UCB

Clinical Study Protocol Bimekizumab

01 Oct 2021
PS0015

PROTOCOL PS0015 AMENDMENT 5.4

A MULTICENTER, RANDOMIZED, DOUBLE-BLIND,
SECUKINUMAB-CONTROLLED, PARALLEL-GROUP STUDY
TO EVALUATE THE EFFICACY AND SAFETY OF
BIMEKIZUMAB IN ADULT SUBJECTS WITH MODERATE-TO
SEVERE CHRONIC PLAQUE PSORIASIS

PHASE 3b

EudraCT Number: 2017-003784-35

IND Number: 128707

Sponsor:
UCB Biopharma SRL
Allée de la Reécherche 60
1070 Brussels
BELGIUM
Protocol/Amendment number Date Type of amendment

Final Protocol 26 Mar 2018 Not applicable
Protocol Amendment 1 17 Oct 2018 Substantial
Protocol Amendment 1.1 (US, Australia, Belgium, Poland, and 11 Jan 2019 Non-substantial
Germany)

Protocol Amendment 2 06 May 2019 Substantial
Protocol Amendment 3 23 May 2019 Substantial
Protocol Amendment 3.1 (US) Australia, Poland, and Germany) 23 May 2019 Non-substantial
Protocol Amendment 4 06 Feb 2020 Non-substantial
Protocol Amendment 4.1 (US, Poland, and Germany) 12 Feb 2020 Non-substantial
Protocol Amendment 5 09 Jun 2020 Substantial
Protocol Amendment 5.1 (US) 09 Jun 2020 Not applicable
Protocol Amendiment 5.2 (Poland and Germany) 18 Jun 2020 Substantial
Protocol Amendment 5.3 (Canada) 01 Oct 2021 Not applicable
Protocol Amendment 5.4 (US) 01 Oct 2021 Not applicable

Confidential Material
Confidential

This document is the property of UCB and may not — in full or in part — be passed on,
reproduced, published, or otherwise used without the express permission of UCB.

Confidential Page 1 0of 263



UCB

Clinical Study Protocol

Bimekizumab

01 Oct 2021
PS0015

STUDY CONTACT INFORMATION

Sponsor

UCB Biopharma SRL
Allée de la Recherche 60
1070 Brussels, BELGIUM

Sponsor Study Physician

Name: I

Address: UCB Biopharma SRL
Chemin du Foriest
B-1420 Braine-1I’Alleud
Belgium

Phone: —

Fax: —

Clinical Project Manager

Name: —

Address: UCB BIOSCIENCES GmbH
Alfred-Nobel-Str? 10
40789 Monheim
GERMANY

Phone: —

Fax: —

Clinical Trial Biostatistician

Name: I
Address: UCB
208 Bath Road, Slough, SL1 3WE, UK
Phone: ]
Fax: L]
Confidential Page 2 0of 263




UCB

Clinical Study Protocol

Bimekizumab

01 Oct 2021
PS0015

Clinical Monitoring Contract Research Organization

Name: PAREXEL International (IRL) Limited-Ireland
Address: Ireland Limited
70 Sir John Rogerson’s Quay
Dublin 2, IRELAND
Phone: +353 (1) 477 3171
Fax: +353 (1) 477 3308
Confidential Page 3 0of 263



UCB

Clinical Study Protocol Bimekizumab

01 Oct 2021
PS0015

SERIOUS ADVERSE EVENT REPORTING

Serious adverse event reporting (24h)

Fax Europe and Rest of the World: +32 2 386 24 21
USA and Canada: +1 800 880 6949
or +1 866 890 3175
Email Global: DS _ICT@ucb.com
Confidential Page 4 of 263



UCB 01 Oct 2021
Clinical Study Protocol Bimekizumab PS0015

TABLE OF CONTENTS

LIST OF ABBREVIATIONS ...ttt sttt 12
I SUMMARY L.ttt ettt sttt ettt sttt 16
2 INTRODUCTION ..ooccccoooeooeseoee oot 18 O(\
2.1 PSOTIASIS ..vvieutieeiietiett ettt ettt et e s e st e s aeesteesseessaesseeeseeesaennseeneesnnesnnennnennns 18 (b’.\.\
2.1.1 Global epidemiology Of PSOTIASIS .....evveerueeriieriieriierierieeeiee et eee e ‘@/
2.1.2 Current treatments fOr PSOTIASIS ...eeuvverrueeeriieiieeeieesieeeieeeieeeriee e @) {19
2.2 Bimekizumab \’}{,Q 21
220 CHICAL oo Lo NN 2
2.2.1.1 Completed StUdIes .....eeevviieriieiieeieeeeecee e .(\ ..... @O 22
2.2.1.2 ONEOING StUAICS ....vveeevieeieeeiieeiie e X é ....... 23
2.2.2 NONCHNICAL......oiiiiiiieciie e Q& ........ b\ 23
3 STUDY OBJECTIVES........ccoommmrrreeeeemsssnsnenesseesssssssssee Q... {@ .................. 24
3.1  Primary ObJECtiVE .....cceeuieiirieeeeieereeeeeie et (Q,\\}O ........................ 24
3.2 Secondary objectives ........c.ccceeevveereveennnnn. Q “\ ........ (&(\ ............................... 24
3.3 Other objectives ........cccovveveerrrueecinnnnene @ ....... {‘\'(b' ...... (22 S 24
4  STUDY VARIABLES......ccooovere b, O e e 25
4.1 Primary efficacy variable.......... \C) ....... QQ%O .............................................. 25
4.2 Secondary variables ............ N ... ®Q QR 25
4.2.1 Secondary efficacy ya e{D)- oo @\ ........................................................... 25
422 Secondary safety vdriables™,......... é‘\ ............................................................... 25
43 Other variables................... 6@ ...... .\S' ..................................................................... 25
43.1 Other efficacy Variabﬁs @ .......................................................................... 25
432 Other safety VQ@@%S * ............................................................................... 26
433 Pharmacokingtic vari &' .................................................................................... 27
434  Immunoldgical V@@@ ....................................................................................... 27
5 STUDY DE (b ............................................................................................... 27
5.1 Study v@'sglpg@(\ .................................................................................................... 27
52 S eriod%. ............................................................................................................. 27
5.2.1 Sc EPETIOA ..o 28
5 tMENE PEIIOA ... 28
6@2.3 % E PErIOA ...t sttt 29
.\@ 524 OLE2 PETiOQ ....ciiieiieeiieeiie ettt ettt ettt ettt s et esseesaaesseensaenseens 30
&\Q 525 Safety FOIOW-UpP Periods........cccecieriierienieniesiesieeie e 30
5.2.6 Premature End of Treatment............cooveiierienienieniecieseesee e 31
53 Study duration per SUDJECT .....cccueeeiuiiiiieieeeeeeeeete e 31
5.4  Planned number of subjects and SIteS .........cccueeriuieriiiiriiieiiie e 31
5.5 Anticipated regions and COUNTIICS........ueeruuirrieerieerieenieeeieesteeereesreeeeeeeseeeseeeeaeenns 32

Confidential Page 5 0f 263



UCB 01 Oct 2021

Clinical Study Protocol Bimekizumab PS0015
5.6 Schedule of study aSSESSIMENLS. ........eeeiviieiiiieiieeie e sre e s eesaee e 32
5.7 Schematic dIAZIAM .. ......ccviiiiieiieeciieeiee e eee et e e e e s e e s beeereeeseeensaeeneeens 44
5.8  Rationale for study design and selection of dOSE€..........ccecvvreviieiiiienieeriiecieecieeeieeas 46
5.8.1 StUAY AESIZN....eiiiiiieiiieie ettt e ae e nneas 46 (\
5.8.2 DIOSE SEIECTION ...ttt 47 s’&\o
6 SELECTION AND WITHDRAWAL OF SUBJECTS .....ccoiiiiiiiiiesieeeeeee e . >
6.1 INCIUSION CTIEETIA ..ottt ettt ettt et sbee s e saeesneennes o) &
6.2 EXCIUSION CTIEETIA ..euvieutieiieiieiieiceitesiee ettt e e enne st e \\,Q 48
6.3 Eligibility for the OLE Period.........cccccceeviiriiiiiiiiieiieieeieeieeeeieeeeiee (bg 51
6.4  Eligibility for the OLE2 PEiOq. .. .....oveeeveeeeeeereeeeeeeeeeesseeeseeeesesseeeseees @ ....... QO. 52
6.4.1 All subjects (OLE2 Groups A and B)..........ccccoeveveveveveercennns (\‘\Q ..... ®\ ....... 52
6.4.2 OLE?2 Period GroupAsubjects..........................................\{; ....... S 52
6.4.3 OLE2 Period Group B SUbJECts ..........cccceevevereeccrennnnne (&Q‘b .................. 52
6.5 Withdrawal Criteria .........coceeveerierieniinienieneneeeeee N Y SR 54
6.5.1 Potential drug-induced liver injury IMP-&iscont@ion. 18 e 56
7  STUDY TREATMENTS......ccccoiieiens S \@. ....... (b&\ ................................. 57
7.1 Description of investigational mediciepodlgs ....... (8 A ........................................ 57
7.2 Treatments to be administered....£........... Q ......... [ Q) TSRO 58

7.3 Packaging........cccoeevrieienenntye \QQ ..... 7o T 63
7.4  Labeling.......cccoeeeivennnens @\/06\00 ..................................................... 63

7.5  Handling and storage r@ mentsw....... .Q(o ............................................................. 63

7.6  Drug accountability............... Qe \® ................................................................... 64

7.7 Procedures for monitorin ject PHANCE....eotieiieiieieieee e 64

7.8 Concomitant medicatigis/trea B et ettt ettt et e et e e et et enbeenees 65
7.8.1 Permitted congtogit ntfteatments (medications and therapies) ............cooevunnv. 65
7.8.1.1 To(@meS@x' LOTIS ©evveeureenreenteeneeeseeteeseesseenseenseenseenseenseensesnseenseenseenseenns 65

7.8.1.2 @r MNEHBATIONS ...e..vie ettt ettt et eaee e 65

7.8.2 P{Qlﬁbl ec eéi}omitant treatments (medications and therapies) ..........ccccocveeneen. 65

7.8.2. 10 .................................................................................................... 67

7.9 @'&mgt&\g ................................................................................................................. 67
7.&75 @edures for maintaining and breaking the treatment blind.................ccce... 68

Q}O 9.1 Maintenance of IMP blind...........c..ccoeviiiiiiiiiiieieeceece e 68

. 7.9.1.2 Breaking the treatment blind in an emergency situation..............ceceeue..e. 68
\67‘ 10 Randomization and numbering of SUDJECES........c.eeevuiiiiiiieiiieie e 68
& 8  STUDY PROCEDURES BY VISIT ..ottt 69
8.1 Screening Visit (2 10 5 WEEKS) ..oviiiieiiiiiieiieiieitecee e 70

8.2 Treatment Period.........ocuviiiiiiiiieieeeeee e e 71
8.2.1 BaSEIINE ViISIt...cciiiiiiiieieiiieit ettt ettt ettt ettt et et ens 71

Confidential Page 6 0of 263



,Q(\

UCB 01 Oct 2021
Clinical Study Protocol Bimekizumab PS0015
8.2.2 Week 1 and Week 2 Visits (3 days relative to Baseline)...........ccccccveeveeennnnnnee. 72
8.2.3 Week 3 Visit (£3 days relative to Baseline) .........ccccceevvvveviieiiiieeiiecieeieee e 73
8.2.4 Week 4 Visit (£3 days relative to Baseline) .........ccocceevvvvevciieeiienciiecieecieee e 73
8.2.5 Week 8 and Week 12 Visits (+3 days relative to Baseline) ..........cccccoeeveeenennnee. 74 (\
8.2.6 Week 16 Visit (3 days relative to Baseling) ..........cceceveeviieeiiieeiieeieeieeee e 75 ,&\O
8.2.7 Week 20 (£3 days relative to Baseline) and Week 28 Visits (£7 days relative to ’gﬁb’
BASEIINE) ..ttt ettt et et £
8.2.8 Week 24 Visit (3 days relative to Baseling) ..........ccceeevveviieiiiieeiieiiens ,{(\O 76
8.2.9  Week 32 Visit (£7 days relative t0 Baseline) .........coooovvrererererrerrsrnes S e 77
8.2.10  Week 36 Visit (£7 days relative to Baseline) ............ccoeceevvereennnn v (b ..... Q 3
8.2.11  Week 40 Visit (£7 days relative to Baseline) ............cccccuenee.e. ;Q\ ........ %) @ 79
8.2.12  Week 44 Visit (£7 days relative to Baseline) ...........cccooceeis. Q... ,{Q ........... 79
8.2.13  Week 48 Visit (£7 days relative to Baseline) ................. {b&\j“ ..... o T 80
8.3 OLE Period ......ooooiieeeeeeeeeeee e e e Tl [T 81
8.3.1 Week 48 Visit (£7 days relative to Bas Qs% ........ \§ ........................... 81
8.3.2 Week 52 Visit (£7 days relative to@hne) [b. .......................................... 81
8.3.3 Week 56 Visit (=7 days relative selmé\.e ........ Q ....................................... 82

8.3.4 Self-injection at home (Wee@ ;68 @ @2 100, 104, 112, 116, 124,

128, 136, and 140) ........... SO0 a8t e G 83

8.3.5 Week 64 (+7 days rela?\(ﬁ Ba@ne) @ 84, Week 108, Week 132 Visits

(£14 days relative t .................................................................... 83

8.3.6 Week 72 (£7 days 1at1ve® Ba@ and Week 120 Visits (14 days relative

to Baseline) ................ %QJ ....... + ....................................................................... 85

8.3.7 Week 96 Visit (+14 days re afive to Baseline) .......oeevveviieiiieieeieeeeeee 86

8.3.8 Week 144 Vlsﬁ& (§( ative t0 Baseline) ........ccoveveveveeeeeieeeceeeeeeeenenn 87

8.4 OLE2 Period .....pmiueeeee et et 89

8.4.1 OLE2 S @mng @a 0 4 weeks) — applicable for OLE2 Group B only ............. 89

8.4.2 seli s1t ............................................................................................ 90

8.4.3 Se{' jection at home (OLE2 Weeks 4, 8, 16, 32, and 40).........cooovrrieiiinininnns 91
8.4.4 @EZ 12, Week 24, and Week 36 Visits (+14 days relative to OLE2

(Q ASBLHIE) ...ttt 92

\§> Week 48 Visit (14 days relative to OLE2 Baseline)........ccoooovvvvcrreereree. 93

0 Prefiature End of Treatment ViSit...........co.co.coveevueeveeveeeeeeeeeeeeeseeseeseseeeees s sessessenes 94

Safety Follow-Up Visit (20 weeks after final dose up to Week 144, £7 days) ........... 94

Safety Follow-Up Visit 2 (20 weeks after final dose in the OLE2 Period, +7 days)... 95

8.8 UnSCheduled ViSit......ccciiiiiiiiiiiieieieeeee e 95

9 ASSESSMENT OF EFFICACY ..ottt 95

9.1 Psoriasis Area Severity INAEX ........cooiiieiiiiiiiiiiieeeee e 95

9.2 Investigator’s Global ASSESSMENt........ccueeviiiriiieiiieiiie e 96

Confidential Page 7 0of 263



@

UCB 01 Oct 2021

Clinical Study Protocol Bimekizumab PS0015
9.3 Dermatology Life Quality INAeX.......c.cccvuieiiiiiiiieieeieeeeeeecee e 97

0.4 SCAIP IGA ..ttt ettt b ettt nea 97

0.5 MINAPST ettt ettt ettt neen 98

0.6 PPIGA ettt ettt aees 98 (\
9.7  European Quality-of-Life 5-Dimensions 3-Level Questionnaire ..............ccceeeveruennee. 99 s’&\o
9.8  Patient Global Assessment Of PSOTIASIS ......eecvvieriiieriieiieecieeeiee e . >
9.9  Itch, pain, and scaling numerical rating scale ...........cccceevveevieriienieneeiieieeeeieee, o) &/

0.10  PASE QUESHIONNAITE .....ccuvieiiiiieiiieeiieeiieeiee et ettt eesaeesareeeseesbeeeaseeeseeeans \"Q 99

9.11 PGADA for arthritis visual analog scale ..........cccccevverierieniinieneeeeeeeen (00 00

9.12  PROtOZIAPRS. ..cuieeiiiieieeiieeie ettt ettt st saeeenees % ....... @g 0

0.13  WPALSHP V2.0..c.coroeoeseseeseeseeseesees oo w7 e 100

10 ASSESSMENT OF PHARMACOKINETIC VARIABLES \{‘Q ...... \ ........... 101

10.1  Pharmacokinetic variables ...........ccoceeviiieriiieniieeie e, K ......................... 101

11  ASSESSMENT OF IMMUNOLOGICAL VARIABLES....{{\ ... \()Q .................. 101

12 ASSESSMENT OF SAFETY ...cccoocveveiiinnns s~\ ........ (\ﬁ ..... ..[8\.' .......................... 101

12.1  Adverse events.........cccceeereeveneneenenne. OQ ...... \®» ....... (b&\ ............................... 101

12.1.1 DefInitions ...eeeeeeeeeeeeeeeeeeeeeeeae L

12.1.1.1  Adverse event..........flrruecme.... Q ......... O ............................................ 101
12.1.1.2  Serious adverse e b, QQ 0 ................................................. 102
12.1.1.3 Adverse even&vec %?ere O ...................................................... 103
12.1.1.4 Other safet (] A SURTSRR 103
12.1.2  Procedures for reportm Mg adVerse eVENtS.......cceevueereerveeierneeneans 103
12.1.2.1 Description o ETSE EUCNLS...eovvtieiiieiieeiceeee e 104
12.1.2.2 Rule for repétition gf-an adverse eVent.........ccocevveriereeneenienieneeseenenn 104
12.1.2.3 Addltl&éﬁ cédutes for reporting serious adverse events ................... 104
12.1.3  Follow u dveévents .............................................................................. 105
12.1.4  PregnaniCy ....... i ettt et n 105
12.1.5  Sus ission of an infectious agent via a medicinal product............ 106
12.1.6 Qs\c\érdo investigational medicinal product ............eccvevvierieiiieieecieeeee 106
12. 1 gnal 4 [ 15T07 5 ) o TSRS RPN 106
12.2 Y INCASUTEINEIIES «....tiieeiiieeeeiieeeeiieeeeieeeeeteeeesnaeeesnseeeennseeesnseeesenseeesnnseeens 107
f@ua‘uon OF PDILIL ..ot e 108
12 2.1.1 Consultation with Medical Monitor and local hepatologist .................... 112
12.2.1.2 Immediate action: determination of IMP discontinuation....................... 112
12.2.1.3 Testing: identification/exclusion of alternative etiology............ccceeeuvene. 113
12.2.1.4 Follow-up evaluation...........cceeeeuieeiiieiiiccieeeeeeeee e e 115
12.3  Other safety MEaASUTCMENLS ........ccueriieieeieeie e eie e ete et et ete et eeteeteeteeseebeenseens 115
12.3.1  Assessment and management of TB and TB risk factors..........c.cceceeverenncnnenn 115

Confidential Page 8 0f 263



«{\

UCB 01 Oct 2021

Clinical Study Protocol Bimekizumab PS0015
12.3.1.1 Tuberculosis assessment by IGRA ..........ccoovieiiiiiiiiieeeeee, 118
12.3.1.2 Chest x-ray fOr tUDEICULOSIS ..oevvieeeiieeiieeiie et 118
12.3.1.3 Tuberculosis QUEStIONNAITE..........cccveeereeeiieeiieeeieeerieeeieeeseeeeseeeesaeesereenns 118
12.3.1.4 Tuberculosis MaNaAZEMENL ...........cccveeevieeiieeieeeieeeiee e e reee e 118 (\

12.3.2  Pregnancy teSTINZ.....ccuiccuireiieeiieeeteeeteeeteeeieeeteeesaeeestaeessaeessseesseesseeeseeensneans 119 s’&\o
12.3.3 VAL SIZNS cutiiiiiiiiiie ettt et s e e e e e e aeeeaeeetae e aaeeenaeenn 1 >
12.3.4  12-lead electrocardio@rams...........ccceeveeriieieenieeieeieeie e eie e
12.3.5  Physical eXamination ............ceeeerierienienienieniiesee e sieste st see e see e \\,Q 120
12.3.6  Height and body weight..........cccooieiiiiieiiiieceeceeee (bg 20
12.3.7  Assessment of suicidal ideation and behavior.............ccccceeveennenne. @ ....... 120
12.3.8  Patient Health Questionnaire-9............ccceeeveviieeiiieeecieeeee (\‘\Q ..... ®\ ..... 120

12.4  Other studymeasurements..........................................................\{.‘@ ...... AT 121
12.4.1  Demographic information...........cceeeveeveeenveenieenreennnenns (&Q‘b ................ 121
12.4.2  Medical hiStory ......ccceccveeriieniieniieeie e N \() ...................... 121
12.4.3  Psoriasis history ........ccccceveeveeneeneennnes A ........ (\A.[é.\' .......................... 121
12.4.4  Data Monitoring and Adjudicatio mitteds)..... (0&\ ............................... 121

13 STUDY MANAGEMENT AND AD Rﬁl .. KA ...................................... 121

13.1  Adherence to protocol................. Q ......... Q ......... [ OO 121

13.2 Momtorlng............................. QQ ..... Q‘% ................................................ 121

13.2.1 Definition of source @

13.2.2  Source data verifigation ... a.... 0. .l e 122
13.3  Data handling............c........... @ ........ \ ................................................................... 123
13.3.1  Case Report Form ¢ etlo@ ........................................................................ 123
13.3.2  Database entry a@eco@tlon ...................................................................... 123
13.3.3  Subject Screa{Q llment log/Subject Identification Code list............ 123
13.4 Termination o SEUAYN et 123
13.5 Archiving ata rég?lon ...................................................................................... 124
13.6  Audit (msge@ .................................................................................................. 124
13.7 GOOL&’H]C CLICR vttt et et e et e et ee et e et e et e et e e st e e s st e e snbeeenseesnseeenseeenneennneenns 124
L N U7 N o O S eSS 124
14. 1 OF ANALYSIS SELS ..veiiiiiiiieeiie ettt e e eee e raeesaaeesareees 124
Ge$aﬂs‘ucal CONSIACTALIONS ... .eeeivieeieieeiieeeiie ettt et e eeeaeeseaeesaaeesaeesseeeanas 125
Planned efficacy analyses ........ccccecuieiiiieiiiieeiiie e 126

