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Study design of reSURFACE 1 Week-52 PASI Responses by Week-28 PASI

Study design of reSURFACE 2 Baseline Characteristics

INTRODUCTION

: Categories: Tildrakizumab 100 m
o | _ BASE STUDY PARTS? Long-term BASE STUDY PARTS? Long-term Week-28 PASI Categories 9 9
* Psoriasis Is a common, chronic, and iImmune- Safety Safety 90-99 | 75-89 | 50-74 mPASI100 mPASI90-99 = PASI75-89  PASI50-74  m PASI<50
mediated skin disease, affecting 3.2% of the Screening/ | Part1 Part 2 Part3 Extension  |Follow-up Screening/ | Part1 Part Part3 Extension  Follow-up Tildrakizumab 100 mg Cohort 100% | o - : T r—
. - T Y L Number of Patients 91 135 89 37 352 5.5% =770 I '
US population. Approximately 7.4 million Washout L(12weeks) | (16 weeks) (30 veek) (Ontionaf4y) (20 weeks)) | Washout L (12weeks) | (16weeks) (24 weeks) (Optionl 4y) (20Weels) | e age year, so 426(14.1) 450(13.0) 46.1(13.1) 47.2(138) 44.9(13.5) . i gas 3% oo
people |n the US have psor|aS|S1 Eropo(:/ti)on of males (%) 69.2% 70.4% 66.3% 78.4% 69.9% 90% - 10.4% , i ,
» Psoriasis is characterized by painful, pruritic, Placedo (If relapse, then tildrakizumab 200 mg) — - i
. A A Blac 3.3% 1.5% 3.4% 0.0% 3% 80% :
well-demarcated, erythematous plaques with BY Tildrakizumab 200 mg Rl - B Tidrakizumab 200 mo ~ || Asian 66%  9.6% 00%  270%  105% i
silver scale'2, and often negatively impacts 0C : T I 0 g ot 1 ‘
| ; . . T ‘ T || Weight (Kg): mean (SD) 83.0(18.8) 87.4(21.6) 94.5(23.6) 83.4(22.4) 87.6(21.9) 0% i
patients’ overall health, quality of life, A Y , 8| BMI3 (ke/m?): mean (sD) 281(57) 29.2(67) 319(7.7) 284(71) 295(69) 7 |
.. : : o ~ . : 3 4. Tildrakizumab 100 mg P 3 || BodySurface Area: % (SD) 28.9(16.1) 33.5(18.6) 32.0(16.6) 35.7(19.9) 32.2(17.7) | _ :
product|V|ty, and mterpersonal relatlonshlp : '\2 T|Idrak|zumah100mg P ' E b EEEEEE—— E Disease Duration: years (SD) 14.3 (10.9) 16.8 (11.1) 17.8(12.8) 14.3(10.4) 16.2(11.5) 3?:— c0% :
: : : SRR : — — 0 Q|| PASkmean (sD) . 18.5( 5.8) 20.9( 7.9) 19.6( 6.6) 20.6( 85) 19.9( 7.2) 2 |
° Tllcd;raklzumab IS a high-affinity, humanized, Placebo —» (If relapse, then tildrakizumab 100 mg) z > p;ev.9u§ medrl]c?al.condmons (%) — . . . 2 i
IgG1 K, anti-interleukin—23 monoclonal e ¢ &Y placebo || Peoraticarthrics S S 8% | F so% ;
] ] ] ] I \>/ _ C?rdlovascular diseases 25.3% 18.5% 29.2% 29.7% 24.1% g |
antibody designed to block interleukin-23 % % Diabetes 8.8% 6.7% 7.9% 10.8% 8.0% o .
5 - N | ! Hypercholesterolemia 7.7% 5.2% 4.5% 8.1% 6.0% o :
p19°. It is administered subcutaneously once ... p 2 | 2| Hyperipidemis e s 2 1 o § a0 i
