &apon moAvapBOpitidag, €apon
Evapan 6épuaro’q LLE LIJ(Jo’pioum Kopuoo, AKPWV,
TPLXWTOU KEPAANC Kal avactpodn.

G U Sel ku Mma b DAeypovwsdn oodbualyia kat axiAeLo

evBeottda.

(0,4,12 and every 8 wks) PASI 19 BASDAI 8.7

No. evaiocOntwv apBpwoswv = 22

DA PSA W kO No. Sloykwpévwy apBpwoswv= 10

'vwpn aoBevouc (0-10) =10
'vwpun tatpou (0-10) =10

52,8

CRP (mg/L). =8







Guselkumab 100mg/8wks
6 months later

T12
S4
VAS p 2/10
VAS g 5/10
CRP 5mg/I

DAPSA 52 - 23,5

Skin : PASI 1,2BSA 1, PGA 1
Enthesitis : none




DISCOVER 1,2 pooled enthesitis data

Shift in Enthesitis Severity from BL to Week 52

Mild enthesitis (LEI=1) at BL (n=181) Moderate enthesitis (LEI=2) at BL (n=188) Severe enthesitis (LEI=3-6) at BL (n=351)

Enthesitis at Week 24 Enthesitis at Week 24 Enthesitis at Week 24

Resolved Stable or Resolved Stable or Resolved Stable or
partially partially partially
improved improved improved

7.7

PBO (n=61) PBO (n=74) 37.8 44.6 16.2 PBO (n=117) 21.4 68.4
GUS q8w GUS q8w GUS q8w
. 17.2 14.1 . . . 1 1. .
(n=64) 65.6 7 4 (n=60) 56.7 333 8.3 (n=105) 38 51.4 8.6
GUS q4w GUS q4w GUS q4w
7. 23.2 . 7 7. 7.4 .2 2. 4.7
(n=56) 67.9 3 8.9 (n=54) 53 37.0 (n=129) 30 62.8

Enthesitis at Week 52 Enthesitis at Week 52

Enthesitis at Week 52

Resolved Stable or
partially
improved

Resolved Stable or Resolved Stable or
partially partially
improved improved

PBO - GUS PBO - GUS PBO - GUS
q4w (n=61) 803 115 i q4w (n=74) /-6 8.9 >4 qaw (n=117)
GUS q8w GUS q8w GUS q8w

. 10. . . 23. 1. 1. . 1.
(n=64) 70.3 0.9 6.3 (n=60) 73.3 3.3 7 (=105} 41.9 47.6 9
GUS q4w GUS g4w GUS g4w
(n=56) 75.0 16.1 5.4 e 68.5 14.8 9.3 (n=125) 44.2 47.3 3.1

Observed post-BL status was categorized as resolved (post-BL LEI score=0), stable or partially improved (0 < post-BL LEl score < BL LEI score), or worse (post-BL LEI score > BL LEI score)

Supplement to McGonagle et al. Rheumatology 2021; epub 06APR doi: 10.1093/rheumatology/keab285.



COSMOS

Resolution of Enthesitis and Dactylitis through 1 Year

67% of pts had 37% of pts had
SIS  Enthesitis Resolution (LEI=0; NRI) Dactylitis Resolution (DSS=0; NRI) (iatik

100 - Week 24 : Week 48 100 - Week 24 : Week 48

1 1

§ : ;\-; : 84.6
» 80 - ! > 80 - |
r 1 = :
(<)) 1 Q 1
a.': 1 '; |
- - 1
S 60 ! 55.6 S 60 :
U= 1 Y 1
(@) 1 o I
& : & 40 :
I 40 : I :
c I c I
S : o] !
5 20 : 5 20 - .
a. 1 o 1
1 1
1 1
0 ! 0 - I

m PBO mPBO — GUS 100 mg q8w = GUS 100 mg q8w = PBO mPBO — GUS 100 mg q8w ®mGUS 100 mg gq8w

GUS: Guselkumab; NRI: Non-responder imputation Coates et al. EULAR 2021 #0P0230.