14.3.1 Analysis of the primary efficacy variable............cccocveeiieiiiiiiieeece e 126
14.3.1.1 Sensitivity ANAlYSES ....cccvieiiieeiiecieeciee e 127
14.3.2  Other efficacy analySes........cccovierierierienieriesieeee e 128
14.3.2.1 Analysis of the secondary efficacy variables ...........cccocceeviriiiniiniennnne. 128
14.3.2.2 Analysis of the other efficacy variables ...........ccooceevienienieninnieeeee, 128

Confidential Page 9 of 263



UCB 01 Oct 2021

Confidential Page 10 of 263

Clinical Study Protocol Bimekizumab PS0015
144 SUDZIOUP QNALYSES ..eecvvieeiiieeiiieeiie e eieeete et ettt e siae e eesaeeseeesnseeenseesnsaeenneas 130
14.5 Planned safety and other analyses..........ccccueeriieiiiiiiieniieceeee e 130
14.5.1  Safety analySES...cc.eeviirieriieiieniieeiieeee ettt sttt st 130
14.5.2  PharmacoKinetic analySeS.........cccueeruieeiuiriiieeiiieeiieeeieeeieesre e e e e eveeereeeeeeas 130 (\
14.5.3  ImmunogeniCity aNalYSES .......ccceeeiuieriiieeiiieeieeeiieeseeesteesreesreesreeereeeaeeeaeeens 130 s’&\o
14.6  Handling of protocol deviations.............cccvieeiieriieriieeiee et see e 13(1/(0'
14.7 Handling of dropouts or missing data............cccevvueriiirieriieeiieeieeieeieeeee e
14.8  Planned interim analysis ........ccceeierierienieiieiiesie et \"Q 132
14.9  Determination of SAMPIe SIZE€.......c.cevveeruieriieriieriieieeieeieeeere e %0 32
15 ETHICS AND REGULATORY REQUIREMENTS. .......cccevviiiiiiiiiines % ....... @g 2
15.1  InfOrmed CONSEN ....c.o.vvvieieeeeeeceeeeeececeeeee et w7 ®\ ..... 132
15.2  Subject identification cards\{‘g ...... M 133
15.3 Institutional Review Boards and Independent Ethics Commiﬁ#@....:c@ ................ 133
1 2451 1S)ub] ECL PIIVACY .eeuviieeiiesieesiieeieeeieeeieeenieeeneeesneesseesnee e SaeNaeens ;\3 T ) R 134
. rotocol amendments...........cceecveeierienienne, s-k ........ (\A.\[b ........................... 134
16 FINANCE, INSURANCE, AND PUBLIC§ON O (b$ ................................ 134
17 REFERENCES .....ccoooiiiiiiiiieee C) ........ Oﬂ ........ < A ...................................... 134
18 APPENDICES .......ccoooveiiieee Q ......... Q ......... [ )T 137
18.1 Protocol Amendment I .......... \> QQ ..... Q‘% ................................................ 137
18.2  Protocol Amendment 1.1 0@ ........ %\O ...................................................... 160
18.3  Protocol Amendment 22).57.... 6 ......... .06 ........................................................... 161
18.4  Protocol Amendment 3 .........(2:7..... \® ................................................................. 209
18.5 Protocol Amendment 3.1 % ....... + ..................................................................... 209
18.6  Protocol Amendment 47;...... (\* ............................................................................. 213
18.7  Protocol Amendments........ 0 OO OO 217
18.8  Protocol Ame nt 5 é ....................................................................................... 217
18.9  Protocol A men(§. .......................................................................................... 230
19 DECLA N SIGNATURE OF INVESTIGATOR ......ccccceoiniiiiniinieieene 262
20 SPON@ DE%)A. §1(0) N BT 263
& &©
& @QQ LIST OF TABLES
bge 5-1: ~ Schedule of study assessments, Screening and double-blind Treatment
\% POIIOMAS. .. 33
«\Q Table 5-2:  Schedule of study assessments, OLE Period ............ccccccceeiiiiiiinininincnnnnn. 37
Table 5-3: Schedule of study assessments, OLE2 Period .........c.ccccvveviiieniieniiieniieeieeen, 40
Table 7-1:  Dosing scheme, double-blind Treatment Period.............cccceevieniininniinicennnnne. 59
Table 7-2:  Dosing scheme, OLE Period...........cccoooiriiiiiiiiiiiieiieicceeeeeeeece e 60



UCB 01 Oct 2021
Clinical Study Protocol Bimekizumab PS0015
Table 7-3:  Dosing scheme, OLE2 Period..........cccceeviiiiiiiniiiiieeiecee e 62
Table 7-4:  Prohibited psoriasis MediCations............eeverierierierienierre e 66
Table 9-1:  Body areas for calculation of percent BSA for PAST ......ccccoooviiiiiieiiiieee. 96
Table 9-2:  Five-point IGA .......coouiiiiiiiee ettt s 97 .
Table 9-3:  SCAIP IGA ... 98
Table 9—4:  PP-IGA ..ot e e e neens O é/

Table 12-1:  Anticipated serious adverse events for the population of subjects wit \\g\

moderate to severe chronic plaque psoriasis.........cceeveerveerveenveenennnn, 7 03
Table 12-2:  Laboratory measurements...........cceerveerreereeeneeneeseeneeneennnens ‘(\@ ...... QJQ 08
Table 12-3:  Required investigations and follow up for PDILI............... é\} ...... Q} ..... 110
Table 12—4: PDILI laboratory measurements..............ceeeveerveeveennenns Q{‘ ....... \Q ......... 114
Table 12-5:  PDILI information to be collected.............c.c...... @ron .................. 115

LIST 0F<§34I§' S 5@ Q,*\

Figure 5-1:  Schematic diagram, Screenin&hd d@%—bl Treatment Period

Figure 12-
Figure 14—

(through Week 48) .......... C) ....... G- e spme e STt s et eertesreesree s neeseneeseneeeane 44

Figure 5-2:  Schematic diagram, eeb‘@‘through Week 144).....cccevveennenn 45
1:  Schematic dlagq& !@res%\ﬁ:}hd study eligibility ........cccceveniennne. 117

1: Hypothesis testing..... @ .......................................................................... 126

Confidential

Page 11 of 263



UCB

Clinical Study Protocol

Bimekizumab

01 Oct 2021
PS0015

LIST OF ABBREVIATIONS
AE adverse event
AESI adverse event of special interest
ALP alkaline phosphatase
ALT alanine aminotransferase
AST aspartate aminotransferase
AUC area under the curve
axSpA axial spondyloarthritis
BA bioavailability
BCG Bacillus Calmette-Guerin
BP blood pressure
BSA body surface area
cAMP cyclic adenosine monophesphate
CDC Centers for Disease Control
CDMS clinical data management system
CI confidence interval
CMH Cochran-Mantel-Haenszel
CPM Clinical’Project'Managet
CPMP Committeedfor Proprietary Medicinal Products
CRO contraet résearch organization
CSR Clinieal Study Report
CTCAE Commen-Terminology Criteria for Adverse Events
DLQI Dermatology Life Quality Index
DMC Data Monitoring Committee
ECG electrocardiogram
eCRF electronic Case Report Form
eC-SSRS electronic Columbia Suicide Severity Rating Scale
¢PRO Electronic Patient-Reported Outcome
EQ-5D-3L European Quality-of-Life 5-Dimensions 3-Level
EudraCT European Union Drug Regulating Authorities Clinical Trials
FAS Full Analysis Set
GCP Good Clinical Practice
Confidential Page 12 of 263



UCB
Clinical Study Protocol

Bimekizumab

01 Oct 2021
PS0015

GMP
HCV
HCV Ab
HIV
HLT
IB

IBD
ICF
ICH
IEC

Ig
IGA
IGRA
IL
IMP
IND
IRB
IRT

v
LOCF
LTB
LTBI
mAb
MI
mNAPSI
MS
NRI
NSAID
NTMB
OLE
OL2S
OLS

Confidential

Good Manufacturing Practice
hepatitis C virus

hepatitis C antibody

human immunodeficiency virus
High Level Term

Investigator’s Brochure
inflammatory bowel disease
Informed Consent Form
International Council for Harmonisation
Independent Ethics Committee
immunoglobulin

Investigator’s Global Assessment
interferon-gamma release assay
interleukin

investigational medicinal product
Investigational New Drug
InstitutionalReview. Board
interactive respensé technology
intravenous(ly)

last observation cartied forward
latent tuberculosis

latent tuberculosis infection
monaclonal antibody

multiple imputation

Modified Nail Psoriasis Severity Index
Maintenance Set

nonresponder imputation
nonsteroidal anti-inflammatory drug
nontuberculous mycobacterium
open-label extension

OLE2 Period Set

Open-Label Set
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PASE
PASI
PD
PDE
PDILI
PEOT
PFS
PGADA
PHQ-9
PK
PK-PPS
pp-IGA
PPS

PS

PsA
PSO
PT
Q4w
Q8W
QOL
RS
SAE
SAP

sC

scalp IGA
SFU
SOP

SS

TB
TEAE
TNF
ULN
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Psoriatic Arthritis Screening and Evaluation
Psoriasis Area Severity Index
pharmacodynamic(s)

phosphodiesterase

potential drug-induced liver injury
Premature End of Treatment

prefilled syringe

Patient's Global Assessment of Disease Activity
Patient Health Questionnaire-9
pharmacokinetic(s)

Pharmacokinetics Per-Protocol Set
palmoplantar Investigator’s Global Assessment
Per-Protocol Set

Patient Safety

psoriatic arthritis

psoriasis

preferred tertm

every 4 weeks

every 8 weeks

quality of'life

Randomized Set

serious.adverse event

Statistical Analysis Plan

subcutaneous(ly)

scalp-specific Investigator’s Global Assessment
Safety Follow-Up

Standard Operating Procedure

Safety Set

tuberculosis

treatment-emergent adverse event

tumor necrosis factor

upper limit of normal
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VAS visual analog scale
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1 SUMMARY

This is a Phase 3b, multicenter, randomized, double-blind, active comparator-controlled,
parallel-group study to evaluate the efficacy and safety of bimekizumab compared with
secukinumab in adult subjects with moderate to severe chronic plaque psoriasis (PSO).

The study population consists of adult subjects (=18 years of age) with a diagnosis of moderate
to severe chronic plaque PSO (Baseline Psoriasis Area Severity Index [PASI] score >12 and
body surface area [BSA] affected by PSO >10% and Investigator’s Global Assessment [IGA]
score >3 [on a 5-point scale]) who are a candidate for secukinumab, or for systemic PSO.therapy
and/or phototherapy.

Approximately 935 subjects will be screened in order to have 700 subjects randomized in'the
study. For each subject, the study will last a maximum of 165 weeks and will'consist of

5 periods: a Screening Period (2 to 5 weeks), a double-blind Treatment Period (48 weeks; final
dose at Week 44), an Open-Label Extension (OLE) Period (96 weeks; final dose'at Week 136 for
subjects receiving bimekizumab 320mg Q8W and at Week 140 for subjects réceiving
bimekizumab 320mg Q4 W) followed by a Safety Follow-Up (SEU) Period(20 weeks after the
final dose of investigational medicinal product [IMP]depending on subject’s participation in the
second OLE Period [OLE2 Period]; see paragraph’below).

Subjects participating in the OLE2 Period (implemented as part-of Protocol Amendment #5.4)
will enter the OLE2 Period after completing the OLE Period.(at Week 144), including subjects in
the SFU period and subjects who have completedithe’SFU. Period. The OLE2 Period will be a
48-week treatment period with final visit.at OLE2 Week 48, followed by a SFU Period (SFU2,
20 weeks after the final dose of IMP<administered inithe OLE2 Period).

During the first 16 weeks of the-double~blind Treatment Period, eligible subjects will be
randomized 1:1 to receive one of the following blinded IMP regimens:

e Bimekizumab 320mg administered subeutaneously (sc) every 4 weeks (Q4W)

e Secukinumab 300mg administered, sc‘at Baseline and Weeks 1, 2, 3, and 4 followed by
dosing Q4W

Subjects receiving bimekizumab 320mg will receive placebo sc on Weeks 1, 2, and 3 in order to
maintain the blind!

Approximately-350 subjects will be randomized to bimekizumab 320mg and approximately
350 subjects will be‘randomized to secukinumab. Investigational medicinal product will be
administered at Baseline, Weeks 1, 2, 3, and 4 and then Q4W thereafter, until Week 44 (double-
blind Treatment Period). All doses will be administered in the clinic.

At-Week 16.5ubjects in the bimekizumab 320mg treatment arm will be re-randomized 1:2 to
receive bimekizumab 320mg Q4W or bimekizumab 320mg every 8 weeks (Q8W). To maintain
the blind after re-randomization, subjects in the bimekizumab 320mg Q8W treatment arm will
receive placebo at Weeks 20, 28, 36, and 44. Subjects in the secukinumab arm will continue to
receive secukinumab 300mg Q4W.

At the completion of the Week 48 visit assessments, subjects may receive open-label
bimekizumab treatment for an additional 96 weeks during the OLE Period. All subjects enrolling
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in the OLE Period will, after signing a new ICF, be evaluated for eligibility, be randomized, and
receive their first dose of bimekizumab in the OLE Period.

During the OLE Period, eligible subjects will receive the following IMP regimens as determined
by the subject’s treatment regimen and PASI response in the double-blind Treatment Period.

At Week 48, subjects receiving:

e Bimekizumab 320mg Q4W who achieve PASI90 at Week 48 of the double-blind Treatment
Period will be randomized 1:1 to receive bimekizumab 320mg Q4W or bimekizumab-320mg
Q8W.

e Bimekizumab 320mg Q4W who do not achieve PASI90 at Week 48 of the double-blind
Treatment Period will receive bimekizumab 320mg Q4W.

e Bimekizumab 320mg Q8W who do not achieve PASI90 at Week 48 of‘the double-blind
Treatment Period will receive bimekizumab 320mg Q4W.

e Bimekizumab 320mg Q8W who achieve PASI90 at Week 48 of'the double<blind Treatment
Period will receive bimekizumab 320mg Q8W.

e Secukinumab who do not achieve PASI90 at Week 48 of the’double-blind Treatment Period
will receive bimekizumab 320mg Q4W.

e Secukinumab who achieve PASI90 at Week 48 of the double-blind Treatment Period will be
randomized 1:1 to receive bimekizumaby 320mg Q4 W orbimekizumab 320mg Q8W.

During the OLE Period, subjects wilhattend study visits\at Weeks 52, 56, 64, and 72, and then
every 12 weeks.

The subject’s dosing interval will change, from bimekizumab 320mg Q4W to
bimekizumab 320mg Q8W at Week 64 or at.the next scheduled clinic visit after implementation
of Protocol Amendment #5.1 if theysubjecthas already completed Week 64.

All subjects not enrolling in the-OLE-Period will have the Week 48 study assessments and will
enter the SFU Period.

Subjects withdrawing early from-the study will undergo the Premature End of Treatment (PEOT)
Visit assessments and will enter the SFU Period.

After the implementation of Protocol Amendment #5.4 (addition of a 48-week treatment period,
ie, OLE2 Petiod), subjects will be invited to continue or reinitiate their treatment as per the
following OLE2 Groups:

e OLE2 Group A: Subjects in the treatment phase of the OLE Period at the time of Protocol
Amendment #5.4 implementation will attend the Week 144 Visit and directly roll over to the
OLE2 Period. These subjects will continue receiving bimekizumab 320mg Q8W for
40 additional weeks, starting from the first treatment visit of the OLE2 Period (ie, Week
144/OLE2 Baseline Visit; the Week 144 Visit will coincide with the Week 144/OLE2
Baseline Visit and data collected at this visit will be used as baseline data for subjects
entering the OLE2 Period).

e OLE2 Group B: Eligible subjects who have completed the Week 144 Visit and are in the
SFU or have completed the SFU of the OLE Period at the time of Protocol Amendment #5.4
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implementation, will reinitiate their treatment in the OLE2 Period after having undergone
Screening assessments during a 4-week OLE2 Screening Period. The first dose will be
administered at the Week 144/OLE2 Baseline Visit and data collected at this visit will be
used as baseline data for the OLE2 Period. Subjects in OLE2 Group B with an IGA score >3
at the Week 144/OLE2 Baseline Visit will be treated with bimekizumab Q4W for the first 16
weeks, and then will switch to bimekizumab 320mg Q8W. Subjects in OLE2 Group B with
an IGA score <3 at the Week 144/OLE2 Baseline Visit will be treated with bimekizumab
Q8W from the Week 144/OLE2 Baseline Visit.

During the OLE2 Period (Week 144/OLE2 Baseline to OLE2 Week 48), all subjects will*attend
study visits every 12 weeks. All subjects will be treated until OLE2 Week 40 (last.dese of
bimekizumab 320mg Q8W).

Following completion or early withdrawal from the OLE2 Period, subjects will'undetgo the SFU
of the OLE2 Period (SFU2) and will return for the SFU2 Visit 20 weeks aftet thedast dose of
IMP administration.

The primary objective of the study is to compare the efficacy of biimekizumab administered sc
for 16 weeks versus secukinumab at achieving complete clearance'(PASI100) in subjects with
moderate to severe chronic plaque PSO. The secondary objectives of'the study are listed in
Section 3.2.

The primary efficacy variable is the PASI100.response, defined as complete clearance from
Baseline in the PASI score, at Week 16, The secondary efficacy variables are listed in
Section 4.2.

Pharmacokinetic variables are listed in Section 4.3 3:\The immunological variable is listed in
Section 4.3.4.

Pharmacokinetic and immunological variablés will be evaluated to assess their relationship to
treatment response.

Safety variables to be assessed‘are adverse events (AEs), vital signs, electrocardiograms (ECGs),
and measurements of labotatory parameters.

2 INTRODUCTION
2.1 Psoriasis

Psoriasis is aicommornt, ehronic inflammatory disease characterized by a series of linked cellular
changes in'the skin: hyperplasia of epidermal keratinocytes, vascular hyperplasia and ectasia, and
infiltration of T-lymphocytes, neutrophils, and other types of leukocytes in affected skin. Though
the pathophysiology of PSO is not fully understood, the importance of T-cells and inflammatory
¢ytokines has been demonstrated by the clinical benefit provided by therapies directed at these
targets (Krueger and Ellis, 2005).

There are a variety of forms of PSO including plaque, guttate, inverse, pustular, and
erythrodermic. Plaque PSO is the most common, comprising approximately 80% to 90% of all
cases. Approximately 17% of those with PSO have moderate to severe disease

(Kurd et al, 2008).
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In addition to the impact on skin, PSO has a multitude of psychosocial and emotional effects on
patients, including increased self-consciousness, frustration, fatigue, depression, and suicidal
ideation. As a result, patients frequently report sleeping problems, difficulties at work, problems
interacting with family members, disrupted leisure activities, and sexual difficulties
(Dowlatshabhi et al, 2014; Gottlieb, 2005; Mukhtar et al, 2004; Ortonne, 2004;

Krueger et al, 2001).

A number of comorbidities have been associated with PSO, especially with more severe PSQO.
Psoriatic arthritis (PsA), cardiovascular disease, metabolic syndrome, chronic pulmonary;
disease, peptic ulcer disease, renal disease, and diabetes have all been demonstrated te have an
increased prevalence in PSO patients (Yeung et al, 2013; Christophers et al, 2010;

Gisondi et al, 2007; Gelfand et al, 20006).

211 Global epidemiology of psoriasis

Psoriasis affects approximately 3% of the US adult population (Rachakonda et al,2014;

Kurd and Gelfand, 2009) and its onset can begin at any age (Augustin.et al, 2010;

Icen et al, 2009). The reported worldwide incidence and prevalenee of PSO.varies greatly
depending on age, gender, ethnicity, and geography primarily due to genetic and environmental
factors. Estimates of incidence and prevalence includeall types of PSO./Plaque PSO is the most
common form of the disease; therefore, reported estimates 6f the magnitude of this condition are
likely weighted heavily by this subtype. Bothi the“incidence and prevalence of PSO are higher
among Caucasians and those living at higher Iatitudes. Psoriasis affects approximately 2% to 4%
of the population of western countries. Geographieal différences are also influenced by case
definition, study design, and the defihition of prevalenee. (Parisi et al, 2013; Langley et al, 2005;
Raychaudhuri and Gross, 2000).

21.2 Current treatments for psoriasis

Therapy for patients with PSO varie§according to the severity of disease. Limited or mild
disease is often treated with topical therapies such as corticosteroids and vitamin D analogs.
Patients with more severe disease are'often treated with phototherapy, methotrexate,
cyclosporine, the oral phosphodiesterase (PDE) 4 inhibitor apremilast, or biologic agents, such as
tumor necrosis factor (TINF) antagonists, interleukin (IL) 12/23 inhibitors, IL-23p19 inhibitors,
and IL-17A inhibitors."The effectiveness of TNF inhibitors in the treatment of PSO has been
demonstrated in many Phase 3 clinical studies and has led to the approval of multiple TNF
inhibitors foruse 1n patients with moderate to severe PSO. Interleukin inhibitors approved for
this indication include-the I1L-12/23 antagonist ustekinumab, the IL-23p19 antagonist
guselkumab, the. JL~<17A inhibitors secukinumab and ixekizumab, and the IL-17 receptor
antagonist bredalumab.