every 12 weeks, after two initial doses ) "aceDo I-N ] WL Etanercept 50 mg - | rvertenson v | s | PRI | TWs || B i
- -I . @R Etanercept to tildrakizumab 200 mg || Obesity 1.1% 6.7% 7.9% 10.8% 6.0% !
admInIStered 4 Weeks apart5 E Duslng E Previously treated with biologics 12.1% 19.3% 13.5% 10.8% 15.1% 30% i
. . PRO/TIL 12! Tildrakizumab 200 mg Cohort I
» Two phase-3, double-blind, randomized HOg 0 B 0 B C EN0 0 40 “ . ldrakizumab 200 mg Cohort :
controlled trials (reSURFACE 1: M H m m Mean Age (year, SD) 45.8 (13.5) 45.4(14.1) 47.8(12.7) 46.9(13.0) 46.4(13.3) 20% - i
NCTO1 722331 ] reSURFACE 2 WU W12 W28 Wﬁ,jrt le WZB W52c Eropo(;ti)on of males (%) 74.0% 69.7% 54.1% 67.7% 67.1% i
! ' Baseling — % | | !
NCTO1 729754) demonstrated efﬁcacy and | ) A =randomizaton; | =response (xPAS] 75%] PR =partia respanse (PAS] 50%-74%) [¥=no response (<PAsl 50%): (Q=discantinue alice Sl S L e 78.6% % |
: : : R =randomizaton; [RP=response (2PAS] 75%); PR =partial response (pASl 50%-74%], [¥=no respanse (<pAs] 0%}, (9 =discontinue; W=week ETN=etanercept; PBO=placebo; TIL=fldrakizumab; W=week. Black i — il 20" Zer 6.7% |
Safety of tildrakizumab in the treatment of “ficacy and safety measurements were completed at Weeks 0, 4,8, 12, 16, 22, and 26 and evaluated through Week 64, efficacy was evaluated af #ficacy and safety measurements were completed at Weeks 0, 4,8, 12, 16, 22, and 28, efficacy was evaluated at Weeks 32, 36,40, 46, and AS':” 14-3/% 10-5;" 19-7;4 21-2;4 16-6/% 0 0 !
i i tN- Weeks 32, 36, 40, 46, and 52. Each tildrakizumab dose was comparec! with placebo; Tildrakizumab dosing at Week 12 only for 52, each TIL dose was compared with PBO and ETN: “TIL dosing at Week 12 only for PBO/TIL group; TIL was administered every 12 weeks iy 3.9% 1.4% 6.5% 0.0% 2.6% ’ ] ] o , , ,
adU”.: pgtlents with moderate to-severe plaque nlacebo/bldrakizumab group. Tidrakizumab was administered every 12 weeks during the long-erm extension. during the long-term extension. Weight(Kg):2 mean (SD) 86.1(24.5) 89.5(22.5) 87.3(19.0) 90.2(24.4) 88.4(23.0) p(;:ls=|911<;o P?:lf:;jg PA:,LZ:;)SQ P‘}f,'f;‘;,” ':f.\f'zzﬂf I?::;;? 7:?352;)
psoriasis over the first 28 weeks?. BMI3 (kg/m?): mean (SD) 28.7( 7.5) 30.7(89) 311(75) 30.1(67) 30.1( 7.6
Body Surface Area: % (SD) 30.8 (17.5) 29.6(15.3) 31.7(17.5) 33.2(19.6) 31.4(17.6) Week-28 PASI Groups
* This analysis evaluated longer-term data from Week-52 PAS] f fonts treated Oseas Dur?st;n:years 6o} 168 21:;; 78 2123 167 §133 16 21;:; 17 Elzi;
these two trials to examine whether the ° VVeeK- responses for patients treate