Pooled DISCOVER 1 and 2

Changes in Total BASDAI and Components from BL to Week 52

The benefits that GUS provided in
all BASDAI components at Week 24

Mean Changes in BASDAI from Baseline to Week 52

were maintained at 1 year

- 0 -
(aa] |
£ :
o 1 !
Y |
(<)) 1
1) |
c I
® -2 ,
=
© :
= 1
@© -2.6
-3 - 1 -2.7 :

Q ) -2.8 -2 -2 -2
= 9 31 ! 9 80 .31-30 3.0 29 32 -31 &
(V)] 1 -3.4 -3.4 -3.5
- 4 I :

|

BASDAI ' Fatigue Spinal pain Joint pain Enthesitis Qualitative MS Quantitative MS
m PBO—-GUS g4w ® GUS 100 mg q8w m GUS 100 mg g4w

Least squares mean values were calculated using mixed-effect repeated measures where the number of patients included in the model: n=95 for GUS g4w, n=82 for GUS q8w, and n=110 for
PBO—->GUS g4w. AS: ankylosing spondylitis; BASDAI: Bath AS disease activity index; BL: baseline; LS: least squares; MS: morning stiffness

Supplement to Mease et al. Lancet Rheum 2021;https://doi.org/10.1016/s2665-9913(21)00105-3



Physical Function through 1 Year

HAQ-DI through Week 24 (NRI)

HAQ-DI at Week 48 (NRI)

Week 4 8 12 16 20 24
0 0 1
0.1 -
()]
2D o1 - -0.12 go
P &
@] £ 0.2
(@)
c
© c
o -0.2 - 8
> S -0.3 -
(7]
d .
correction
-0.3 - 04 -
-0.40
-0.4 - 05

= PBO—GUS 100 mg g8w (n=51)

—-PBO (n=96) —+GUS 100 mg gq8w (n=189) m GUS 100 mg g8w (n=189)

*p=0.003 adjusted for multiplicity testing; 'p<0.001 and *p<0.01 nominal (not adjusted for multiplicity testing); GUS: Guselkumab Coates et al. EULAR 2021 #0P0230.



COSMOS

Quality of Life through 1 Year

SF-36 PCS through Week 24 (NRI)

10 -
g p<0.001*
EE

g’o correction:
c 6 - 4.28
@©
< t
O 41 3.38 3.51
§ 2.68
s 2
2

O _

-0.39
_2 4
-4 -
Week 8 Week 16 Week 24

mPBO (n=96)  mWGUS 100 mg q8w (n=189)

SF-36 PCS at Week 48 (NRI)

8*
7.02
o 6
Qo
c
©
<
O
e 4
©
v
=
24
0,

® PBO—GUS 100 mg q8w (n=51)
m GUS 100 mg 8w (n=189)

*p<0.001 adjusted for multiplicity testing; 'p<0.001 nominal (not adjusted for multiplicity testing); GUS: Guselkumab Coates et al. EULAR 2021 #0P0230.



Guselkumab dosing in PsA

The recommended dose of Guselkumab is 100 mg by s.c. injection at Weeks 0 and 4, followed by a
maintenance dose q8w

Injections in the first year of treatment

Week O 4 8 12 16 20 24 28 32 36 40 44 48 52
e
Induction Maintenance dosing

dosing

For patients at high risk for joint damage according to clinical judgement,
a dose of 100 mg g4w may be considered

Consideration should be given to discontinuing treatment in patients
who have shown no response after 24 weeks of treatment

PsA, psoriatic arthritis; g4w, every 4 weeks; q8w, every 8 weeks; s.c., subcutaneous. Tremfya (guselkumab) Summary of Product Characteristics, November 2020.



JUUTEPACHOTA

To guselkumab otoxeveL eva veo povomatt otn Bepareia TnG PwpLaotkng
VOOOU.

To guselkumab metuyaivel onuavtikn BeAtiwon o OAeC TIC EKONAWOELC TNC
Jpwplaotkne apBpitidac (Pwplaon deppatoc, evBeoitida, SakTtuAitda,
apBpitida KAl a&ovikn cuppetoxn).

H amoteAeopatikotnta tou guselkumab Sdtatnpeital og Babocg xpovou Ko
elval aveéaptntn amo tn nponyovuevn Anyn TNFi.