Standard therapies for PSO are listed below:

e Topical steroids (eg, triamcinolone, mometasone, clobetasol, betamethasone, and
hydrocortisone) are generally used as first-line treatment of PSO. High-strength steroids are
typically reserved for use on the arms and legs. Areas such as the face and skin folds
(axillary, inguinal regions, etc) are usually treated with a low-potency steroid. Chronic use of
topical steroids can lead to corticosteroid-related side effects and is generally discouraged.
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Vitamin D analogs (eg, calcipotriol and tacalcitol) are commonly used to treat
mild-to-moderate PSO, and work best within the mild patients. They are safe but lack
efficacy for more severe disease.

Phototherapy is a frequent option for moderate to severe patients, but the inconvenience of
multiple treatment visits and varying efficacy limits its use in the market.

Methotrexate is a systemic immunosuppressant and is used in moderate to severe PSO
patients. Toxicity concerns, particularly in older patients, are a major drawback.

Cyclosporine is a systemic immunosuppressant used in patients with severe, recalcitrant PSO
who have failed at least one systemic therapy or in whom other systemic therapies‘are
contraindicated. In recommended dosages cyclosporine can cause systemic hypertension and
nephrotoxicity, therefore, renal function must be monitored during therapy:

Apremilast is an oral small-molecule inhibitor of PDE4 that is also_approved {or treatment of
adults with moderate to severe plaque PSO. Phosphodiesterase 4 inhibitors work
intracellularly to modulate a network of pro-inflammatory and anti-inflamimatory mediators.
Phosphodiesterase 4 is a cyclic adenosine monophosphate (cAMP)-specific PDE and the
dominant PDE in inflammatory cells. Phosphodiesterase 4.inhibition elevates intracellular
cAMP levels, which in turn down-regulates theinflammatory response by modulating the
expression of TNFa, IL-23, IL-17, and other.inflammatory eytokines.

Biologics, including TNFa inhibitors/((adalimumab, etanercept, and infliximab),

IL-12/23 inhibitors (ustekinumab), the TL-23p19 antagonist (guselkumab), IL-17A inhibitors
(secukinumab and ixekizumab)yand'the 1L=17 receptor antagonist brodalumab are the
treatment options of choice for patients\with moderate to severe plaque PSO who are
candidates for systemic therapy or phototherapy. These products are injected sc or delivered
via intravenous (iv) infusion. Different fromthe traditional systemic drugs that impact the
entire immune system, biologics-target.specific parts of the immune system and offer reduced
multi-organ toxicity and adverse effects associated with traditional treatments.

— TNFa inhibitors, while effective, come with boxed warnings including the risk of serious
infections and reports of lymphoma and malignancy in children and adolescent patients.
The efficacy-0f TNFeinhibitors in treating PSO is attributed to their inhibition of
Th17-T cells!

— Ustekinumab hasbeen approved in the US and the EU for the treatment of patients with
moderate ter severe plaque psoriasis who are candidates for phototherapy or systemic
therapy..Ustekinumab is a human immunoglobulin (Ig) G1kx monoclonal antibody (mAb)
that binds with specificity to the p40 protein subunit used by both the IL-12 and IL-23
cytokines, naturally occurring cytokines that are involved in inflammatory and immune
responses, such as natural killer cell activation and CD4+ T-cell differentiation and
activation.

— Secukinumab and ixekizumab have been approved in the US and the EU for the treatment
of moderate to severe plaque PSO in adult patients who are candidates for systemic
therapy or phototherapy. Secukinumab is a human IgG1 mAb that selectively binds to the
IL-17A cytokine and inhibits its interaction with the IL-17 receptor. Ixekizumab is a
humanized IgG4 mAb that selectively binds with the IL-17A cytokine and inhibits its
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interaction with the IL-17 receptor. Interleukin-17A is a naturally occurring cytokine that
is involved in normal inflammatory and immune responses. Both drugs inhibit the release
of pro-inflammatory cytokines and chemokines.

— Guselkumab has been approved in the US and EU for the treatment of adult patients with
moderate to severe plaque PSO who are candidates for systemic therapy or phototherapy:;
It is a human monoclonal IgG1A antibody that selectively binds to the p19 subunit of
IL-23 and inhibits its interaction with the IL-23 receptor. Interleukin-23 is a naturally
occurring cytokine that is involved in normal inflammatory and immune responses:
Guselkumab inhibits the release of pro-inflammatory cytokines and chemokines.

— Brodalumab has been approved in the US for the treatment of moderate to‘severe plaque
psoriasis in adult patients who are candidates for systemic therapy or phototherapy and
have failed to respond or have lost response to other systemic therapi¢s. In the\EU,
brodalumab is indicated for the treatment of moderate to severe plaque PSO.in adult
patients who are candidates for systemic therapy. Brodalumab-is‘a human ‘monoclonal
IgG2 antibody that selectively binds to human IL-17RA and.inhibitsits interactions with
cytokines IL-17A, IL-17F, IL-17C, IL-17A/F heterodimeryand [L=25. Blocking IL-17RA
inhibits IL-17 cytokine-induced responses including the telease of pro-inflammatory
cytokines and chemokines. Brodalumab, has a black/box warning regarding suicidal
ideation and behavior.

2.2 Bimekizumab

Bimekizumab (UCB4940) is an engineefed, himanized, full-length mAb of IgG1 subclass of
approximately 150,000 Daltons which is exXpressed-inra genetically engineered Chinese hamster
ovary cell line. Bimekizumab has high affinity for human IL-17A and human IL-17F and
selectively and potently inhibits the activity of\both isoforms in vitro. Interleukin-17A and
IL-17F are key pro-inflammatory eytokines’believed to play important roles in autoimmune and
inflammatory diseases. Bimekizumab is being developed for the treatment of patients with
inflammatory diseases such'as)PsA,PSO, and axial spondyloarthritis (axSpA).

While anti-IL-17A antibodies haye demonstrated efficacy in patients with PSO, PsA, and
ankylosing spondylitis, as yet; no therapeutic approach selectively and potently inhibits the
activity of both IL£17A and IE-17F isoforms in vitro. Bimekizumab has been designed to inhibit
the activity ofslL=17A-afid IL-17F subtypes of IL-17. This property makes bimekizumab
distinctly different from'the other IL-17-targeting agents, like secukinumab and ixekizumab
(selectiveanti-1L.-17-A mADb) or brodalumab (anti-IL-17 receptor mAb).

Overexpressionof IL-17A, IL-17C, and IL-17F in lesion tissue suggests that broader IL-17
blockade may*be more beneficial in the treatment of plaque PSO. However, blocking all IL-17
tsoforms (including the IL-17E isoform, also known as IL-25) may not be the optimal approach.
The role of IL-25 in PSO and other I1L-17 mediated diseases has not been well established;
however, it has been suggested that IL-25 may play a beneficial role in inflammatory conditions
associated with type 1 T helper mediated immune responses, such as PSO (as opposed to type 2
T helper mediated) (Valizadeh et al, 2015). Thus, it can be hypothesized that inhibition of both
IL-17A and IL-17F is associated with additional benefits in PSO compared with selective
IL-17A inhibition or a broader IL-17 blockade.
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2.21 Clinical
2211 Completed studies

Five clinical studies of bimekizumab have been completed: UP0008 in 39 subjects with mild to
moderate plaque PSO, RA0124 in 30 healthy volunteers, PA0O007 in 53 subjects with PsA,
UPO0031 in 12 healthy volunteers, and UP0042 in 48 healthy volunteers.

UPO0008 was a Phase 1, single ascending dose study in adults with mild-to-moderate PSO
affecting <5% BSA. In this blinded study, single doses of up to 640mg (approximately 8Smg/kg
in an 80kg adult) were evaluated without any safety concerns. A total of 26 subjects with. PSO
with less than 5% of body surface involvement were treated with a range of single iv doses from
8mg to 640mg. There were no clinically relevant safety findings identified at any dese and ‘all
doses were well tolerated. The pre-specified exploratory assessment of disease activity.showed
clinically relevant and statistically significant improvements at the higher doses studied.

RAO0124 was a Phase 1, open-label, parallel-group, single-dose study in-healthy subjects. The
primary objective of this study was to determine the absolute bioavailability(BA) of single sc
doses of bimekizumab (80mg and 160mg). The secondary objectives wer€ to evaluate the dose
proportionality of bimekizumab 80mg and 160mg sc,.and to gvaluate the'safety and tolerability
of these sc doses and 160mg given by iv infusionfJn RA0124; the absolute BA was similar for
the 2 doses tested (0.656 and 0.631 for the bimekizumab‘80mg and-160mg sc doses,
respectively). The pharmacokinetics (PK) oftbimekizamab was linear in the tested dose range
and the median half-life following sc administratien'was similar to that following iv
administration (27.81 days and 28.25days for bimekizumab 160mg sc and 160mg iv,
respectively).

Bimekizumab has also been inyestigated inva Phase1b, proof of concept, randomized, placebo
controlled, multiple dose study (PA00O7). The primary objective of PA0O007 was to assess the
safety and PK of multiple dose administration of iv bimekizumab in subjects with PsA. Four
active doses and a placebo were tested. Drug was administered as a loading dose at Week 0, and
2 additional doses were administered-at‘Week 3 and Week 6. In each treatment group, subjects
received a total of 3 doses of bimekizumab, administered every 3 weeks as shown below:

e 80mg loading dosefollowed by 40mg at Weeks 3 and 6

e 160mg loadingdose followed by 80mg at Weeks 3 and 6

e 240mg leading dose followed by 160mg at Weeks 3 and 6

e 560mgoading-dose followed by 320mg at Weeks 3 and 6

The results-ofthis study demonstrated that all doses of bimekizumab were well tolerated and
thefe were no unexpected clinically relevant safety findings.

Infections (mostly nasopharyngitis) were the most commonly reported events in both the active
treatment and the placebo group. None of the infections were considered serious or required
treatment with antibiotics. Two subjects in the active treatment group experienced 1 local
candida infection each (oropharyngitis and vulvovaginitis, respectively) that were nonserious and
resolved with topical therapy. There was a potential reduction in mean neutrophil count in the
active treatment group, although this drop was not clinically relevant and a clear relationship
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with dose or time was not evident. Some increases in liver function tests were reported, but none
had a convincing relationship to exposure to IMP. The exploratory analysis showed clinically
relevant improvement in activity of PsA and in skin involvement in those subjects with
concomitant active psoriatic lesions.

UP0031 was a Phase 1, open-label, parallel-group, randomized, single-dose study to evaluate the
BA, PK, and tolerability of 2 different formulations of bimekizumab in healthy subjects. Subjects
receiving Formulation A (histidine-based) were administered two 1mL injections of 80mg each
of bimekizumab and subjects receiving Formulation B (acetate-based) were administered a
single injection of bimekizumab 160mg given as a 1mL injection. Six subjects were randomized
to each bimekizumab formulation. The geometric means for area under the curve (AUC) were
similar between bimekizumab 2x80mg and 1x160mg groups and the relative BA for
Formulation B vs Formulation A was 96.1% (95% confidence interval [CI]: 72.7%, 127.0%).
Administration of the 2 formulations of bimekizumab used in this study identified nomew safety
issues. There were no treatment-emergent adverse events (TEAEs) leading’to discentinuation,
and no serious adverse events (SAEs) or fatalities were reported. Theyonly préferred term (PT)
experienced by more than 1 subject in either treatment group was¢injection-site pain (5 subjects
[83.3%] and 3 subjects [50%] in the 2x80mg and 1x160mg groups, respectively). The most
frequently reported TEAE considered related to the)IMP was.injection site pain, experienced by
5 subjects (83.3%) and 3 subjects (50.0%) in the 2x80mg and 1x160mg groups, respectively.
There were no clinically significant laboratoty yaluesreported: in the study.

UP0042 was a randomized double-blind, ‘placebo<Cemtrolled, Single-dose, parallel-group study to
evaluate the safety, tolerability, and pharmacokinetics ef‘bimekizumab administered as
subcutaneous injection to Japanese.and Caucasian healthy subjects. This study demonstrated that
the PK profiles following single;administration of 80mg, 160mg, and 320mg with sc injection
were dose proportional with a linear elimination’in both Japanese and Caucasian subjects and
that the PK profiles of Japanese and-Caucasian subjects were considered to be generally similar.
A single dose of bimekizumab (80mg, 160mg, or 320mg) administered as sc injection was
generally Jjjijand well tolerated in healthy Japanese and Caucasian subjects and no major
differences in safety findings*were observed between Japanese and Caucasian subjects.

Additional information on completed studies is available in the Investigator’s Brochure (IB).
2.21.2 Ongoing studies

All ongoing studies at the'time of Protocol Amendment #5.4 implementation are presented and
described itrthe curfent version of the IB.

2.2.2 Nonclinical

Parallel inhibition of IL-17A and IL-17F has been shown to be efficacious in a variety of animal
models of inflammatory disease. Intravenously administered bimekizumab was well tolerated in
repeat dose toxicology studies in Cynomolgus monkeys with a no adverse effect level of
200mg/kg/week. The findings of note in toxicity studies were diarrhea related to infectious
enteritis (observed in the single dose study) and asymptomatic mild colonic ulceration in a
proportion of animals (in the repeat dose study); this latter finding was not associated with
hematology abnormalities. Data suggest that bimekizumab has induced primary lesions to the
mucosa associated lymphoid tissue via a pharmacologically related mechanism. In a second
repeat-dose study, none of the minor apoptosis/necrosis findings observed in gut associated
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lymph nodes were revealed. In animals given the highest dose of bimekizumab in the study
(20mg/kg/week), a slightly higher number of protozoa (Balantidium coli) was observed in the
cecum and colon as compared to the control animals and low dose animals. Therefore, gut
associated lymph node lesions observed in the first study are considered to be accidental and/or
linked to exaggerated pharmacology and proliferation of Balantidium coli and are considered the
consequence of a change in local mucosal immunity. To date, similar findings have not been
seen in studies in humans.

Additional information on the nonclinical data for bimekizumab is available in the current
version of the IB.

3 STUDY OBJECTIVES

3.1 Primary objective

The primary objective of this study is to compare the efficacy of bimekizGmab administered sc
for 16 weeks versus secukinumab at achieving complete clearance (PASI100).in subjects with
moderate to severe chronic plaque PSO.

3.2 Secondary objectives
The secondary objectives of the study are to:

e Evaluate the efficacy of bimekizumab compared with secukinumab after 4 weeks, 16 weeks,
and 48 weeks of treatment.

e Assess TEAEs, SAEs, and TEAEs.leading.te withdrawal adjusted by duration of subject
exposure to IMP.

3.3 Other objectives

The other objectives of the study are.to demenstrate the effects of bimekizumab on the following
aspects of the disease:

e Assess the efficacy of bimekizumab over time

e Assess the change of skin-related quality of life (QOL)

e Assess the change of general health-related QOL

e Assess the,change.innail PSO over time in subjects with nail PSO at Baseline

e Assessthe changerin psoriatic scalp disease over time in subjects with scalp PSO at Baseline

e Assess the ellange in psoriatic palmoplantar disease over time in subjects with palmoplantar
PSO at Baseline

e Assess the change in patient global assessment PSO score

e Assess the change in symptoms of PSO (itch, pain, and scaling) as reported by subjects
e Assess work productivity status

e Assess the safety and tolerability of bimekizumab

e Assess the PK of bimekizumab

Confidential Page 24 of 263



UCB 01 Oct 2021
Clinical Study Protocol Bimekizumab PS0015

e Assess the immunogenicity of bimekizumab
e Assess the maintenance of efficacy of bimekizumab dosing Q4W versus Q8W

e Assess the safety and efficacy of initiating bimekizumab therapy in subjects who received
secukinumab in the double-blind Treatment Period

4 STUDY VARIABLES
4.1 Primary efficacy variable

The primary efficacy variable is the PASI100 response, defined as complete clearance from
Baseline in the PASI score, at Week 16.

4.2 Secondary variables

421 Secondary efficacy variables
The secondary efficacy variables are:

e PASI7S5 response at Week 4

e PASIO90 response at Week 16

e PASIIO00 response at Week 48

e IGA response (0/1) (defined as Clear or Almost Clear with.at least a 2-category improvement
relative to Baseline) at Week 16

4.2.2 Secondary safety.variables

The secondary safety variables are:

e TEAE:s adjusted by duration of subject expesure to IMP
e SAEs adjusted by duration of ‘'subject exposure to IMP

e TEAEs leading to withdrawal adjusted by duration of subject exposure to study treatment

4.3 Otherivariables

The other variables/are listed below and will be evaluated according to the planned assessments
(Table 5-1, Table5—-2, and Table 5-3).

431 Other’efficacy variables

The other efficaey variables are listed below and will be evaluated according to the planned
assessments (Dable 5-1, Table 5-2, and Table 5-3). This excludes the time points for the primary
and-secondary variables specified above in Section 4.1 and Section 4.2.1, respectively.

The other efficacy variables are:

e PASI7S5, PASI90, and PASI100 response

e Time to PASI75, PASI90, and PASI100 response

e Absolute and percent change from Baseline in PASI

e Percentage of subjects with PASI <1, <2, <3, and <5
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e [IGA response (Clear)

e [IGA response (Clear or Almost Clear with at least 2 category improvement relative to
Baseline)

e Shift from Baseline in IGA score

e Absolute and percent change from Baseline in the BSA affected by PSO

e Absolute and percent change from Baseline in the product of IGA and BSA (IGAxBSA)
e Change from Baseline in Dermatology Life Quality Index (DLQI)

e Percent of subjects achieving a DLQI total score of 0 or 1

e Percent of subjects achieving a minimal clinically important difference (improvement from
Baseline of 4 or more) in the DLQI

e Change from Baseline in the Patient's Global Assessment of Disease Activity (PGADA) for
the arthritis visual analog scale (VAS) in subjects with PsA at Baseline

e Change from Baseline in Patient Global Assessment of PSQO, score
e Change from Baseline in symptoms of PSO (iteh, painsand scaling)

e Change from Baseline in Modified Nail Psoriasis Severity Index (mNAPSI) score for
subjects with nail PSO at Baseline

e Percent of subjects achieving mNAPSI75, mNAPSI90;-and mNAPSI100 for subjects with
nail PSO at Baseline

e Scalp-specific Investigator’s' GlobalAssessment (scalp IGA) response (Clear or Almost
Clear with at least 2-category improvemeit relative to Baseline) for subjects with scalp PSO
at Baseline

e Palmoplantar Investigator’s’Globalk Assessment (pp-IGA) response (Clear or Almost Clear
with at least 2-category improvément relative to Baseline) for subjects with palmoplantar
PSO at Baseline

e Responses to the¢ European-Quality-of-Life 5-Dimensions 3-Level (EQ-5D-3L) dimensions,
absolute and Changes from Baseline in EQ-5D-3L VAS scores

e Change from Basgline in Work Productivity and Activity Impairment Questionnaire-specific
health~problemi (WPAI-SHP) V2.0 adapted to PSO scores

e Change from Baseline in the Psoriatic Arthritis Screening and Evaluation (PASE)
questiofinaire scores (function score, symptom score, and total score)

o Shift from Baseline in PASE score suggestive of PsA (<47 versus >47)

4.3.2 Other safety variables
Other safety variables to be assessed are:
e Severity and frequency of AEs

e Change from Baseline in vital signs
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e ECG results
e Change from Baseline in clinical laboratory values (chemistry, hematology, and urinalysis)

e Change from Baseline in Patient Health Questionnaire-9 (PHQ-9) scores

Physical examination findings considered clinically significant changes since the physical
examination at the Screening Visit will be recorded as AEs.

4.3.3 Pharmacokinetic variable
The PK variable is the plasma concentration of bimekizumab.
434 Immunological variable

The immunological variable is the anti-bimekizumab antibody level prior to and-following IMP
administration.

5 STUDY DESIGN
5.1 Study description

PS0015 is a randomized, double-blind, secukinumab=controlled, parallel-group study to evaluate
the efficacy and safety of bimekizumab administeréd sc to‘subjects;with moderate to severe
chronic plaque PSO. To be eligible to participate-in this'study, subjects must be adults with a
diagnosis of moderate to severe plaque PSO (PASI >12 and BSA >10% and IGA score >3 [on a
5-point scale]) who are candidates for secukinumabj or for.systemic PSO therapy and/or
phototherapy.

5.2 Study periods

This study will include the followingperiods:

e A Screening Period (2 to 5 weeks)

e A double-blind Treatment.Period (48 weeks; final dose at Week 44)

e An optional OLE Perted (96 wecks; final dose at Week 136 for subjects receiving
bimekizumab 320mg Q8W and at Week 140 for subjects receiving bimekizumab 320mg
Q4W) followedyby a SFUPeriod (20 weeks after the final dose of IMP administered in the
OLE Period depending upon subject’s participation in the OLE2 Period), and

e An optienal 48-week OLE2 Period followed by a SFU Period (SFU2, 20 weeks after the final
dose-0f IMP. administered in the OLE2 Period).

The OLE2 Period was added as per Protocol Amendment #5.4 at the time when subjects will still
beltreated inthe OLE (prior to Week 144 Visit) or will have finished treatment in the OLE (after
cempleting Week 144 Visit):

e Subjects in the treatment phase of the OLE Period at the time of Protocol Amendment #5.4
implementation will attend the Week 144 Visit and directly roll over to the OLE2 Period.
These subjects will continue receiving bimekizumab 320mg Q8W for 40 additional weeks,
starting from the first treatment visit of the OLE2 Period (ie, Week 144/OLE2 Baseline Visit;
the Week 144 Visit will coincide with the Week 144/OLE2 Baseline Visit and data collected
at this visit will be used as baseline data for subjects entering the OLE2 Period).

Confidential Page 27 of 263



UCB 01 Oct 2021
Clinical Study Protocol Bimekizumab PS0015

e FEligible subjects who have completed the Week 144 Visit and are in the SFU or have
completed the SFU of the OLE Period at the time of Protocol Amendment #5.4
implementation, will reinitiate their treatment in the OLE2 Period after having undergone
Screening assessments during a 4-week OLE2 Screening Period. The first dose will be
administered at the Week 144/OLE2 Baseline Visit and data collected at this visit will be
used as baseline data for the OLE2 Period. Subjects in OLE2 Group B with an IGA score >3
at the Week 144/OLE2 Baseline Visit will be treated with bimekizumab Q4W for the first 16
weeks, and will then switch to bimekizumab 320mg Q8W. Subjects in OLE2 Group B.Wwith
an IGA score <3 at the Week 144/OLE2 Baseline Visit will be treated with bimekizumab
Q8W from the Week 144/0OLE2 Baseline Visit.