efficacy is sustained or improved from week

RESULTS

with tildrakizumab 200 mg:

Previous medical conditions (%)
Psoriatic arthritis

Cardiovascular diseases

14.3%
24.7%

17.1%
30.3%

9.8%
32.8%

22.2%
30.3%

16.6%
29.4%

Week-52 PASI Responses by Week-28 PASI
Categories: Tildrakizumab 200 mg

28 throuah week 52. | _ _ - Among patients achieving week-28 PASI 100 Diabetes 9.1%  13.2% 11.5% 14.1% 12.1% _ _ L pASl <
J » Overall, 352 patients on tildrakizumab 100 mg (n=77). 84.4% maintained PASI 100, 11.7% had ypercholesterolemia s2%  53%  66%  S0% 54 B
(male: 69.9%; mean baseline age: 44.9 years) PASI 90-99, 96.1% had PASI=90, and all had :zﬁj't'jr'fjfo”;'a R 399 - 1.3% -- 0.7/: oo s
METHODS and 313 on tildrakizumab 200 mg (male: PASI275 at week 52 Obesty (s
67.1%; mean baseline age: 46.4 years) were Among patients achieving week-28 PASI 90-99 o N i
) ) ) ) - - - Notes: PASI= Psoriasis Area and Severity Index; SD=standard deviation; BMI=body mass index :
* Both phase-3 trials randomized adult patients iIncluded. (n=76), 32.9% improved to PASI 100, 48.7% . 5
with moderate-to-severe plaque psoriasis to - The proportions of patients achieving PASI maintained PAS| 90-99, and 17.1% had PASI 75- CONCLUSIONS |
receive tildrakizumab 100 mg or tildrakizumab 100. PAS| 90-99. PASI 75-89 and PASI| 50-74 89 at week 52 20% i
200 mg at weeks 0, 4, then every 12 weeks, at week 28 were 25.9%, 38.4%, 25.3%, and B Q]Tg?? gazt';”iﬁ ag:/'z;"?g va,fselk;%% P’3A‘236'J/5'89 « Among patients with moderate-to-severe )
and used three-part study design 10.5% respectively for those on the 100 mg im;rov,e 4 toOPASpl 90.99. and 39.3% maintained psoriasis treated with tildrakizumab 100 or 2 6o ;
- Part 1 (week 0-12) randomized patients to: dose, and 24.6%, 24.3%, 19.5%, and 31.6% PAS| 75-89 at week 52 | | 200 mg at weeks 0, 4, then every 12 weeks, g i
tilldrakbizumab 100 mg, tggrakizumag jgg/ingé , respectively for those on the 200 mg dose. Among patients achieving week-28 PASI 50-74 those who achieved week-28 PASI=50 and = son |
acebo, or etanercept 50mg (in re _ - j i - - 3 !
P , . P 9 _ | ) Week-52 PASI responses for patients treated (n=99), 6.1% improved to PASI 100, 14.1% continued on the same dose had sustained or | 3 i
- Part 2 (week 12-28) re-randomized placebo with tildrakizumab 100 mg: improved to PASI 90-99, 32.3% improved to PASI improved efficacy from week 28 through week | § «x :
Patients fo tildrakizumab: _ Among patients achieving week-28 PAS! 100 75-89, and 41.4% maintained PASI 50-74 atweek ~ 52. ;
- Part 3 k 28-64, reSURFACE 1; week 28-52, e ] . - - 30% |
reagUR%egE 2) NG patiex‘gewith (n=91), 75.8% maintained PASI 100, 18.7% had o2 | | » The majority patients who achieved week-28 ;
Psoriasis Area and Severity Index (PASI) PASI 90-99, 94.5% had PASI=90, and all had  Among patients who achieved week-28 PASI=75 or PASI=Z90 maintained PASI=75 or - i
response 250% to the same, a higher or a lower PASI>75 at week 52 PASI=90 with either dose of tildrakizumab, PASI=90 at week 52. °
dose of tildrakizumab, or placebo based on their - Among patients achieving week-28 PAS| 90-99 88.9-89.4% maintained PASI290 at week 92. . \ore than half of partial responders (PASI 50- 10%
week-28 PASI responses (n=135), 25.2% improved to PASI 100, 60.7% » Overall, 91.1% patients on the 100 mg dose 74) at week 28 eventually achieved PASI=75 s | o u i
: . : ' i 0 . . . <79 1% I
- This analysis included only patients treated maintained PASI 90-99, and 10.4% had PASI 75- and 93.9% on the 200 mg dose with week-28 and at least 1 in 5 achieved PASI=90 at week o !
with the same dose of tildrakizumab (100 mg 89 at week 52 PASI=75 maintained PASI=75 at week 52. 52. ) ey wel) (9] (e1s3)  (v2te)  (ne3t)
or 200 mg) throughout the first 52 weeks. ~ Among patients achieving week-28 PASI 75-89 o In addition. 33.7%-41.0% of patients with Week-28 PASI Groups
| (n=89), 6.7% improved to PASI 100, 27.0% y 90- 1 Tom3 1570 O P REFERENCES
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PASI 100, PASI 90-99, PASI 75-89 and PASI
50-74.

» Baseline characteristics and PASI responses
at week 52 (observed data) were analyzed for
each week-28 PASI-response group.

— Among patients achieving week-28 PASI 50-74 20.2-29.7% achieved PASI290 and 52.5- 3

(n=37), 18.9% improved to PASI 100, 10.8% 64.9% achieved PASI=75 at week 52.

improved to PASI 90-99, 35.1% improved to PASI = Qverall, 2.6% of patients on the 100 mg (9 out  *
72-89, and 24.3% maintained PASI 50-74 at week of 352) or 200 mg (8 out of 313) dose had 5.
= week-52 PASI<50.
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