During the OLE2 Period (Week 144/OLE2 Baseline to OLE2 Week 48), all subjects will attend
study visits every 12 weeks. All subjects will be treated until OLE2 Week 40/(last doselof
bimekizumab 320mg Q8W).

Following completion or early withdrawal from the OLE2 Period, subjeets will undergo the SFU
of the OLE2 Period (SFU2) and will return for the SFU2 Visit 20 weeks aftérthe last dose of
IMP administration.

The end of the study is defined as the date of the last visit ofithe last'subject in the study.
5.21 Screening Period

The Screening Period will last 2 weeks, but can be-extended'up to a total of 5 weeks in cases
where a laboratory assessment needs to be repeated or tesallow washout of prohibited
medications. During this time, eligiblé)subjects-will-be informed about the study and sign the
Informed Consent Form (ICF), laboratory«data (hefatology, urine, and biochemistry tests) will
be obtained, and the doses of médications usedsto'treat PsA (if applicable) will be verified as
stable. The Screening Period will also“énable! washout of any medications not permitted for use
during the study. Subjects who require prophylaxis for latent tuberculosis (LTB) infection must
be on treatment for at least 8 weeks priorito their first dose of IMP. These subjects may be
rescreened once they have completedthe first 8§ weeks of prophylaxis treatment.

One rescreening may be.allowed after consultation with the Medical Monitor.
The assessments to'be performed at the Screening Visit are presented in Table 5—1.
5.2.2 Treatment Period

During the(first 16-weeks of the 48-week double-blind Treatment Period, approximately 700
subjects(will be randomized 1:1 to receive the following blinded IMP regimens:

e _Bimekiziimab 320mg administered sc Q4W (350 subjects)

o’ Secukinumab 300mg administered sc at Baseline and Weeks 1, 2, 3, and 4 followed by
dosing Q4W (350 subjects)

Subjects receiving bimekizumab 320mg will receive placebo sc on Weeks 1, 2, and 3 in order to
maintain the blind.

At Week 16 subjects in the bimekizumab 320mg treatment arm will be re-randomized 1:2 to
receive bimekizumab 320mg Q4W or bimekizumab 320mg Q8W. To maintain the blind after re-
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randomization, subjects in the bimekizumab 320mg Q8W treatment arm will receive placebo at
Weeks 20, 28, 36, and 44. Subjects in the secukinumab arm will continue to receive
secukinumab 300mg Q4W.

Investigational medicinal product will be administered in the clinic by sc injection at the time
points specified in the schedule of assessments (Table 5-1).

Subjects withdrawing early from the study will undergo the PEOT Visit assessments and will
enter the SFU Period.

The assessments to be performed at each double-blind Treatment Period Visit are preseénted in
Table 5-1.

5.2.3 OLE Period

After completion of the Week 48 visit assessments, subjects will be allowed'to enrolt.in the OLE
Period. All subjects enrolling in the OLE Period will sign a new ICF, andthen receive the
following IMP regimens as determined by the subject’s treatment regimen and PASI response in
the double-blind Treatment Period.

At Week 48, subjects receiving:

e Bimekizumab 320mg Q4W who achieve PASI90 at Week 48 of the double-blind Treatment
Period will be randomized 1:1 to receivebimekizumab 320mg Q4W or bimekizumab 320mg
Q8W.

e Bimekizumab 320mg Q4W who do not achieve' PASI90 at Week 48 of the double-blind
Treatment Period will receive bimeKizumab320mg,Q4W.

e Bimekizumab 320mg Q8W who do.not-achieve PASI90 at Week 48 of the double-blind
Treatment Period will receive bimekizumab320mg Q4W.

e Bimekizumab 320mg Q8W who-achieve PASI90 at Week 48 of the double-blind Treatment
Period will receive bimekizwmab 320mg Q8W.

e Secukinumab who do‘not'achieve' PASI90 at Week 48 of the double-blind Treatment Period
will receive bimekizumab 320mg Q4W.

e Secukinumab whe achieve’PASI90 at Week 48 of the double-blind Treatment Period will be
randomized 1.1 to reeeive bimekizumab 320mg Q4W or bimekizumab 320mg Q8W.

During the OLE Perniod; subjects will attend study visits at Weeks 52, 56, 64, and 72, and then
every 12.weeks. At study visits, IMP will be administered in the clinic by sc injection as
applicable. In between study visits, subjects will self-inject IMP at home.

The)subject’s dosing interval will change from bimekizumab 320mg Q4W to bimekizumab
320mg Q8W at Week 64, or at the next scheduled clinic visit after implementation of
Protocol Amendment #5.1 if the subject has already completed Week 64.

The last dose bimekizumab 320mg Q8W in the OLE Period will be administered at Week 136.
The End of Treatment Visit of the OLE Period will be the Week 144 Visit.

All subjects not enrolling in the open-label study will have the Week 48 study assessments and
will enter the SFU Period.
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The assessments to be performed at each OLE Period visit are presented in Table 5-2.
5.24 OLE2 Period

Subjects enrolled as per Protocol Amendment #5.1 will be treated in the OLE Period until Week
136 (last dose of bimekizumab 320mg Q8W) and will be followed in a SFU Period for 20 weeks
after attending the Week 144 Visit (see Section 5.2.3). After the implementation of Protocol
Amendment #5.4 (addition of a 48-week treatment period, ie, OLE2 Period), subjects will be
invited to continue or reinitiate their treatment as per the following OLE2 Groups:

e OLE2 Group A: Subjects in the treatment phase of the OLE Period at the time of Ptotocol
Amendment #5.4 implementation will attend the Week 144 Visit and directly roll'ever to the
OLE2 Period. These subjects will continue receiving bimekizumab 320mg Q8W for
40 additional weeks, starting from the first treatment visit of the OLE2 Period (ie,, Week
144/0OLE2 Baseline Visit; the Week 144 Visit will coincide with the Week 144/OLE2
Baseline Visit and data collected at this visit will be used as baseling data for.subjects
entering the OLE2 Period).

e OLE2 Group B: Eligible subjects who have completed the Week 144 Visit and are in the
SFU or have completed the SFU of the OLE Period at the-time of Protocol Amendment #5.4
implementation, will reinitiate their treatment'in the OKE2 Period after having undergone
Screening assessments during a 4-week QLE2'Screening Period. The first dose will be
administered at the Week 144/OLE2 Baseline Visitand data collected at this visit will be
used as baseline data for the OLE2 Period. Subjects in.OEE2 Group B with an IGA score >3
at the Week 144/OLE2 Baseline Visit'will be treated with bimekizumab Q4 W for the first 16
weeks, and then will switch to-bimekizumab 320mg Q8W. Subjects in OLE2 Group B with
an IGA score <3 at the Week 144/QOLE2-Baseline Visit will be treated with bimekizumab
Q8W from the Week 144/OLE2 Baseline, Visit.

During the OLE2 Period (Week 144/OLE2:Baseline to OLE2 Week 48), all subjects will attend
study visits every 12 weeks. AlL subjects\will be treated until OLE2 Week 40 (last dose of
bimekizumab 320mg Q8W):

Following completion of €arly withdrawal from the OLE2 Period, subjects will undergo the SFU
of the OLE2 Period (SEU2) anid will return for the SFU2 Visit 20 weeks after the last dose of
IMP administratiof.

The assessments to be performed at each visit of the OLE2 Period are presented in Table 5-3.
5.25 Safety Follow-Up Periods
The assessments)for the SFU Visits are presented in Table 5-1, Table 5-2, and Table 5-3.

Two SFU Periods are considered since Protocol Amendment #5.4 implementation: a first SFU
following the OLE Period and a second SFU (SFU2) following the OLE2 Period (added as per
Protocol Amendment #5.4 implementation).

Subjects having completed Week 144 Visit and who are in the SFU or have completed the SFU
will be invited to reinitiate their treatment in the OLE2 Period.

Subjects still being treated in the OLE Period (not having attended Week 144 yet) will have the
opportunity to directly roll over in the OLE2 Period without participating in the first SFU.
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Subjects who decide not to participate in OLE2 Period will undergo the first SFU period for
20 weeks after their last dose in the OLE Period.

All subjects who have completed treatment in the OLE2 Period (ie, have completed the OLE2
Week 48 Visit), or have withdrawn from IMP during the OLE2 Period before OLE2 Week 48,
will have a SFU2 Visit 20 weeks after their final dose of IMP administered up to OLE2

Week 48.

5.2.6 Premature End of Treatment

Subjects withdrawing early from the study will undergo PEOT Visit assessments (see
Section 8.5) and will enter the SFU or SFU2 Period depending on when subjects withdraw.

5.3 Study duration per subject

For each subject, the study will last a maximum of up to 165 weeks, as follows:
e Screening Period: 2 to 5 weeks

e Double-blind Treatment Period: 48 weeks (final dose at Week-44)

e OLE Period: 96 weeks (final dose at Week 136 for subjects-receiving-bimekizumab 320mg
Q8W and at Week 140 for subjects receiving bimekizumab 320mg Q4 W) followed by a
Safety Follow-Up Period: a SFU Visit is planned 20*weeks aftér the final dose of IMP visit in
the OLE Period (this SFU will not apply 'to subjects)directly rolling over from the OLE to the
OLE2 Period [see Section 5.2.5])

Subjects eligible for the OLE2 Period (added as'part of Protocol Amendment #5.4) will enter the
OLE2 Period after completing Week 144 of'the OLE.Period. The OLE2 Period will include a
48-week treatment period with(a'final visit-at OLE2"Week 48 and a SFU Period (SFU2) of

20 weeks after the final dose of IMP administered in the OLE2 Period.

For the subjects in the OLE2 Period; maxiimum study duration will depend on the time between
their participation in the OLE until Week 144 and the start of the OLE2 Period:

e 209 weeks for subjects.still beingtreated in the OLE Period and who will directly roll over to
the OLE2 Period at-Week 144

e 225 weeks for subjects who have completed Week 144 and the SFU; these subjects will have
a 4-week Screening Period before reinitiating treatment in the OLE2 Period. Note: for these
subjects,.the’study.duration will not be continuous.

e Between 209-and 225 weeks for subjects who have completed Week 144 and are
participatingthe in the SFU. For these subjects, the maximum study duration will depend
upon when they stop the 20-week SFU period to enter the 4-week OLE2 Screening Period.

54 Planned number of subjects and sites

Approximately 935 subjects will be screened in order to have 700 subjects randomized in the
study. There will be approximately 350 subjects in the bimekizumab 320mg treatment arm and
350 subjects in the secukinumab 300mg treatment arm. The planned number of study sites is
approximately 86. Every eligible subject who signs an ICF will be randomized.
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5.5 Anticipated regions and countries

The regions planned for study conduct are North America, Western Europe, and Central/Eastern
Europe, with possible extension to other regions and countries.

5.6 Schedule of study assessments

The schedule of study assessments is presented in Table 51 for the Screening and double-blind
Treatment Periods, in Table 5-2 for the OLE Period, and in Table 5-3 for the OLE2 Period.- At
each visit, all study assessments should be performed prior to administration of IMP.
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5.7 Schematic diagram

The study schematic diagram for PS0015 from Screening through Week 48 is presented in
Figure 5-1, from Week 48 through Week 144 is presented in Figure 5-2, and from Week OLE2
Screening to the OLE2 Week 48 Visit is presented in Figure 5-3.

Figure 5-1: Schematic diagram, Screening and double-blind Treatment Period
(through Week 48)

|Screening| Treatment period (double-blind) |

NI
n=350 gety féx
mmmg Bimekizumab 320mg Q4W Bimekizumab 320mg Q4W ws?&
dose

1:2re-

% - rendomization Bimekizumab 320mg Q8W
z
Open-label
Secukinumab 300mg Q4W extension
n=350 period

Dosin Dosin Dosin Dosin Dosin Dosin Dosig: Dosin Dosirt Dosin Dosin Dosin
9 g g 9 g 9 9 9 9 d 9 g

ggj:i"fr SFU visit 20
PBO) wleel‘(zafter
2-5weeks astdose
U | | U i I | I | | |

T or

Basellne 4 8 12 16 20 24 48  open-label

extension
Week period

Primary endpoint
PASI100 response

IGA=Investigator’s Global Assessment; IMP=investigational medicinal product; PASI100=Psoriasis Area Severity
Index complete response; PBO=placebo;" Q4 W=every 4 weeks; Q8W=every 8 weeks; SEC=secukinumab;
SFU=safety follow-up

Note: At Week 28 and all following visits, subjects on continuous treatment for at least 12 weeks with a persistent
IGA score >3 over at least a 4-week period,are defined as nonresponders and should discontinue IMP.
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Figure 5-2: Schematic diagram, OLE Period (Week 48 through Week 144)

Week 48 Open-label extension period |

Bimekizumab

320mg QAW
Bimekizumab
320mg QBW
Secukinumab Bimekizumab 320mg Q4W

300mg QAW

<PASI90

Bimekizumab Default switch from Q4w to Q8w
320mg Q4W =PASI90

Secukinumab mn;{:r‘mr;ﬂon
300mg Q4W

v

Bimekizumab 2PASI90 QBW Q8W Q8W QW Q8W Q8W Q8w Q8w  Qsw *
320mg QBW (Q4W) (Q4W) (Q4W) (Q4W) (Q4W) (Q4W) (Q4W) (Q4W)  (Q4W

Dosing cuw Al Q4W \(mwa l (Q4w) lcmwn @aw) | Q4w l [u4w1 l (@aw) | (@aw)

iy O
Week 52 56 60 E]ss@ 6 sn . 88 92 100104.| % @135140144 20 weeks

after last
dose
(Q4W) Q4w dosing is only applicable for subjects not yet d to QBW do@.
==%  Q4W dosing will be skipped at this visit in urde sub]edb\' osing; if prevmusly
D On site visits where subjects will switch tofQ8W gosing Aﬂeéﬁd only, if pot alreddy done at a previous on site visit

PASI=Psoriasis Area Severity Index; PASI90= @nprov@t in % SI score; Q4W=every 4 weeks;

Q8W=every 8 weeks

Note: The subject’s dosing interval will ¢ om b Q%Omg Q4W to bimekizumab 320mg Q8W at
Week 64, or at the next scheduled clinic t (1 ek 7 84, Week 96, Week 108, Week 120, or Week
132) if the subject has already conQ 64 vi ior to implementation of Protocol Amendment #5.1.

.\3@
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Figure 5-3: Schematic diagram, OLE2 period (from OLE2 Screening through
OLE2 Week 48)

OLE2 Screening* OLE2 Period

Bimekizumab 320mg Q4W

OLEZ2 Group B* i
IGA =3 : Bimekizumab !
320mg Q4W Switch from Q4W to Q8W at OLE2

IGA <3 : Bimekizumab Week 16
320mg Q8W i

Bimekizumab 320mg Q8W

OLE2 Group A*

Q8w asw Qsw
(Q4w) (Q4wW) (Q4w) basw

Dosing (Q4W) :CMW]
Suhjects
gwilt not be End-of-
dosed aj, Treatment
this vjsit. Visit
is Vjs| isi —~

T T U
Visit/Week OLEZ 0LE2 OLEZ OL OLE2 QL OLE2 OLE2 |[OLE2 20 weeks
Baselme w4 12 W16 w24 w4u W48 | rter last

dose

- OLE? Group A: Subjects being treated in the OLE Period at the time impleqefation)of protocgpagepdment #54 dardirectly roll over into the OLE2
Period and continue receiving QBW dosing. These participants will not nesfl to yn8fge Scregait,

- OLE2 Group B: Screening will apply only for subjects who will be ongoingNin thg SFU of the{lOLE Period, orWho will have completed the SFU of the OLE
Period at the time implementation of protocol amendment #5.4. and gho will B8 reinitiatigh te3tfment in thg” OMER Period.

*

(Q4w) Q4W dosing is only applicable for subjects not yet switched to OB/ gsifg. SubjectSieckivitg Q4V§Hoging will receive this dosing for 16 weeks and will
switch to Q8W dosing

On-site visits. At the other timepaints, the study madicatiGn My Be administeref &t homg, SE03et® who are unable to or decide not to selfinject IMP or
those without & family member/friend/caregiver who canhBlggmay contjpug to visit the sitéfohwdscheduled visits for IMP administration only

IGA=Investigator’s Global Assessment; IMP=inyestigational'medicinal product; OLE=Open Label Extension;
Q4W=every 4 weeks; Q8W=every 8 weeks;SFU2=Safety follow-up; W=week

Note: Q4W/Q8W IMP administration only-applies to those subjects who have entered the OLE2 Period as part of
Group B, and had an IGA >3 upon entry of OLE2-Period. These subjects will receive Q4W dosing for 16 weeks,
then will change from Q4W to Q8W dosing.

5.8 Rationale for-study design and selection of dose
5.8.1 Study design

A randomized;double-blind, active comparator-controlled study design has been selected to
demonstrate,efficacyand safety of bimekizumab relative to secukinumab. The study population
will include adults'with moderate to severe chronic plaque PSO and allow subjects who have
received previous biologic treatment as well as those who are biologic treatment naive. The
primary efficacy outcome measure (based on PASI) and other efficacy assessments included in
this study are consistent with those used for other PSO studies and are considered appropriate for
establishing efficacy of bimekizumab. A treatment period of 48 weeks (final dose at Week 44)
will be used to demonstrate the superiority of bimekizumab versus secukinumab based on
PASI100 at Week 16, along with the maintenance of efficacy of bimekizumab at Week 48.

The addition of the OLE Period will allow collection of long-term efficacy and safety data from
eligible subjects on open-label bimekizumab for an additional 96 weeks.
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The OLE2 Period will 1) collect additional long-term safety data; 2) explore safety data in
subjects who have temporarily stopped bimekizumab and could have been exposed to other
treatments; and 3) provide an additional 48-week treatment period for subjects continuing their
current treatment or reinitiating treatment at the Week 144/OLE2 Baseline Visit.

5.8.2 Dose selection

Bimekizumab doses ranging from 64mg to 480mg were evaluated in the Phase 2b multicenter,
randomized, double-blind, placebo-controlled, parallel-group, dose-ranging study PS0010:
Bimekizumab 320mg was found to have an acceptable safety profile, only required 2 injections
per treatment administration, and achieved significant PASI responses at Week 12 (summarized
in the IB). Furthermore, data from the Phase 2a multicenter, randomized, subject-blind,
investigator-blind study PS0016 and PK/PD modeling in this PSO population indicates-improved
responses through Week 16. Therefore, a bimekizumab dose of 320mg Q4 W through Week 16
was selected for this study.

Based on pooled data from the Phase 3 studies (PS0008, PS0009, and\RS0013);during the
maintenance period bimekizumab 320mg Q8W provided efficacy-esults similar to
bimekizumab 320mg Q4W. Therefore, at Week 64, subjects receiving

bimekizumab 320mg Q4W will switch to receive bimekizumab 320mg-Q8W. Subjects who are
receiving bimekizumab 320mg Q4 W treatment'whe already'completed the Week 64 visit at the
time of implementation of Protocol Amendmient#5.1 will be switched to

bimekizumab 320mg Q8W at the next scheduled clinic visit{ This change in dosing interval will
reduce subject and site burden, while allewing cellection ©f more long-term safety data on the
bimekizumab 320mg Q8W dosing r€gimien.

Subjects who are participating in'the OLE\Period.can directly roll over to the OLE2 Period and
continue receiving bimekizumab 320mg Q8W.(Eligible subjects who are in the SFU of the OLE
Period or who have completed the SFU at the.time of Protocol Amendment #5.4 implementation
can reinitiate their treatment in the ©OLE2 Petriod based on their current disease activity, as
measured by IGA: subjects with/IGA score <3 will receive bimekizumab 320mg Q8W, whereas
subjects with IGA score =3 will recive 16 weeks of bimekizumab 320mg Q4W, in line with the
original initial treatment(period, followed by 320mg Q8W for the remaining dosing timepoints of
the OLE2 Period.

6 SELECTION AND WITHDRAWAL OF SUBJECTS
6.1 Inclusion criteria

To be eligible to-participate in this study, all of the following criteria must be met at Screening
and bereconfirmed at the Baseline Visit:

Px.~Subject‘has provided informed consent.

2. Subject is considered reliable and capable of adhering to the protocol (eg, able to understand
and complete diaries), visit schedule, or medication intake according to the judgment of the
Investigator.

3. Male or female at least 18 years of age.

4. Subject must have had chronic plaque PSO for at least 6 months prior to the Screening visit.
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5. Subject must have PASI >12 and BSA affected by PSO >10% and IGA score >3 on a 5-point
scale.

6. Subject must be a candidate for systemic PSO therapy and/or phototherapy.

7. Subject must be considered, in the opinion of the Investigator, to be a suitable candidate for
treatment with secukinumab per regional labeling and has no contraindications to receive
secukinumab as per the local label.

8. Female subjects must be:

— Postmenopausal: Menopause is defined as 12 consecutive months of amenorrhea, for
which there is no other obvious pathological or physiological cause.

— Or, permanently sterilized (eg, tubal occlusion, hysterectomy, bilateral.salpingéetomy)

— Or, if of childbearing potential (and engaged in sexual activity that:could.result in
procreation), must be willing to use a highly effective method eficontraception
throughout the duration of the study until 20 weeks after last‘administration of IMP, and
have a negative pregnancy test at Visit 1 (Screening) and immediately prior to first dose.
The following methods are considered highly.effective when used consistently and
correctly:

o Combined (estrogen and progestogen)hormonal contraception associated with
inhibition of ovulation (oral, intravaginal; or transdermal)

o Progestogen-only hormonal centraception associated with inhibition of ovulation
(oral, injectable, implantable)

o Intrauterine device
o Intrauterine hormone-releasing system
o Vasectomized partner

o Abstinence as a form of birth Control is generally not allowed in the study unless
abstinence is in‘accordance with a subject’s preferred and common lifestyle. Study
personnel must confirm the continued use of abstinence is still in accordance with the
subject’s lifestyle at regular intervals during the study.

9. Subject agrees'not to change their usual sun exposure during the course of the study and to
use ultravaolet A/Aultraviolet B (UVA/UVB) sunscreens if unavoidable exposure occurs.

6.2 Exclusion criteria
Subjects are not permitted to enroll in this study if any of the following criteria are met:

L.» Female subject who is breastfeeding, pregnant, or plans to become pregnant during the study
or within 20 weeks following the final dose of IMP.

2. Subject previously participated in a bimekizumab clinical study and received at least 1 dose
of the IMP (including placebo).

3. Subject is currently participating in another study of a medication (systemic) under
investigation. Subject must be washed out of the medication for 12 weeks or at least 5 half-
lives prior to the Baseline Visit, whichever is greater.
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4.

10.

11.

12.

Subject is currently participating in another study of a topical medication under investigation.
Subject must be washed out of the medication for 4 weeks prior to the Baseline Visit.

Subject is currently, or was within the 4 weeks prior to the Baseline Visit, participating in
another study of a medical device under investigation.

Subject has a known hypersensitivity to any excipients of bimekizumab or secukinumab.

Subject has a form of PSO other than chronic plaque-type (eg, pustular, erythrodermic and
guttate PSO or drug-induced PSO).

Subject has an active infection or history of infection(s) as follows:
— Any active infection (except common cold) within 14 days prior to Baseline

— A serious infection, defined as requiring hospitalization or iv anti-inféctive(s)Wwithin
2 months prior to the Baseline visit

— A history of opportunistic, recurrent, or chronic infections that,\in the gpinion of the
Investigator, might cause this study to be detrimental to the subject..Opportunistic
infections are infections caused by uncommon pathogens (eg, pnéumocystis jirovecii,
cryptococcosis) or unusually severe infectiens'caused by.corhmon pathogens
(eg, cytomegalovirus, herpes zoster)

Subject has concurrent acute or chronic viral hepatitis B ot C or human immunodeficiency
virus (HIV) infection. Subjects who Have evidence of, ortested positive for hepatitis B or
hepatitis C are excluded. A positive test for.thehepatitis B virus is defined as: (1) positive for
hepatitis B surface antigen or (2)/positive for antihepatitis B core antibody. A positive test
for the hepatitis C virus (HCV) is defined as: (1) positive for hepatitis C antibody (HCV Ab)
and (2) positive via a confitmatory ¢est for HCV (for example, HCV polymerase chain
reaction).

Subject has received any live (includes attenuated) vaccination within the 8 weeks prior to
the Baseline visit (eg, inaetivated-influenza and pneumococcal vaccines are allowed, but
nasal influenza vaccination is. notpermitted).

Subject has received Bacillus Calmette-Guerin (BCG) vaccinations within 1 year prior to the
Baseline Visit.

Subject has known. tuberculosis (TB) infection, is at high risk of acquiring TB infection, or
has current or history of nontuberculous mycobacterium (NTMB) infection. A subject with
LTB-(a.positive interferon-gamma release assay [I[GRA] and diagnosis confirmed by TB
speeialist) may be rescreened once and enrolled after receiving at least 8 weeks of
appropriate LTB infection therapy and if no evidence of therapy-related hepatotoxicity has
occurred prior to the first injection (alanine aminotransferase [ALT]/aspartate
aminotransferase [AST] remain <3 times the upper limit of normal [ULN]).

Subject has a past history of active TB involving any organ system unless adequately treated
according to World Health Organization/Centers for Disease Control (CDC) therapeutic
guidance and proven to be fully recovered upon consult with a TB specialist.

Refer to Section 12.3.1 for details on determining full TB exclusion criteria.
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13.

14.

15.

16.

17.

18.

19.

20«

21.
22.

Subject has a history of a lymphoproliferative disorder including lymphoma or current signs
and symptoms suggestive of lymphoproliferative disease.

Subject has any active malignancy or history of malignancy within 5 years prior to the
Screening Visit EXCEPT treated and considered cured cutaneous squamous or basal cell
carcinoma, or in situ cervical cancer.

Subject has a diagnosis of inflammatory conditions other than PSO or PsA, including butmnot
limited to rheumatoid arthritis, sarcoidosis, or systemic lupus erythematosus. Subjects with a
diagnosis of Crohn’s disease or ulcerative colitis are allowed as long as they have ne active
symptomatic disease at Screening or Baseline.

Subject has had major surgery (including joint surgery) within the 3 months prier to the
Baseline Visit, or has planned major surgery within 6 months after entering the study.

Subject has any systemic disease (ie, cardiovascular, neurological, renal;liver;metabolic,
gastrointestinal, hematological, immunological, etc) considered by the Investigator to be
uncontrolled, unstable, or likely to progress to a clinically signifi¢ant degree during the
course of the study.

Subject has had myocardial infarction or stroke-within th€'6 months’prior to the Screening
Visit.
Subject has laboratory abnormalities at Scréeningg including any of the following:

a. >3.0x ULN of any of the following:/ALT,{AST, alkaline phosphatase (ALP); or >ULN
total bilirubin (>1.5xULN totahbilirubin'if known Gilbert’s syndrome).

b.  White blood cell count <3.00x10°44L

c. Absolute neutrophil count <1,5%x10%/uL

d. Lymphocyte count <500 cells/uL

e. Hemoglobin <8.5g/dL

f. Any other laboratoty abnormality, which, in the opinion of the Investigator, will prevent

the subject fromcompleting the study or will interfere with the interpretation of the study
results.

Individual screening-tests for which the results are in error, borderline, or indeterminate for
inclusion(in the study can be repeated once for confirmation during the Screening Period.
Upon.retesting; subjects whose results remain outside this threshold should not be
randomized:

Subject-has any other condition, including medical or psychiatric, which, in the Investigator's
judgment, would make the subject unsuitable for inclusion in the study.

Subject has previous exposure to secukinumab.

Subject has experienced primary failure (no response within 12 weeks) to one or more I1L-17
biologic response modifiers (ie, brodalumab, ixekizumab), or to more than one biologic
response modifier other than an IL-17.
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23. Subject is taking PsA medications other than stable doses (ie, stable for at least 1 week prior
to the Screening Visit) of nonsteroidal anti-inflammatory drugs (NSAIDs) or analgesics (see
Section 7.8.1.2).

24. Subject has a history of chronic alcohol or drug abuse within 6 months prior to Screening as
evaluated by the Investigator based on medical history, site interview, and/or results of the
specified urine drug screen.

25a. Presence of active suicidal ideation, or positive suicide behavior using the "Screening!
version of the electronic Columbia Suicide Severity Rating Scale (eC-SSRS) and with-either
of the following criteria:

— History of a suicide attempt within the 5 years prior to the Screening Visit. ‘Subjeets with
a history of a suicide attempt more than 5 years ago should be evaluated-by a mental
healthcare professional (eg, locally licensed psychiatrist, psychologist, or master’s level
therapist) before enrolling into the study.

— Suicidal ideation in the past month prior to the Screening Visit/as indicated by a positive
response ("Yes") to either Question 4 or Question 5 of theé\!'Screening" version of the
eC-SSRS.

26. Subject has presence of moderately severe major depression of severe major depression,
indicated by a score >15 using the screening PHQ-9:. Medication used to treat depression
should be stable for 8 weeks prior to baseline.

27. Subject is a member of Investigater site personnel direetly affiliated with this study and/or
their immediate families. Immediate family-is defined as a spouse, parent, child, or sibling,
whether biological or legally,adopted:

28. Subject is a UCB employee or employee of third-party organizations involved in the study.

29. Subject is taking or has taken.prohibitédspsoriasis medications without meeting the
mandatory washout period(relative.teithe Baseline Visit (Table 7-2).

6.3 Eligibility. for theOLE Period

Prior to entering the OLE Period; subjects on double-blind study treatment must complete all of
the Week 48 visit assessments: Prior to initiating the OLE Period assessments, all subjects will
be asked to read and sign.a separate ICF. To be eligible to participate in the OLE Period of this
study, the subject must have completed the double-blind Treatment Period without meeting any
withdrawal<riteria-and have been compliant with the ongoing clinical study requirements.
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6.4 Eligibility for the OLE2 Period

Prior to initiating the OLE2 Period assessments, all subjects will be asked to read and sign a
separate ICF.

6.4.1 All subjects (OLE2 Groups A and B)

To be eligible to participate in the OLE2 Period, all of the following inclusion criteria must be
confirmed for all subjects:

1. Subject provided informed consent.

2. Subject is considered reliable and capable of adhering to the protocol (eg, able to uniderstand
and complete diaries), visit schedule, and medication intake according to the judgment of the
Investigator.

3. Subject completes the OLE Period to Week 144 without meeting any withdrawal-criteria
defined in Section 6.5.

6.4.2 OLE2 Period Group A subjects

To participate in the OLE2 Period, subjects still treatéd in the OLE Period and who completed
the Week 144 Visit by the time of the implementation of Protocol Amendment #5.4 will not need
to fulfil other eligibility criteria than those listed in ‘Section 6.4.1 and will continue their
treatment from the Week 144/OLE2 Baseline Visit if they do not meet any of the withdrawal
criteria defined in Section 6.5.

6.4.3 OLE2 Period Group-B.subjects
Inclusion criteria

To be eligible to participate in the OLE2)Period; all of the additional following inclusion criteria
must be confirmed during the OLE2.Screening Period for subjects who have attended Week 144
and are in the SFU or have completed the SFU before Protocol Amendment #5.4
implementation:

1. Female subjects must-be:

— Postmenopausal: Mengpause is defined as 12 consecutive months of amenorrhea, for
which theré€/is'no other' obvious pathological or physiological cause.

— Permanently sterilized (eg, tubal occlusion, hysterectomy, bilateral salpingectomy)

— On,if of childbearing potential (and engaged in sexual activity that could result in
procreation), must be willing to use a highly effective method of contraception
throughout the duration of the study until 20 weeks after last administration of IMP, and
havé‘a negative pregnancy test at OLE2 Screening. The following methods are
considered highly effective when used consistently and correctly

o Combined (estrogen and progestogen) hormonal contraception associated with
inhibition of ovulation (oral, intravaginal, or transdermal)

o Progestogen-only hormonal contraception associated with inhibition of ovulation
(oral, injectable, implantable)

o Intrauterine device
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o Intrauterine hormone-releasing system
o Vasectomized partner

o Abstinence as a form of birth control is generally not allowed in the study unless
abstinence is in accordance with a subject’s preferred and common lifestyle. Study
personnel must confirm the continued use of abstinence is still in accordance with the
subject’s lifestyle at regular intervals during the study.

2. Subjects with a diagnosis of Crohn’s disease or ulcerative colitis are allowed as long as they

have no active symptomatic disease.

Exclusion criteria

Subjects in the OLE2 Group B are not permitted to enroll in the OLE2 Period if anyZof the
following exclusion criteria is met:

l.

Female subjects who plan to become pregnant during the OLE2\Period orwithin 20 weeks
following final dose of study medication.

Subject has developed any medical or psychiafric conditien thaty in“the opinion of the

Investigator, could jeopardize or would compromise’the subject’s ability to participate in the
OLE2 Period.

. Any subjects with an ongoing SAE, ‘er-a histery of sefious infections, the Medical Monitor

must be consulted prior to the subjeet’s entry in the OLE2 Period, although the decision on
whether to enroll the subject temains with the Investigator.

Subject had a positive or indetermifate IGRAin the OLE study to Week 144, unless
appropriately evaluated and treated as pet-Section 12.3.1.

Subject may not participate-in anothér study of a medicinal product or device under
investigation

Subject has a historyof chroni¢ alcohol or drug abuse within 6 months prior to reentry as
assessed by medical histery; site interview, and/or results of the urine drug screen.

Subjects who have used 'systemic treatments after Week 144 must have stopped this
treatment-1 month:prior to receiving the first bimekizumab injection in the OLE2 Period (See
Section/7.8.2 regarding prohibited medications).

Subject has erythrodermic, guttate, or pustular form of PSO.

Subject is noncompliant with the study procedures or medications in the opinion of the
Investigator.

10. Subject has a clinical laboratory value meeting any of the following criteria:

a. >3.0x ULN of any of the following: ALT, AST, alkaline phosphatase (ALP); or >ULN
total bilirubin (>1.5xULN total bilirubin if known Gilbert’s syndrome)

b. A laboratory value meeting any of the following criteria:

> Absolute neutrophil count <1.0x10/uL
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> Absolute lymphocyte count <0.2x10°/uL

Subjects may enter the OLE2 Period if the result is transient. If a retest is required, it must be
done within 1 to 2 weeks.

11. Subject has concurrent acute or chronic viral hepatitis B or C or HIV infection. Subjects who
have evidence of, or tested positive for hepatitis B or hepatitis C are excluded. A positive test
for the hepatitis B virus is defined as: (1) positive for hepatitis B surface antigen or (2)
positive for anti-hepatitis B core antibody. A positive test for the hepatitis C virus (HCY).1s
defined as: (1) positive for hepatitis C antibody (HCV Ab) and (2) positive via a
confirmatory test for HCV (for example, HCV polymerase chain reaction).

12. There is confirmation of a pregnancy, as evidenced by a positive pregnancy test/(see
Section 12.1.4 for more information regarding pregnancies).

13. Subjects showing:

e Suicidal ideation in the past month prior to the OLE2 Screening, Visit as,indicated by a
positive response ("Yes") to either Question 4 or Question-5 of the.€¢C-SSRS.

e Any suicidal behavior since last visit.

14. Subject has presence of moderately severe orsévere major depression, indicated by a score
>15 on the PHQ-9. Medication used to treat'depression should be stable for 4 weeks prior to
Week 144/OLE2 Baseline.

15. Subject has developed any active malignancy ot histery of malignancy prior to the OLE2
Screening Visit EXCEPT treated/and considered ¢ured cutaneous squamous or basal cell
carcinoma, or in situ cervical‘cancer.

16. Subject has received any live (ineludes atténuated) vaccination within the 8 weeks prior to
the Week 144/OLE2 Baseline Visit.
6.5 Withdrawal criteria

Subjects are free to withdraw from the study at any time, without prejudice to their continued
care. Subjects who withdraw from the study should complete the PEOT Visit (see Section 8.5).

Subjects should be withdrawn from the study and will be encouraged to come back for the SFU
Visit 20 weeks: after final\dose of IMP if the subject withdraws his/her consent or the Sponsor or
a regulatory agency requests withdrawal of the subject.

A subjectishould be'withdrawn from IMP and will be asked to come back for the SFU visit
20 weeks after final dose of IMP if any of the following events occur:

I..-Subjectidevelops an illness that in the opinion of the Investigator would interfere with his/her
continued participation if the risk of continuing IMP outweighs the potential benefit.

2. Subject develops erythrodermic, guttate, or pustular form of PSO.

3. Subject is noncompliant with the study procedures or medications in the opinion of the
Investigator.
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4.

8b.

Subject uses prohibited concomitant medications, with the exception of topicals, as defined
in this protocol (Section 7.8.2), that may present a risk to the safety of the subject or the
integrity of the study data, in the opinion of the Investigator and/or the Medical Monitor.

Subject has a clinical laboratory value meeting any of the following criteria:
a. Hepatotoxicity as described in Section 6.5.1
b. A laboratory value meeting any of the following criteria:

> Absolute neutrophil count <1.0x10%/pL

o Absolute lymphocyte count <0.2x10%/uL

Subjects may remain in the study if the result is transient. A retest is required within {"to

2 weeks at a scheduled or unscheduled visit. If the repeat absolute neutrophil-countor
absolute lymphocyte count is still below the allowable values, the subject must.be
withdrawn. If the repeat absolute neutrophil count or absolute lymphecyte count is above the
allowable values, the subject may continue in the study.

The subject experiences a severe AE, an SAE, or a clinically significant'change in a
laboratory value that, in the opinion of the Investigator, merits the‘discontinuation of the
investigational product and appropriate measures being taken.

There is confirmation of a pregnancy during the study, as evidenced by a positive pregnancy
test (see Section 12.1.4 for more information regarding prégnancies).

At Week 28 and all following visits, subjects on continious treatment for at least 12 weeks
with a persistent IGA score >3+0ver at leasta 4-week period are defined as nonresponders
and should discontinue IMP:

9a. A subject considered as having either a suspected new latent tuberculosis infection (LTBI) or

10.

who develops active TB or pulmenaryINTMB infection during the study (including but not
limited to, conversion demenstrated by IGRA or other diagnostic means) must be
immediately discontinued from IMP.

The subject must be permanently withdrawn if further examinations result in a diagnosis of
pulmonary NTMB, active,TB, or if the subject is diagnosed with LTBI with no initiation of
prophylactic tréatments préematurely discontinues prophylactic treatment, or, in the opinion of
the Investigater or. Spensor, is noncompliant with prophylactic TB therapy.

Confirmed active TB is an SAE and must be captured on an SAE Report Form and provided
to the\Sponsor.in accordance with SAE reporting requirements. As with all SAEs, periodic
follow-up-teports should be completed as per protocol requirements until such time as the TB
infectionyresolves.

Additional information on TB policies is provided in Section 12.3.1.

Subjects with newly diagnosed inflammatory bowel disease (IBD) or with IBD flares during
the study must:

— Bereferred, as appropriate, to a health care professional treating IBD, such as a
gastroenterologist

— Discontinue IMP and be followed-up until resolution of active IBD symptoms
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If IBD flares increase in severity or frequency during the study, the Investigator should use
clinical judgement in deciding whether the subject should continue in the study and contact
the Medical Monitor and UCB study physician to confirm the subject’s suitability for
continued participation in the study.

11a. Subjects must be referred immediately to a mental healthcare professional (eg, locally
licensed psychiatrist, psychologist, or master’s level therapist) and may be withdrawn from
the study based upon the Investigator’s judgment of benefit/risk for:

— Active suicidal ideation as indicated by a positive response (“Yes”) to Question4-of the
“Since Last Visit” version of the eC-SSRS.

- Moderately severe major depression as indicated by a PHQ-9 score of 15 t6-19 ifithis
represents an increase of 3 points compared to last visit.

12a. Subjects must be referred immediately to a mental healthcare professional (egylocally
licensed psychiatrist, psychologist, or master’s level therapist) and must be withdrawn for:

— Active suicidal ideation as indicated by a positive response{(“Yes”)-to Question 5 of the
“Since Last Visit” version of the eC-SSRS

— Any suicidal behavior since last visit
— Severe major depression as indicated/by, aPHQ=9 Score >20
The mental health consultation must be recordedun souree’documentation.

Investigators should attempt to obtain information on subjects in the case of withdrawal or
discontinuation. For subjects considered asdost to follow-up, the Investigator should make an
effort (at least 1 phone call and I written messagég to the subject), and document his/her effort
(date and summary of the phone'call and’copy. of’the written message in the source documents),
to complete the final evaluation. Allresults.of these evaluations and observations, together with a
narrative description of the reason(s) foriremoving the subject, must be recorded in the source
documents. The electronic Case’Report\Form (eCRF) must document the primary reason for
withdrawal or discontinuation.

Investigators should contact the Medical Monitor, whenever possible, to discuss the withdrawal
of a subject in advance.

6.5.1 Potential’drug-induced liver injury IMP discontinuation criteria

Subjects with potential drug-induced liver injury (PDILI) must be assessed to determine if IMP
must be'discontinued. In addition, all concomitant medications and herbal supplements that are
not medicallyniecessary should also be discontinued.

The PDILI eriteria below require immediate and permanent discontinuation of IMP for subjects
with either of the following:

e ALT or AST > 8xULN
e ALT or AST >3xULN and coexisting total bilirubin >2xULN

The PDILI criterion below requires immediate discontinuation of IMP for:
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e Subjects with ALT or AST >3xULN who exhibit temporally associated symptoms of
hepatitis or hypersensitivity. Hepatitis symptoms include fatigue, nausea, vomiting, right
upper quadrant pain or tenderness. Hypersensitivity symptoms include fever (without clear
alternative cause), rash, or eosinophilia (ie, >5%).

If a nondrug-related cause for the symptoms can be confirmed, these subjects may resume
IMP administration after discussion with the responsible UCB physician, but only when the
requirements for rechallenge with IMP as provided in Section 12.2.1.2.1 are followed.

The PDILI criterion below allows for subjects to continue on IMP at the discretion of the
Investigator.

e Subjects with ALT or AST >5xULN and <8xULN, total bilirubin <2xULN,.and no
eosinophilia (ie, <5%), with no fever, rash, or symptoms of hepatitis (eg, fatigue, nausea,
vomiting, right upper quadrant pain or tenderness).

Evaluation of PDILI must be initiated as described in Section 12.2¢"with repeat tests
performed in two weeks. Upon re-test, if ALT or AST values have'reducedto <5SxULN, the
subject can continue with the study. However, if ALT or AST\remains.=5xULN and
<8xULN after re-test, IMP should be temporarily-withheld and subject should undergo a
repeat test in two weeks. If ALT or AST values'remain>25xULN\even after the second
re-test, then the subject should be permanently withdrawn fromrthe study and should be
followed for possible drug-induced liver injury.

If subjects are unable to comply with.the applicable monitoring schedule, IMP must be
discontinued immediately.

Investigators should attempt te{obtain informatiofi‘on subjects in the case of IMP discontinuation
to complete the final evaluation. Subjects with PDILI should not be withdrawn from the study
until investigation and monitoring.are complete. All results of these evaluations and
observations, as well as the reason(s) for,IMP discontinuation and subject withdrawal (if
applicable), must be recordedin’the source documents. The eCRF must document the primary
reason for IMP discontinuation.

7 STUDY TREATMENTS

71 Description of investigational medicinal products
The IMPs uséd in this'study are bimekizumab, secukinumab, and placebo.

e Bimekizumab.will be supplied in a ImL prefilled syringe (PFS) at a concentration of
L60mg/mI(S5mM sodium acetate, 220mM glycine, 0.04% polysorbate 80 at pH 5.0) for sc
injection,

e~ Secukinumab is commercially available and will be supplied as a 150mg/mL single-use PFS
for sc injection.

e Placebo will be supplied as 0.9% sodium chloride aqueous solution (physiological saline,
preservative free) of pharmacopeia (US Pharmacopeia/European Pharmacopeia) quality in a
ImL PFS for sc injection.

Further details of the IMPs and their specifications are provided in the IMP Handling Manual.
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7.2 Treatments to be administered

Unblinded study staff will be responsible for preparation of the clinical trial material, including
recording the administration information on source documents, and administration of the IMP as
sc injections. The unblinded personnel will not be involved in the study in any way other than
assuring the medication is taken from the correct kit and administering the drug to the subjects.

Suitable areas for sc injections are the lateral abdominal wall, upper outer thigh, or upper arm
During each dosing visit, each of the injections should be administered at a separate injection
site. Injection sites should be rotated at each visit and injections should not be given inte.a-PSO
plaque or areas where the skin is tender, bruised, erythematous, or indurated. The injection
should last approximately 10 to 15 seconds.

An IMP Handling Manual will be provided to each site containing instructions.régardiftg drug
preparation and dosing.

The subject’s dosing interval will change from bimekizumab 320mg Q4W to
bimekizumab 320mg Q8W at Week 64 or at the next scheduled clini¢ visit after implementation
of Protocol Amendment #5.1 if the subject has already completedithe Week' 64 visit.

The dosing scheme for Baseline through Week 44.s depicted in ‘Table /1. The dosing scheme
from Week 48 through Week 140 is depicted in"TFable 7:2.
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During the OLE Period, IMP administration on weeks with no scheduled clinic visit should
primarily be performed by subjects at home. Self-injection training will be provided to the
subject/caregiver by qualified site personnel at Week 48 (upon signature of the ICF). Additional
training may be provided by site staff at subsequent clinic visits as needed. At Week 48 and
subsequent clinic visits, the subject/caregiver will perform self-administration under the
supervision of the site staff to ensure that study medication is being properly and safely injected:

After the implementation of Protocol Amendment #5.4 (addition of a 48-week treatment period,
ie, OLE2 Period), subjects will be invited to continue or reinitiate their treatment as per the
following OLE2 Groups:

e OLE2 Group A: Subjects in the treatment phase of the OLE Period at the time’of Protocol
Amendment #5.4 implementation will attend the Week 144 Visit and directly.roll over'to the
OLE?2 Period. These subjects will continue receiving bimekizumab 320mg Q8 W-for
40 additional weeks, starting from the first treatment visit of the OLE2’Period((ie; Week
144/OLE2 Baseline Visit; the Week 144 Visit will coincide with the Week 144/OLE2
Baseline Visit and data collected at this visit will be used as baselinie data for subjects
entering the OLE2 Period).

e OLE2 Group B: Eligible subjects who have comapleted the Week 144 Visit and are in the
SFU or have completed the SFU of the OLE Pgriod at the tim¢0f Protocol Amendment #5.4
implementation, will reinitiate their treatment in the OLE2-Petiod after having undergone
Screening assessments during a 4-week OLE2 Scieening Period. The first dose will be
administered at the Week 144/OLE2'Badseline Visit and data collected at this visit will be
used as baseline data for the OLE2, Period-Subjects,in OLE2 Group B with an IGA score
>3 at the Week 144/OLE2 Baseline Visitwill be-freated with bimekizumab Q4W for the first
16 weeks, then will switch'to bimekizumab.320mg Q8W. Subjects in OLE2 Group B with an
IGA score <3 at the Week 144/QLE?2 Baseline Visit will be treated with bimekizumab Q8W
from the Week 144/OLE2 Baseline Visit.

During the OLE2 Period (Week/144/QLE2 Baseline to OLE2 Week 48), all subjects will attend
study visits every 12 weeks. All subjects will be treated until OLE2 Week 40 (last dose of
bimekizumab 320mg Q8W).

The dosing scheme-from Week 144/OLE2 Baseline through OLE2 Week 40 is depicted in
Table 7-3.
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Once subjects/caregivers as determined by the Investigator (or designee) have been trained, the
study medication may be administered at home. The subject will receive the required number of
syringes for injections at each visit needed to perform the Q4W or Q8 W administrations at home.
Subjects who are unable to or decide not to self-inject IMP or those without a family
member/friend/caregiver who can help, will not be discontinued, but may continue to visit the
site for unscheduled visits for IMP administration only.

If administered at home, the subject/caregiver will document the date, body location, kit number
and time point of administration of study medication.

All used syringes will be disposed of by subjects/caregivers as determined by the Investigator in
an acceptable disposal (sharps) container directly after the administration. The
subjects/caregivers return the documentation together with any used/unused containers.at.the
next scheduled clinic visit.

7.3 Packaging

The IMPs will be packaged and labeled according to Good Manufacturing Praetice (GMP)
guidelines and applicable laws or regulations. They will be suitably*packaged in such a way as to
protect the product from deterioration during transpert and sterage. Fufther information
regarding storage and transport conditions are provided in the' IMP.Handling Manual.

7.4 Labeling

The IMPs will be labeled in accordance with the cutrent International Council for Harmonisation
(ICH) guidelines on Good Clinical Practice (GEP) and GMP and will include any locally
required statements. If necessary, labels will be-translated into the local language.

7.5 Handling and’storage requiréments
Refer to the IMP Handling Manual forthe storage conditions of the IMP.

The Investigator (or designee) is responsible for the safe and proper storage of IMP at the site.
Investigational medicinal preduct stored by the Investigator is to be kept in a secured area with
limited access according to.the storage conditions mentioned on the label.

Appropriate storage conditions.must be ensured either by controlling the temperature (eg, room,
refrigeration unit) or,by completion of a temperature log in accordance with local requirements
on a regular basis.(eg, once a week), showing actual and minimum/maximum temperatures
reached overthe time‘interval.

In case af'out of range temperature is noted, it must be immediately reported as per instructions
contained in the IMP Handling Manual.

The IMP will be shipped to the study sites in temperature controlled containers. Out-of-range
shipping or storage conditions must be brought to the attention of the sponsor or designee,
immediately. Authorization to use any out-of-range IMP must be documented and received prior
to dispensing or administering the IMP at the study site.

In addition, the Investigator (or designee) will instruct the subject/caregiver on how to handle the
IMP during transport, and how to store the IMP following the instruction guide. Cooler bags
with freezer packs will be provided to the subjects/caregivers. Specific attention will be put on
the transport from site to home using cold bags, and the subject/caregiver will be instructed to
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put the IMP as quickly as possible into his/her refrigerator. In case of broken refrigerator, or
broken or lost syringes, the subject will inform the site immediately and new IMP will be
supplied. All efforts should be made to follow the treatment scheme as per protocol.

7.6 Drug accountability

A Drug Accountability form will be used to record IMP dispensing and return information on a
by subject basis and will serve as source documentation during the course of the study. Details of
any IMP lost, damaged (eg, due to breakage or wastage), not used, partially used, disposediof at
the study site, or returned to the sponsor or designee must also be recorded on the appropriate
forms. All supplies and pharmacy documentation must be made available throughout.the study
for UCB (or designee) to review.

In order to maintain the blind, all IMP documentation (eg, shipping receipts, drug)accountability
logs, interactive response technology [IRT] randomization materials) must’be maintained and
accessed by unblinded, trained site personnel only. Designated, unblindéd-site personnel must be
appropriately trained and licensed (per country guidelines) to administer injections.

Unblinded study staff will be responsible for receipt, inventory, and destriction of used kits. The
packaging identifies each kit by a unique number, but due to the\commercial packaging of the
comparator, the unblinded study staff will be respensible toymaintain. the blind. Unblinded study
staff will be responsible for preparation (breaking tamperproof sticker on kit, etc) of the clinical
trial material, including recording the administration.information on source document.

The OLE2 Period will be unblinded and\blinding precautions will not be applicable.

The Investigator (or designee) is reSponsible for retaining all used, unused, and partially used
containers of IMP until returned.or destroyed.

The Investigator should assign some of the Investigator’s duties for drug accountability at the
study site to an appropriate pharmageist/designee.

The Investigator must ensure that the IMP is used only in accordance with the protocol.

Periodically, and/or after eonipletion_of the clinical phase of the study, all used (including empty
containers)/partially used,unused,’”damaged, and/or expired IMP must be reconciled and either
destroyed at the site-accordingto local laws, regulations, and UCB Standard Operating
Procedures (SOPs) ot returned to UCB (or designee). Investigational medicinal product intended
for the study cannot be.used for any other purpose than that described in this protocol.

1.7 Procedures for monitoring subject compliance

During'the double-blind Treatment Period (up to Week 44), investigational medicinal product
will be administered in the clinic and compliance will be determined at the visit by study
personnel. Drug accountability must be recorded on the Drug Accountability Form.

After Week 48, self-injection at home will be possible at the following weeks: Weeks 60, 68, 76,
80, 88,92, 100, 104, 112, 116, 124, 128, 136, 140, and at the OLE2 Weeks 4, 8, 16, 32, and 40.
Dates, body locations, kit numbers and time of self-injection will be captured using a home
administration form. All used syringes will be disposed of by subjects/caregivers as determined
by the Investigator in an acceptable disposal (sharps) container directly after the administration.
The subjects/caregivers return the documentation together with any used/unused containers at the
next scheduled clinic visit.
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Completed home administration forms should be reviewed by the Investigator with the subject. If
a subject is noncompliant with the study procedures or medications that may present a risk to the
safety of the subject in the opinion of the Investigator, then the subject should be withdrawn as
described in Section 6.5.

7.8 Concomitant medications/treatments

Any treatment administered from the time of informed consent to the final study visit will be
considered concomitant medication. This includes medications that were started before the(study
and are ongoing during the study.

7.81 Permitted concomitant treatments (medications and therapies)
The following concomitant medications are permitted during the study.
7.8.11 Topical medications

Subjects may continue to use topical moisturizers or emollients, bath gils; or oatmeal bath
preparations for skin conditions during the study, as needed. Over-thescounter’shampoos for the
treatment of PSO of the scalp are also permitted.

In the double-blind Treatment Period, mild and low.petency.topical steroids will be permitted for
use limited to the face, axilla, and/or genitalia, assneeded. These topical medications should not
be used within approximately 24 hours priorto study visits requiring IGA and PASI measures.

In the OLE and OLE2 Periods, the medications listed’as permitted for the double-blind
Treatment Period will be allowed. In addition, anytopical‘Steroids and vitamin D analog
ointment will be permitted for use, @sne€eded.“These topical medications should not be used
within approximately 24 hours priot to study'visitsequiring IGA and PASI measures.

7.8.1.2 Other medications

Subjects may take pain relievers (acetaminophen/paracetamol, NSAIDs, opiates) as needed for
pain but preferably not within 24 hours.of the Baseline and Week 48 Visits. Intraarticular
injections (eg, steroids or hyaluronig,acid) are permitted and must be carefully recorded in the
eCREF.

Subjects who are receiving an,established regimen for depression should remain on stable dosing
prior to Baseline and-throughout the study.

7.8.2 Prohibited concomitant treatments (medications and therapies)
Table 7—4presents the list of prohibited PSO medications.
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Table 7-4: Prohibited psoriasis medications

systemic immunosuppressant agents (eg, methotrexate,
cyclosporine, azathioprine, thioguanine)

fumaric acid esters specifically used for the treatment of
PSO

systemic corticosteroids
phototherapy

Drug Washout period relative to Baseline Visit
Topicals except for those permitted (Section 7.8.1.1) 2 weeks
Systemic retinoids 1 month
Systemic treatment (non-biological), eg: 1 month

Anti-TNFs, eg:
etanercept (including biosimilar)

infliximab (including biosimilar), golimumab, certolizumab
pegol, adalimumab (including biosimilar)

1 month for etanercept
3 months foreverything other than etanercept

Other biologics and other systemic therapies, eg:
ustekinumab
apremilast, tofacitinib

alefacept, efalizumab, guselkumab

tildrakizumab, risankizumab
briakinumab

rituximab

6 months«for ustekinumab
2 weeks for apremilast and tofacitinib

3-months for alefacept, efalizumab, and
guselkumab

5 months for tildrakizumab, risankizumab
6 months for briakinumab

12 months for rituximab

Anti-IL-17 therapies, eg:
brodalumab
ixekizumab

3 months

(any prior exposure to secukinumab or
bimekizumab is excluded [see Section 6.2])

Any other antipsoriatic agent (systemic) under investigation (or
approved after the protocol is approved)

3 months or 5 half-lives, whichever is greater

Any other antipsoriatic agent (topical) under investigation

1 month

IL-17=interleukin-17; PSO=psoriasis; TNF=tumor necrosis factor

Up to Week-144

Subjects who-take prohibited medications may be withdrawn from IMP but followed until the
SKU Visit./The decision to withdraw a subject for taking prohibited medications should be made

in‘consultation with the Medical Monitor.

Post Week 144 (OLE?2 Period)

Subjects who have used systemic treatments after Week 144 must have stopped this treatment

1 month prior to receiving the first bimekizumab injection in the OLE2 Period. Subjects
receiving systemic immunomodulatory medications for an indication other than PSO must have
their eligibility confirmed by the Medical Monitor prior to enrollment in the OLE2 Period.
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7.8.21 Vaccines

Administration of live (including attenuated) vaccines is not allowed during the conduct of the
study and for 20 weeks after the final dose of IMP (see Exclusion Criterion #10, Section 6.2).
Administration of inactivated vaccines is allowed during the study at the discretion of the
Investigator.

7.9 Blinding

Due to differences in presentation between the bimekizumab and secukinumab, special
precautions will be taken to ensure study blinding during the double-blind Treatment,Period and
study sites will have blinded and unblinded personnel.

For subjects receiving bimekizumab, bimekizumab will be administered at Bas€line; placebo will
be administered at Week 1, Week 2, and Week 3; their second dose of bimekizumab. will be at
Week 4; and bimekizumab doses Q4W through Week 16. At Week 16 subjects in‘the
bimekizumab 320mg treatment arm will be re-randomized 1:2 to receive bimekizumab 320mg
Q4W or bimekizumab 320mg Q8W. To maintain the blind, subjects’inr the bimekizumab 320mg
Q8W treatment arm will receive placebo at Weeks 20, 28, 36, and 44. Secukinumab subjects will
receive secukinumab at Baseline, Week 1, Week 2,-Week 3, Week 4, and’Q4W thereafter.

All Sponsor and Investigator site personnel invelved in the study will be blinded to the
randomized IMP assignment with the following exceptions:

e Unblinded study staff will be responsible for preparation‘(breaking tamper proof sticker on
kit, etc) of the clinical trial material, including recording the administration information on
source documents, and administration of the IMP @as sc injections. The unblinded personnel
will not be involved in the study in any way other than assuring the medication is taken from
the correct kit and administéring th€ drug, to’the subjects.

e Bioanalytical staff analyzing blood samples for bimekizumab and anti-bimekizumab
antibody determination.

During the double-blind Treatment Period of the study, the Sponsor will provide blinded and
unblinded site monitors-for the purposes of verifying safety, efficacy, and drug administration
and documentation records. Unblinded study site personnel need to be available in order to
resolve queries. Study mofiitors and study site personnel, blinded to treatment assignment, will
not discuss or have access to any drug related information. This will continue at least until all
subjects havecompleted the double-blind Treatment Period of the study.

Study sites will-be'required to have a written blinding plan in place, signed by the Principal
Investigator,swhich will detail the site’s steps for ensuring that the double-blind nature of the
study is maintained. Sites will be instructed to keep study subjects blind to the IMP as detailed in
the site blinding plan.

After all subjects have completed the double-blind Treatment Period of the study and the interim
analysis has occurred, unblinded study site personnel can perform assessments in the OLE and
OLE2 Period(s) of the study.

Further details are provided in the study manual and site blinding plan.
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7.91 Procedures for maintaining and breaking the treatment blind
7911 Maintenance of IMP blind

All subject treatment details (bimekizumab or secukinumab) will be allocated and maintained by
the IRT system.

7.9.1.2 Breaking the treatment blind in an emergency situation

The integrity of this clinical study must be maintained by observing the treatment blind. In the
event of an emergency for which the appropriate treatment for a subject cannot be made without
knowing the treatment assignment, it will be possible to determine to which treatment.arm and
dose the subject has been allocated by contacting the IRT. All sites will be provided with details
of how to contact the system for code breaking at the start of the study. The Medical Monitor or
equivalent should be consulted prior to unblinding, whenever possible.

The Clinical Project Manager (CPM) will be informed immediately via the/IRTswhen a code is
broken, but will remain blinded to specific treatment information. Any.unblinding of the IMP
performed by the Investigator must be recorded in the source documents and on the Study
Termination eCRF page.

710 Randomization and numbering of subjects

An IRT will be used for assigning eligible subjeets to a‘treatment-regimen based on a
predetermined production randomization and/etr packaging schedule provided by UCB (or
designee). The randomization schedule will'be produeed by the IRT vendor. The IRT will
generate individual assignments for,subject kits'of IMP;.as appropriate, according to the visit
schedule. Subject treatment assignment will-be stratified by region and prior biologic exposure
(yes/no). The IRT will generat¢ individual‘assignfhents for subject kits of IMP, as appropriate,
according to the visit schedule.

At Screening, each subject will be'assigned’a’5-digit number that serves as the subject identifier
throughout the study. The subject number will be required in all communication between the
Investigator or designee and‘the IR F)regarding a particular subject.

At the Baseline Visit, a-subject will be randomized into the study. The Investigator or designee
will use the IRT for tandomization. The IRT will automatically inform the Investigator or
designee of the subject’s identification number. The IRT will allocate kit numbers to the subject
based on the subjéct number during the course of the study. The kits are blinded.

At Week 16'subjectstin the bimekizumab 320mg treatment arm will be re-randomized 1:2 to
receive bimekiziimab 320mg Q4W or bimekizumab 320mg Q8W. To maintain the blind after
re-randomization, subjects in the bimekizumab 320mg Q8W treatment arm will receive placebo
atWeeks 20528, 36, and 44. Subjects in the secukinumab arm will continue to receive
secukinumab 300mg Q4W.

In the OLE Period, subjects:

e  Who received bimekizumab 320mg Q4W and achieved PASI90 at Week 48 of the double-
blind Treatment Period will be randomized 1:1 to receive bimekizumab 320mg Q4 W or
bimekizumab 320mg Q8W.

Confidential Page 68 of 263



UCB 01 Oct 2021
Clinical Study Protocol Bimekizumab PS0015

e  Who received bimekizumab 320mg Q4W and who did not achieve PASI90 at Week 48 of
the double-blind Treatment Period will receive bimekizumab 320mg Q4 W.

e  Who received bimekizumab 320mg Q8W and who did not achieve PASI90 at Week 48 of
the double-blind Treatment Period will receive bimekizumab 320mg Q4 W.

e  Who received bimekizumab 320mg Q8W and who achieved PASIO0 at Week 48 of the
double-blind Treatment Period will receive bimekizumab 320mg Q8W.

e  Who received secukinumab and who did not achieve PASI90 at Week 48 of the double-blind
Treatment Period will receive bimekizumab 320mg Q4W.

e  Who received secukinumab and who achieved PASI90 at Week 48 of the double-blind
Treatment Period will be randomized 1:1 to receive bimekizumab 320mg Q4W or
bimekizumab 320mg Q8W.

The subject’s dosing interval will change from bimekizumab 320mg Q4W-to
bimekizumab 320mg Q8W at Week 64, or at the next scheduled clinie visit after implementation
of Protocol Amendment #5.1 if the subject has already completed"Week 64-

Subjects who roll over directly from the OLE Period-into the,QEE2 Period will continue
receiving bimekizumab 320mg Q8W and will keép’their unigque 5-digit identification number.
Subjects who reinitiate bimekizumab after having completed treatment (subjects in the SFU of
the OLE Period or who have completed the SEU of the OLE Period) will receive either
bimekizumab 320mg Q4W/Q8W or bimekizumab320mg.Q8W depending on their disease
activity at time of reentry (bimekizumab,320mg.Q4W/Q8W for subjects with IGA score >3 or
bimekizumab 320mg Q8W for subjects with IGA sc¢ore'<3). For these subjects, the same unique
5-digit identification number used-in the study will be reused.

Subject numbers and kit numbers will'be tracked via the IRT during the double-blind Treatment
Period, the OLE Period, and the OLE2 Period.

8 STUDY PROCEDURES BY VISIT

Table 5-1, Table 5-2, and TableS-3-provide a general overview of study assessments during the
double-blind Treatment Period; the OLE Period, and the OLE2 Period, respectively. A list of
procedures to be completed at each visit is described below.

e Visit windews of £3 days on either side of the scheduled dosing are permitted up to and
including Week 245 however, the Investigator should try to keep the subjects on the original
dosing.schedules From the Week 28 Visit through the Week 72 Visit, visit windows of
+7 'days oneither side of the scheduled dosing are permitted; however, the Investigator
should try to'keep the subjects on the original dosing schedule. From the Week 76 Visit
through'the Week 144/PEOT Visit, visit windows of £14 days on either side of the scheduled
dosing are permitted; however, the Investigator should try to keep the subjects on the original
dosing schedule. The visit window is relative to Baseline and applicable for all subsequent
visits up to Week 144/OLE2 Baseline Visit. From the Week 144/OLE2 Baseline Visit
through the OLE2 Week 48/PEOT Visit, visit windows of £14 days relative to the Week
144/OLE2 Baseline Visit on either side of the scheduled dosing are permitted; however, the
Investigator should try to keep the subjects on the original dosing schedule. Changes to the
dosing schedule outside the visit window must be discussed with the Medical Monitor.
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e The dosing window from Baseline through Week 4 is +2 days relative to the scheduled
dosing visit. From Week 8 through Week 24, the dosing window is +3 days relative to the
scheduled dosing visit. From Week 28 through the Week 72 Visit, the dosing window is
+7 days relative to the scheduled dosing visit. From the Week 76 Visit through the OLE2
Week 40 Visit, the dosing window is £14 days relative to the scheduled dosing visit.

e For the SFU and SFU2 Visits (20 weeks after the final dose), the visit window is +7 days
relative to the scheduled visit date.

8.1 Screening Visit (2 to 5 weeks)

Prior to any study specific activities, subjects will be asked to read, sign, and date ah JCF that has
been approved by the Sponsor and an Institutional Review Board (IRB)/Independent Ethics
Committee (IEC), and that complies with regulatory requirements. Subjects will'be giveén
adequate time to consider any information concerning the study given to them by the Investigator
or designee. As part of the informed consent procedure, subjects will be/given the opportunity to
ask the Investigator any questions regarding potential risks and benefits of participation in the
study.

The following procedures/assessments will be performed at the"Screering Visit:

e Informed consent

e Inclusion/exclusion

e Urine drug screen

e Demographic data (age, gender, tace and ethnicity.[according to local regulations])
e Psoriasis history including‘the date of onset and past treatments

e Significant past medical historyineluding-clinically relevant past or coexisting medical
conditions and surgeries

e Physical exam including@yaluation of signs and symptoms of active TB and risk for
exposure to TB

e Vital signs (sitting systoli¢ and diastolic blood pressure [BP], pulse rate, and body
temperature) should be.obtained prior to blood sampling

e Collection of bload\and urine samples for the following clinical laboratory tests:
— Hematolegy and biochemistry
=\ Urinalysis
~ Serum pregnancy test
— Hepatitis B and Hepatitis C
— HIV
— IGRA tuberculosis test
e Record 12-lead ECG
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e Chest x-ray (not necessary if performed within 3 months prior to Screening Visit and report
is available)

e Tuberculosis questionnaire

e PASI

e Percentage of BSA
e [GA

e PHQ-9

e ¢C-SSRS

e Concomitant medication

e AEs

e Contact IRT

8.2 Treatment Period
8.21 Baseline Visit

The following procedures/assessments will be performed/recorded‘prior to administration of
IMP:

e Inclusion/exclusion (includes evaluatien of signs and symptoms of active TB and risk for
exposure to TB)

¢ Significant past medical history and ceneomitantdiseases to ensure no significant changes
since Screening

e Height
e Body weight

e Vital signs (sitting systolic and diastolic BP, pulse rate, and body temperature) should be
obtained prior to blood sampling

e Collection of blood and urine samples for the following tests should be obtained prior to
dosing:

— Hematology/and biochemistry
— Urinalysis
= Urine'pregnancy test
— Bimekizumab/secukinumab plasma concentrations
— Anti-bimekizumab antibodies
e Tuberculosis questionnaire
e PASI
e Percentage of BSA
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IGA

DLQI

Patient symptoms (itch, pain, and scaling)

PHQ-9

eC-SSRS

scalp IGA

mNAPSI

pp-IGA

Patient Global Assessment of psoriasis

PASE

PGADA (only for subjects with PsA)

WPAI-SHP V2.0

Photographs of skin and nails (subjects consefting to sub-study,in participating centers only)
EQ-5D-3L

Concomitant medication

AEs

Upon confirmation of subjeet’s.eligibility, randomization will occur

Contact IRT

After completion of the above-meéntioned procedures, IMP administration will occur.
8.2.2 Week 1 and Week-2 Visits (+3 days relative to Baseline)

The following procedures/assessments will be performed/recorded:

Vital signs (sitting systolic’and diastolic BP, pulse rate, and body temperature) should be
obtained prior t6 blood sampling

Collection of blged-samples for the following tests should be obtained prior to dosing:
— _Hematology and biochemistry

+~_ Bime¢kizumab/secukinumab plasma concentrations

— Anti-bimekizumab antibodies

PASI

Percentage of BSA

IGA

scalp IGA for subjects with scalp involvement at Baseline
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e Photographs of skin and nails (subjects consenting to sub-study in participating centers only)
e ¢eC-SSRS

e Concomitant medication

e AEs

e Contact IRT

After completion of the above-mentioned procedures, IMP administration will occur.
8.2.3 Week 3 Visit (+3 days relative to Baseline)

The following procedures/assessments will be performed/recorded prior to administration of
IMP:

e Vital signs (sitting systolic and diastolic BP, pulse rate, and body temperature) should be
obtained prior to blood sampling

e Concomitant medication

e AEs

e Contact IRT

After completion of the above-mentioned proeedures,-administration of IMP will occur.
8.24 Week 4 Visit (+£3 days'relative to Baseline)

The following procedures/assessments wilLbe performed/recorded prior to administration of
IMP:

e Vital signs (sitting systolic and diastolic BP;pulse rate, and body temperature) should be
obtained prior to blood sampling

e Collection of blood and urine samples for the following tests should be obtained prior to
dosing:

— Hematology and‘biochemistry
— Urine preghancy test
— Bimekizumab/seeukinumab plasma concentrations

— Anti-bimekizumab antibodies

e PASI

o -Percentage of BSA
e IGA

e DLQI

e Patient symptoms (itch, pain, and scaling)
e PHQ-9

e Photographs of skin and nails (subjects consenting to sub-study in participating centers only)
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e ¢C-SSRS

e scalp IGA for subjects with scalp involvement at Baseline

e Patient Global Assessment of psoriasis

e EQ-5D-3L

e Concomitant medication

e AEs

e Contact IRT

After completion of the above-mentioned procedures, administration of IMP will oecur.
8.2.5 Week 8 and Week 12 Visits (+3 days relative to Baseline)

The following procedures/assessments will be performed/recorded prier te-administration of
IMP:

e Physical exam including evaluation of signs and symptoms of.active TB and risk for
exposure to TB (Week 12 only)

e Vital signs (sitting systolic and diastolic BPspiilse rate, @nd body temperature) should be
obtained prior to blood sampling

e Collection of blood and urine sample$ for the following tests should be obtained prior to
dosing:

— Hematology and biochemistry

— Urine pregnancy test

— Bimekizumab/secukinumab-plasma-concentrations
— Anti-bimekizumab antiboedies

e Tuberculosis questionnaire (Week 12 only)

e PASI

e Percentage of BSA
e IGA

e DLQI

e Patient symptoms (itch, pain, and scaling)

¢ Patient Global Assessment of psoriasis

e PHQ-9

e ¢eC-SSRS

e scalp IGA for subjects with scalp involvement at Baseline

e Photographs of skin and nails (subjects consenting to sub-study in participating centers only)

e (Concomitant medication
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e AEs
e C(Contact IRT

After completion of the above-mentioned procedures, administration of IMP will occur.
8.2.6 Week 16 Visit (+3 days relative to Baseline)

The following procedures/assessments will be performed/recorded prior to administration of
IMP:

e Body weight

e Vital signs (sitting systolic and diastolic BP, pulse rate, and body temperature)should-be
obtained prior to blood sampling

e Collection of blood and urine samples for the following tests should be obtained‘prior to
dosing:

— Hematology and biochemistry

— Urinalysis

— Urine pregnancy test

— Bimekizumab/secukinumab plasma concentrations
— Anti-bimekizumab antibodies

e Record 12-lead ECG

e PASI

e Percentage of BSA

e IGA

e DLQI

e Patient symptoms (iteh, painj.and scaling)
e PHQ-9

e ¢C-SSRS

e scalp IGA for subjects with scalp involvement at Baseline

o mNAPSI forisubjects with nail involvement at Baseline

o ( pp-IGA/for subjects with palmoplantar involvement at Baseline

e Patient Global Assessment of psoriasis

e PGADA (only for subjects with PsA)

e WPAI-SHP V2.0

e Photographs of skin and nails (subjects consenting to sub-study in participating centers only)

e EQ-5D-3L
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e (Concomitant medication

e AEs

e Contact IRT

At Week 16 subjects in the bimekizumab 320mg treatment arm will be re-randomized 1:2 to

receive bimekizumab 320mg Q4W or bimekizumab 320mg Q8W. After completion of the
above-mentioned procedures, administration of IMP will occur.

8.2.7 Week 20 (+3 days relative to Baseline) and Week 28 Visits (+7 days
relative to Baseline)

The following procedures/assessments will be performed/recorded prior to administration of
IMP:

e Vital signs (sitting systolic and diastolic BP, pulse rate, and body temperatuze) should be
obtained prior to blood sampling

e Collection of blood and urine samples for the following tests should-b€ obtained prior to
dosing:

— Urine pregnancy test
— Bimekizumab/secukinumab plasma concentrations (Week 20 only)
— Anti-bimekizumab antibodies (Week 20 only)

e PASI

e Percentage of BSA

o IGA
e PHQ-9
e ¢C-SSRS

e (Concomitant medication
e AEs
e (Contact IRT

After completion. 6f the above-mentioned procedures, administration of IMP will occur.
8.2.8 Week 24 Visit (+3 days relative to Baseline)

The following procedures/assessments will be performed/recorded prior to administration of
IMP:

e Physical exam including evaluation of signs and symptoms of active TB and risk for
exposure to TB

e Body weight

e Vital signs (sitting systolic and diastolic BP, pulse rate, and body temperature) should be
obtained prior to blood sampling
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e Collection of blood and urine samples for the following tests should be obtained prior to
dosing:

— Hematology and biochemistry
— Urinalysis
— Urine pregnancy test
— Bimekizumab/secukinumab plasma concentrations
— Anti-bimekizumab antibodies
e Tuberculosis questionnaire
e PASI
e Percentage of BSA

o IGA
e PHQ-9
e ¢C-SSRS

e (Concomitant medication
e AEs
e C(Contact IRT

After completion of the above-mentionedprocedures, administration of IMP will occur.
8.29 Week 32 Visit (+7 days relative to Baseline)

The following procedures/assessmients will’be performed/recorded prior to administration of
IMP:

e Vital signs (sitting systolic and diastolic BP, pulse rate, and body temperature) should be
obtained prior to bleod sampling

e Collection of bleod and utine samples for the following tests should be obtained prior to
dosing:

— Hematologysand biochemistry

— Urninalysis
. Uring\prégnancy test
o/ Record 12-lead ECG
e PASI
e Percentage of BSA
e [IGA
e DLQI
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e Patient symptoms (itch, pain, and scaling)

e PHQ-9

e ¢C-SSRS

e scalp IGA for subjects with scalp involvement at Baseline

e mNAPSI for subjects with nail involvement at Baseline

e pp-IGA for subjects with palmoplantar involvement at Baseline

e Patient Global Assessment of psoriasis

e PGADA (only for subjects with PsA)

e WPAI-SHP V2.0

e Photographs of skin and nails (subjects consenting to sub-study in partiCipating centers only)
e EQ-5D-3L

e (Concomitant medication

e AEs

e Contact IRT

After completion of the above-mentioned procedures, administration of IMP will occur.
8.2.10 Week 36 Visit (+7 days relative to Baseline)

The following procedures/assessments will\be performed/recorded prior to administration of
IMP:

e Physical exam including evaluation of signs and symptoms of active TB and risk for
exposure to TB

e Body weight

e Vital signs (sitting systolic and-diastolic BP, pulse rate, and body temperature) should be
obtained prior to®lood sampling

e Collection of.blood and urine samples for the following tests should be obtained prior to
dosing:

— Urine prégnancy test
+ ~Bimekizamab/secukinumab plasma concentrations
— Anti-bimekizumab antibodies

e Tuberculosis questionnaire

e PASI

e Percentage of BSA
e IGA

e PHQ-9
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e ¢C-SSRS

e Concomitant medication
e AEs

e Contact IRT

After completion of the above-mentioned procedures, administration of IMP will occur.
8.2.11 Week 40 Visit (+7 days relative to Baseline)

The following procedures/assessments will be performed/recorded prior to administration of
IMP:

e Vital signs (sitting systolic and diastolic BP, pulse rate, and body temperature) shotld be
obtained prior to blood sampling

e Collection of blood and urine samples for the following tests should be obtained prior to
dosing:

— Hematology and biochemistry
— Urinalysis
— Urine pregnancy test

e PASI

e Percentage of BSA

e IGA
e PHQ-9
e ¢eC-SSRS

e (Concomitant medication
e AEs
e (Contact IRT

After completion of the.above-mentioned procedures, administration of IMP will occur.
8.2.12 Week 44 Visit (+7 days relative to Baseline)

The following procedures/assessments will be performed/recorded prior to administration of
IMP:

e~ Vital signs (sitting systolic and diastolic BP, pulse rate, and body temperature) should be
obtained prior to blood sampling

e (ollection of blood and urine samples for the following tests should be obtained at this visit:
— Urine pregnancy test

— IGRA tuberculosis test
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e PASI

e Percentage of BSA

e IGA

e PHQ-9

e ¢C-SSRS

e Concomitant medication
e AEs
e C(Contact IRT

After completion of the above-mentioned procedures, administration of IMPwill oceur.
8.2.13 Week 48 Visit (+7 days relative to Baseline)
The following procedures/assessments will be performed/recorded:

e Physical exam including evaluation of signs and symptoms.of active“I'B and risk for
exposure to TB

e Body weight

e Vital signs (sitting systolic and diastolic,BP, pulse rate, and body temperature) should be
obtained prior to blood sampling

e (Collection of blood and urine samples for the following tests should be obtained at this visit:
— Hematology and biochemistry
— Urinalysis
— Urine pregnancy test
— Bimekizumab/secukinumab’plasma concentrations
— Anti-bimekizumab antibodies
e Record 12-leadECG
e Tuberculesis questionnaire
e PASI
e Pereentage of BSA
o 1GA
e DLQI
e Patient symptoms (itch, pain, and scaling)
e PHQ-9
e scalp IGA for subjects with scalp involvement at Baseline

e mNAPSI for subjects with nail involvement at Baseline
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e pp-IGA for subjects with palmoplantar involvement at Baseline
e Patient Global Assessment of psoriasis

e PASE

e PGADA (only for subjects with PsA)

e WPAI-SHP V2.0

e Photographs of skin and nails (subjects consenting to sub-study in participating centers,only)

e EQ-5D-3L

e ¢C-SSRS

e (Concomitant medication

e AEs

8.3 OLE Period

8.3.1 Week 48 Visit (+7 days relative to Baseline)

The following procedures/assessments will be peffoermed/recorded after completion of
assessments listed for Week 48 (Section 8.2.13) and prior to administration of IMP:

e Sign a separate ICF for the OLE Period

e Inclusion/exclusion: Confirm thatisubject completed-the double-blind Treatment Period
without meeting any withdrawalCtiteria and has been compliant with the ongoing clinical
study requirements

e Upon confirmation of subject’s eligibilityyrandomization will occur
e Contact IRT

Self-injection training will be-provided-to the subject/caregiver by qualified site personnel to
allow self-injection to be performedd@at home after Week 48. Additional training may be provided
by site staff at subsequent-clinie. visits as needed (see Section 7.2).

After completion ofithe abové-mentioned procedures, IMP administration will occur, preferably
by self-injection under supervision of the site personnel.

8.3.2 Week 52 Visit (+7 days relative to Baseline)

The following procedures/assessments will be performed/recorded prior to administration of
IMP:

o -Vital signs (sitting systolic and diastolic BP, pulse rate, and body temperature) should be
obtained prior to blood sampling

e (Collection of blood and urine samples for the following tests should be obtained prior to
dosing:

— Hematology and biochemistry

— Urine pregnancy test
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e PASI

e Percentage of BSA

e IGA

e PHQ-9

e ¢C-SSRS

e Concomitant medication
e AEs
e C(Contact IRT

After completion of the above-mentioned procedures, administration of IMP will occurfor
subjects on bimekizumab 320mg Q4W dosing only, preferably by self-injéction under
supervision of the site personnel.

8.3.3 Week 56 Visit (7 days relative to Baseline)

The following procedures/assessments will be performed/recorded prior. to administration of
IMP:

e Vital signs (sitting systolic and diastolic BP,-pulse rate, and bedy temperature) should be
obtained prior to blood sampling

e Collection of blood and urine samples for the'following tests should be obtained prior to
dosing:

— Hematology and bioch€mistry
— Urine pregnancy test

e Tuberculosis questionnaire

e PASI
e Percentage of BSA
e [IGA

e Patient symptoms (itch, pain, and scaling)
e PHQ-9

e ¢c(C-SSRS

¢ (_Concomitant medication

e AEs

e Contact IRT

After completion of the above-mentioned procedures, administration of IMP will occur,
preferably by self-injection under supervision of the site personnel.

Distribution of IMP and accountability activities for home administration to be performed as
described in Section 7.2, Section 7.5, and Section 7.7.

Confidential Page 82 of 263



UCB 01 Oct 2021
Clinical Study Protocol Bimekizumab PS0015

8.34 Self-injection at home (Weeks 60, 68, 76, 80, 88, 92, 100, 104, 112,
116, 124, 128, 136, and 140)

The subject’s dosing interval will change from bimekizumab 320mg Q4W to

bimekizumab 320mg Q8W at Week 64 or at the next scheduled clinic visit (ie, Week 72, Week
84, Week 96, Week 108, Week 120, or Week 132) after implementation of

Protocol Amendment #5.1 if the subject has already completed the Week 64 visit.

Subjects receiving bimekizumab 320mg Q4W will be given the opportunity for self-injection 'of
bimekizumab at home on the following weeks: Weeks 60, 68, 76, 80, 88, 92, 100, 104,112, 116,
124, 128, 136, and 140. This only applies to those subjects who have not yet changed to
bimekizumab 320mg Q8W.

Subjects receiving bimekizumab 320mg Q8W will be given the opportunity fer-self-injection of
bimekizumab at home on the following weeks: Weeks 80, 88, 104, 112, 128,.and 136,

Subjects of childbearing potential should conduct a home pregnancy testevery 4 weeks. In case
of a scheduled home self-injection the pregnancy test needs to be petformed-immediately prior to
self-injecting bimekizumab at home. If the pregnancy test result i§ positive,)IMP should not be
administered and the site should be contacted.

e Adverse events will be captured spontaneously‘if the subject déeides to visit the site to
receive the bimekizumab administration.

e All used syringes will be disposed ofbyjsubjeets/caregivers as determined by the Investigator
in an acceptable disposal (sharps)-container-directly-after the administration. The
subjects/caregivers return the doeumentation together with any used/unused containers at the
next scheduled clinic visit.

8.3.5 Week 64 (+7 days relative:to_.Baseline), Week 84, Week 108, Week 132
Visits (14 days relative.to-Baseline)

The subject’s dosing interval will change, from bimekizumab 320mg Q4W to
bimekizumab 320mg Q8W as follows:

o At Week 64 if the subject has.not completed the Week 64 visit prior to implementation of
Protocol Amendment #5¢1:

e At Week 84 if the subject has already completed the Week 72 visit prior to implementation
of Protocol. Amendment #5.1.

o At Week 108.ifthe subject has already completed the Week 96 visit prior to implementation
of Protocoll Amendment #5.1.

o (_At Week 132 if the subject has already completed the Week 120 visit prior to implementation
of Protocol Amendment #5.1.

Subjects whose dosing interval is being changed to bimekizumab 320mg Q8W will receive kits
for home administration as follows:

e Subjects whose dosing interval is being changed to bimekizumab 320mg Q8W at Week 64
should be dosed at this visit, and will receive kits for home administration 8 weeks later
(Table 7-2).
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e Subjects whose dosing interval is being changed to bimekizumab 320mg Q8W at Week 84,
Week 108, or Week 132 should NOT be dosed at that visit, and will receive kits for home
administration 4 weeks later (Table 7-2).

The following procedures/assessments will be performed/recorded. If IMP is administered on
site during this visit, they need to be performed/recorded prior to administration of IMP:

e Physical exam including evaluation of signs and symptoms of active TB and risk for
exposure to TB

e Vital signs (sitting systolic and diastolic BP, pulse rate, and body temperature) sheuld be
obtained prior to blood sampling

e Collection of blood and urine samples for the following tests should be obtained prior-to
dosing:

— Hematology and biochemistry
— Urinalysis
— Urine pregnancy test

e Tuberculosis questionnaire

e PASI

e Percentage of BSA

e IGA

e Patient symptoms (itch, painy‘and scaling)
e PHQ-9

e ¢eC-SSRS

e Concomitant medication

o AEs

e Contact IRT

After completion-of the abeve-mentioned procedures, administration of IMP will occur:

e At eachof theseryisits for subjects on bimekizumab 320mg Q4W dosing, preferably by
selfsifjectionunder supervision of the site personnel. This only applies to those subjects who
have not yet changed to Q8W after implementation of Protocol Amendment #5.1.

e At Week' 64 only for those subjects on bimekizumab 320mg Q8W dosing, preferably by self-
injection under supervision of the site personnel.

Distribution of IMP and accountability activities for home administration to be performed as
described in Section 7.2, Section 7.5, and Section 7.7. Home pregnancy tests will be provided for
testing every 4 weeks as appropriate (Table 5-2).
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8.3.6 Week 72 (+7 days relative to Baseline) and Week 120 Visits (+14 days
relative to Baseline)

The subject’s dosing interval will change from bimekizumab 320mg Q4W to
bimekizumab 320mg Q8W as follows:

e At Week 72 if the subject has already completed the Week 64 visit prior to implementation
of Protocol Amendment #5.1.

e At Week 120 if the subject has already completed the Week 108 visit prior to implementation
of Protocol Amendment #5.1.

As depicted in Table 7-2, subjects whose dosing interval is being changed to
bimekizumab 320mg Q8W at one of these visits should be dosed at this visit and,will receive kits
for home administration 8 weeks later.

The following procedures/assessments will be performed/recorded prier to-administration of
IMP:

e Physical exam including evaluation of signs and symptoms of.active TB and risk for
exposure to TB

e Vital signs (sitting systolic and diastolic BP;pulse rate, @nd bodytemperature) should be
obtained prior to blood sampling

e Collection of blood and urine sample$ for the folowing tests should be obtained prior to
dosing:

— Hematology and biochemistry
— Urinalysis
— Urine pregnancy test
— Bimekizumab plasma ¢oncentrations
— Anti-bimekizumabtantibodies
e Tuberculosis questionnaire
e PASI
e Percentage.of BSA
e IGA
e DLQI
¢ . Patient Ssymptoms (itch, pain, and scaling)
e PHQ-9
e scalp IGA for subjects with scalp involvement at Baseline
e  mNAPSI for subjects with nail involvement at Baseline
e pp-IGA for subjects with palmoplantar involvement at Baseline

e EQ-5D-3L
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e ¢C-SSRS

e Concomitant medication
e AEs

e Contact IRT

e After completion of the above-mentioned procedures, administration of IMP will occur,
preferably by self-injection under supervision of the site personnel.

Distribution of IMP and accountability activities for home administration to be performed as
described in Section 7.2, Section 7.5, and Section 7.7. Home pregnancy tests will be.provided for
testing every 4 weeks as appropriate (Table 5-2).

8.3.7 Week 96 Visit (+14 days relative to Baseline)

The subject’s dosing interval will change from bimekizumab 320mg Q4W-to

bimekizumab 320mg Q8W at Week 96 if the subject has already completed the,Week 84 visit
prior to implementation of Protocol Amendment #5.1. As depictedin"Table -2, subjects whose
dosing interval is being changed to bimekizumab 320mg Q8W at Week«96should be dosed at
this visit, and will receive kits for home administration 8 weeks latet:

The following procedures/assessments will be performed/recordedprior to administration of
IMP:

e Physical exam including evaluation‘ef-signs and symptoms of active TB and risk for
exposure to TB

e Body weight

e Vital signs (sitting systolic and diastelic BP{pulse rate, and body temperature) should be
obtained prior to blood sampling

e Collection of blood and uriiie samples for the following tests should be obtained prior to
dosing:

— Hematology and.biochemistry
— Urinalysis
— Urine pregnanoy-test
— IGRA tuberculosis test
—«._Bimekizumab plasma concentrations
+ Anti-bimekizumab antibodies
e Record 12-lead ECG
e Tuberculosis questionnaire
e PASI
e Percentage of BSA
e [IGA
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DLQI

Patient symptoms (itch, pain, and scaling)
PHQ-9

scalp IGA for subjects with scalp involvement at Baseline

mNAPSI for subjects with nail involvement at Baseline

pp-IGA for subjects with palmoplantar involvement at Baseline
PASE

PGADA (only for subjects with PsA)

WPAI-SHP V2.0

EQ-5D-3L

eC-SSRS

Concomitant medication
AEs
Contact IRT

At Week 96, after completion of the above-mentioned procedures, administration of IMP will
occur, preferably by self-injection under supervision of the’site personnel

Distribution of IMP and accountability activities for home administration to be performed as
described in Section 7.2, Section 7-5, and Section %.7. Home pregnancy tests will be provided for
testing every 4 weeks as appropriate (Table 5<2).

8.3.8

Week 144 Visit (+14 days relative to Baseline)

The following procedures/assessments'will be performed/recorded prior to administration of
IMP:

Physical exam including evaluation of signs and symptoms of active TB and risk for
exposure to TB

Body weight

Vital signs (sitting systolic and diastolic BP, pulse rate, and body temperature) should be
obtained prior'to blood sampling

Collection-of blood and urine samples for the following tests should be obtained prior to
dosing:

Hematology and biochemistry
Urinalysis

Urine pregnancy test

IGRA tuberculosis test

Bimekizumab plasma concentrations
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— Anti-bimekizumab antibodies
e Record 12-lead ECG

e Tuberculosis questionnaire

e PASI

e Percentage of BSA
e [GA

e DLQI

e Patient symptoms (itch, pain, and scaling)

e PHQ-9

e scalp IGA for subjects with scalp involvement at Baseline
e mNAPSI for subjects with nail involvement at Baseline

e pp-IGA for subjects with palmoplantar involvement at Baseline
e PASE

e PGADA (only for subjects with PsA)

e WPAI-SHP V2.0

e EQ-5D-3L

e ¢eC-SSRS

e Concomitant medication

e AEs

e Contact IRT

Return of IMP and accountability~activities for home administration to be performed as
described in Section 7.2,"Section*7.5, and Section 7.7.

If Protocol Amendment #53¢4 1s implemented at the time subjects are treated in the OLE Period
(ie, up to Week 144; OLE2 Group A subjects), these subjects will be invited to participate in the
OLE2 Peripdand may.directly roll over and continue their treatment from the Week 144/OLE2
Baseling-Visit aslong as they do not meet any of the withdrawal criteria and have provided
informed consent.

If Protocol' Amendment #5.4 is implemented at the time subjects have completed the Week 144
Visit and are in the SFU Period of the OLE Period or have completed the SFU of the OLE Period
(Group B subjects), these subjects will be invited to enter the OLE2 Period to reinitiate their
treatment in the OLE2 Period. However, before receiving the first dose at the Week 144/OLE2
Baseline Visit, they will first undergo screening during the 4-week OLE2 Screening Period
(Section 8.4.1).
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8.4 OLE2 Period
8.41 OLE2 Screening (up to 4 weeks) — applicable for OLE2 Group B only

Prior to any study specific activities of the OLE2 Period, subjects who completed the Week 144
Visit and are in the SFU or have completed the SFU of the OLE Period (OLE2 Group B
subjects) will undergo screening. Subjects who have used systemic treatments after Week 144
must have stopped this treatment 1 month prior to receiving the first bimekizumab injection in
the OLE2 Period. Screening procedures may be performed during this time. Subjects receiving
systemic immunomodulatory medications for an indication other than PSO must have.their
eligibility confirmed by the Medical Monitor prior to enrollment in the OLE2 Period:

At the Screening Visit of the OLE2 Period (OLE2 Screening Visit), subjects will be askedto
read, sign, and date an ICF that has been approved by the Sponsor and an IRB/IEC andthat
complies with regulatory requirements. Subjects will be given adequate time'to consider any
information concerning the study given to them by the Investigator or désignee.*As part of the
informed consent procedure, subjects will be given the opportunity toyask the Investigator any
questions regarding potential risks and benefits of continued participationin'the study.

The following procedures/assessments will be performed at the“OLE2/Screening Visit for
subjects in the OLE2 Group B:

e Informed consent
e Inclusion/exclusion
e Urine drug screen

e Significant past medical history/including clinically relevant past or coexisting medical
conditions and surgeries (only applicable for’subjects who completed the SFU, only new or
modified medical history since completing the SFU should be entered in eCRF)

e AEs (only for subjects in the SFU)
e Physical exam

e Vital signs (sittingsystolic and diastolic BP, pulse rate, and body temperature) should be
obtained prior to'blood sampling

e (Collection,of'‘blood and urine samples for the following clinical laboratory tests:
— Hematology‘and biochemistry
— Urinalysis
- Urine pregnancy test
— Hepatitis B and Hepatitis C
— HIV
e Tuberculosis questionnaire
e PASI
e Percentage of BSA
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e IGA

e PHQ-9

e ¢C-SSRS

e Prior and concomitant medication (including new or modified medications initiated after
SFU)

e C(Contact IRT
8.4.2 OLE2 Baseline Visit

Subjects who will still be treated in the OLE Period at the time of implementing Protocol
Amendment #5.4 (OLE2 Group A subjects) will attend Week 144 Visit and direetly roll over to
the OLE2 Period to continue their treatment (bimekizumab 320mg Q8W). They will undergo all
study assessments of the Week 144 Visit and will receive bimekizumab 320mg Q8W at this visit,
which will also coincide with the first visit of the OLE2 Period, ie, thetWeek 144/OLE2 Baseline
Visit.

Subjects who have completed Week 144 Visit and are in the SFU of the«OLE or have completed
the SFU Period at the time of Protocol Amendment#5.4 implementation (OLE2 Group B
subjects) will reinitiate their treatment at the Week\144/OLE2 Baseline Visit, and will be
assigned a treatment regimen based on their dise¢ase severity at the Week 144/OLE2 Baseline
Visit (bimekizumab 320mg Q4W/Q8W for subjects with IGA)score >3 or bimekizumab 320mg
Q8W for subjects with IGA score <3).

Applicable for OLE2 Groups A and’'B:
e Physical exam
e Body weight

e Vital signs (sitting systolic and”“diastelic BP, pulse rate, and body temperature) should be
obtained prior to blood sampling

e Collection of blood anduring samples for the following clinical laboratory tests:
— Hematology and biochemistry
— Urinalysis
— Urine pregnancy test

e ¢eC-SSRS

o ~TFuberculosis questionnaire

o~ PASI

e Percentage of BSA

o IGA
e PHQ-9
e DLQI
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e Patient symptoms (itch, pain, and scaling)

e Concomitant medication

e AEs

e Contact IRT

Additional Procedures/assessments applicable for OLE2 Group A
e Informed Consent

e ECG

e Blood sample for bimekizumab plasma concentrations

e Blood sample for anti-bimekizumab antibodies

e [GRA TB test

e scalp IGA
e mNAPSI

e pp-IGA

e EQ-5D-3L
e PASE

e PGADA

e WPAI-SHP V2.0

At the Week 144/OLE2 Baseline Visit, aften completion of the above-mentioned procedures,
administration of IMP will oceur, preferably by self-injection under supervision of the site
personnel.

Distribution of IMP and accountability activities for home administration to be performed as
described in Section(7:2, Section 7.5, and Section 7.7.

8.4.3 Self-injection at home (OLE2 Weeks 4, 8, 16, 32, and 40)

Subjects receiving bimekizumab 320mg Q8W will be given the opportunity for self-injection of
bimekizumab at-home on the following weeks: OLE2 Weeks 8§, 16, 32, and 40.

Subjects receiving bimekizumab 320mg Q4W/Q8W will be given the opportunity for self-
injection of bimekizumab at home on the following weeks: OLE2 Weeks 4, §, and 16. At OLE2
Week 16, subjects receiving bimekizumab 320mg Q4W/Q8W will switch to bimekizumab
320mg Q8W regimen and will be given the opportunity for self-injection of bimekizumab at
home dosed at OLE2 Weeks 32 and 40.

Subjects of childbearing potential should conduct a home pregnancy test every 4 weeks. In case
of a scheduled home self-injection the pregnancy test needs to be performed immediately prior to
self-injecting bimekizumab at home. If the pregnancy test result is positive, IMP should not be
administered and the site should be contacted.
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Adverse events will be captured spontaneously if the subject decides to visit the site to receive
the bimekizumab administration.

All used syringes will be disposed of by subjects/caregivers as determined by the Investigator in
an acceptable disposal (sharps) container directly after the administration. The
subjects/caregivers return the documentation together with any used/unused containers at the
next scheduled clinic visit.

8.44 OLE2 Week 12, Week 24, and Week 36 Visits (¥14 days relative to
OLE2 Baseline)

As depicted in Table 7-3, subjects receiving bimekizumab 320mg Q4W/Q8W should receive
IMP at the OLE2 Week 12 Visit, and all subjects will receive kits for home administration

4 weeks later at OLE2 Week 16. All subjects will receive IMP administration-at-the OLE2 Week
24 Visit, and will receive kits for home administration 8 weeks later. At the. OLE2 Week 36
Visit, subjects will not be dosed and will receive kits for home administration 4weeks later at
OLE2 Week 40.

The following procedures/assessments will be performed/recorded at every clinic visit prior to
administration of IMP:

e Physical exam

e Vital signs (sitting systolic and diastolic BP} pulse rate, and body temperature) should be
obtained prior to blood sampling

e Urine pregnancy test, for applicable subjects
e Tuberculosis questionnaire

e PASI

e Percentage of BSA

e [GA

e Patient symptoms (itch,painsand scaling)
e PHQ-9

e ¢C-SSRS

e Concomitant medication
e AEs
o Contact-IRT

The following will be additional assessments will be performed / recorded every 24 weeks (ie,
OLE2Weeks 24 and 48) prior to administration of IMP

e Collection of blood and urine samples for the following tests should be obtained prior to
dosing:

— Hematology and biochemistry
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— Urinalysis
e DLQI

At the OLE2 Week 12 and Week 24 Visit, after completion of the above-mentioned procedures,
administration of IMP will occur, preferably by self-injection under supervision of the site
personnel.

Distribution of IMP and accountability activities for home administration to be performed.as
described in Section 7.2, Section 7.5, and Section 7.7. Home pregnancy tests will be provided for
testing every 4 weeks as appropriate (Table 5-2 and Table 5-3).

8.4.5 OLE2 Week 48 Visit (+14 days relative to OLE2 Baseline)
The following procedures/assessments will be performed/recorded:

e Physical exam

e Body weight

e Vital signs (sitting systolic BP and diastolic BP; pulse raté;.and body temperature) should be
obtained prior to blood sampling

e Collection of blood and urine samples for the following clinical laboratory tests should be
obtained prior to dosing:

— Hematology and chemistry
— Urinalysis
— Urine pregnancy test
— IGRA TB test
e Tuberculosis questionnaire
e PASI
e Percentage of BSA

o IGA

e DLQI

e Patient symptoms (itch, pain, and scaling)
e _PHQ-9

o/ eC-SSRS

e Concomitant medication
e AEs
e C(Contact IRT

Return of IMP and accountability activities for home administration to be performed as
described in Section 7.2, Section 7.5, and Section 7.7.
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8.5 Premature End of Treatment Visit
If a subject is withdrawn from the study during the OLE Period (up to Week 144):

e If the subject will be withdrawn from IMP prior to the Week 48 visit of the double-blind
Treatment Period, the subject will undergo the same assessments as the Week 48 visit (see
Section 8.2.13), and will enter the SFU Period.

e If the subject will be withdrawn from IMP prior to the Week 144 visit of the OLE Peridd, the
subject will undergo the same assessments as the Week 144 visit (see Section 8.3.8), and will
enter the SFU Period.

e The subject will be encouraged to return for the SFU Visit (20 weeks after the/Jast received
dose; see Section 8.6).

If a subject is withdrawn from the study during the OLE2 Period:

e The subject will be withdrawn from IMP, will undergo the same assessments as the OLE2
Week 48 Visit (see Section 8.4.5) and will enter the SFU2 Period!

e The subject will be encouraged to return for the SFU2 Visit\(20 weeks after the last received
dose; see Section 8.7).

8.6 Safety Follow-Up Visit (20 weeks after-final dose up to Week
144, +7 days)

The following procedures/assessments will’be performed/recorded:

e Physical exam including evaluation of signs and-symptoms of active TB and risk for
exposure to TB

e Vital signs (sitting systolic and diastolic BP;pulse rate, and body temperature) should be
obtained prior to blood sampling

e Collection of blood and urine samples for the following tests should be obtained at this visit:
— Hematology and biechemistry
— Urinalysis
— Urine pregnancy test

— Bimekizumab (secukinumab for subjects not entering the OLE Period) plasma
con¢entrations

=\ Anti-bimekizumab antibodies
o Tuberculosis questionnaire
e ¢eC-SSRS
e Concomitant medication
e AEs
e Contact IRT
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8.7 Safety Follow-Up Visit 2 (20 weeks after final dose in the OLE2
Period, +7 days)

The following procedures/assessments will be performed/recorded:
e Physical exam

e Vital signs (sitting systolic and diastolic BP, pulse rate, and body temperature) should be
obtained prior to blood sampling

e Collection of blood and urine samples for the following tests should be obtained at this visit:
— Hematology and biochemistry
— Urinalysis
— Urine pregnancy test

e ¢eC-SSRS

e Concomitant medication

e AEs

e Contact IRT

8.8 Unscheduled Visit

At the Investigator’s discretion, an'Unscheduled Visit may be completed at any time during the
study but prior to the SFU Visit or SFU2 Visit (depénding on which period, OLE or OLE2, the
participant is in), if deemed necessaryfor the'subject’s safety and well-being.

If an Unscheduled Visit is conducted due te safety or efficacy reasons, an eC-SSRS assessment
will be performed with the subject during the visit. If an Unscheduled Visit is conducted for
reasons other than safety or efficacy concerns (eg, repeated collection of a laboratory specimen
due to collection or analysi§ issues, injection for subjects not making use of home self-
injections), an eC-SSRS will neot'be required at these visits.

At this visit, anyass€ssment may be performed, as needed, depending on the reason for the visit.

9 ASSESSMENT OF EFFICACY

The PASL,'BSA, 1GA, scalp IGA, mNAPSI, and pp-IGA should be performed by the
Investigator, another delegated physician, or an appropriately qualified medical professional
(based on local requirements) who has had documented training on how to perform these
assessments correctly. The same assessor should evaluate the subject at each assessment.

9.1 Psoriasis Area Severity Index

The PASI is the most commonly used and validated assessment for grading the severity of PSO
in clinical studies (Feldman, 2004). The PASI quantifies the severity and extent of the disease
and weighs these with the percentage of BSA involvement.
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The percent area of involvement (BSA%) is estimated across 4 body areas; head, upper
extremities, trunk, and lower extremities. Assessors will enter the degree of involvement for a
given region on a scale of 0 to 6 (O=none; 1=1% to <10% affected, 2=10% to <30% affected,
3=30% to <50% affected, 4=50% to <70% affected, 5=70% to <90% affected, 6=90% to 100%
affected) (Table 9-1).

The Investigator assesses the average redness, thickness, and scaliness of lesions in each body
area (each on a 5-point scale); 0=none, 1=slight, 2=moderate, 3=marked, and 4=very marked.

The PASI score ranges from 0 to 72 with a higher score indicating increased disease severity.

Table 9-1: Body areas for calculation of percent BSA for PASI

Body area Details of area BSA Degree of
invelvement of
body area®

Head Face, back of head 10% 0to6

Upper extremities Left, right, upper lower, flexor surface, 20% 0to6
extensor surface

Trunk Front, back, groin 30% 0to6

Lower extremities Left, right, upper lower, flexor surface, 40% 0to6
extensor surface, including buttocks

Total 100%

BSA=body surface area; PASI=Psoriasis Areaand Severity Index
2 Where O=none; 1=1% to <10% affected;'2=10%to <30% affected; 3=30% to <50% affected; 4=50% to <70%
affected; 5=70% to <90% affected;6=90% to 100% affected

The PASI75, PASI90, and PASI100.résponsés are based on at least 75%, 90%, and 100%
improvement in the PASI score, respectively.

The total BSA affected by RSO-will be'entered as a percentage from 0 to 100.

The PASI will be completed at the visits specified in Table 51, Table 5-2, and Table 5-3.
9.2 Investigator’s Global Assessment

A static IGA for PSO will'be used to assess disease severity in all subjects during the study. The
IGA will be completed at the visits specified in Table 5—-1,Table 5-2, and Table 5-3.

The Investigator will assess the overall severity of PSO using the following 5-point scale
presented in Tdble 9-2.
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Table 9-2: Five-point IGA

Score Short Descriptor Detailed Descriptor

0 Clear No signs of PSO; post-inflammatory hyperpigmentation may be present

1 Almost clear No thickening; normal to pink coloration; no to minimal focal scaling

2 Mild Just detectable to mild thickening; pink to light red coloration;
predominately fine scaling

3 Moderate Clearly distinguishable to moderate thickening; dull to bright redymederate
scaling

4 Severe Severe thickening with hard edges; bright to deep dark red ‘coloration;

severe/coarse scaling covering almost all or all lesions

IGA=Investigator’s Global Assessment; PSO=psoriasis

9.3 Dermatology Life Quality Index

The DLQI is a questionnaire designed for use in adult subjects with PSO. The' DLQI is a skin
disease-specific questionnaire aimed at the evaluation of how symptoms.and treatment affect
subjects’ health related QOL. This instrument asks-subjects dbout symptoms and feelings, daily
activities, leisure, work and school, personal relationships, and treatment. It has been shown to
be valid and reproducible in subjects with PSO. The DLQI score ranges from 0 to 30 with higher
scores indicating lower health-related QOL. A"4-point changg¢)in the DLQI score (DLQI
response) has been reported to be meaningful for.the subjéct (within-subject minimal important
difference); while a DLQI absoluteseore of 0011 indicates no or small impact of the disease on
health related QOL. Subjects will be asked®o complete the DLQI as outlined in the Schedule of
Study Assessments (Table 515 Table 5~2,"and Table 5-3).

94 Scalp IGA
A static IGA for scalp PSO will,bé"used to assess disease severity on the scalp.

All subjects will complete.thescalpIGA at Baseline. Only subjects with scalp involvement at
Baseline will complete the ScalpdGA at the other visits specified in Table 5—1 and Table 5-2.
Subjects with scalp involvement at Baseline are defined as those with a scalp IGA score >0 at
Baseline.

Scalp lesions will be dssessed in terms of clinical signs of redness, thickness, and scaliness using
a 5-point seale (Tablg)9-3).
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Table 9-3: Scalp IGA

Score | Short Descriptor Detailed Descriptor

0 Clear Scalp has no signs of PSO; post-inflammatory hyperpigmentation may be
present

1 Almost clear Scalp has no thickening; normal to pink coloration; no to minimal focal scaling

2 Mild Scalp has just detectable to mild thickening; pink to light red coloration;

predominately fine scaling

3 Moderate Scalp has clearly distinguishable to moderate thickening; dull to bright red,
moderate scaling

4 Severe Scalp has severe thickening with hard edges; bright to deep dark red
coloration; severe/coarse scaling covering almost all or.all leSions

PSO=psoriasis; scalp IGA=scalp-specific Investigator’s Global Assessment

9.5 mNAPSI

Nail PSO will be evaluated using the mNAPSI. All affected nails will be'scored (0 to 3) for
onycholysis/oil drop dyschromia, nail plate crumbling; and pitting andawvill be scored (0 for “no”
or 1 for “yes”) for leukonychia, nail bed hyperkeratosis, splinter hémorrhages and red spots in
the lunula. The score for an individual nail rafiges’ from'Q to 13 with higher scores indicative of
more severe nail PSO. The total mNAPSIscore is the,sum of the scores for each individual nail.
If a nail is unaffected, it will be recorded. as’such.and willtnot contribute to the total mNAPSI
score. Subjects with nail PSO at Baseline are defined as\those with a mNAPSI score >0 at
Baseline.

Only subjects with nail involvernent atBaseling:will complete the mNAPSI at the other visits
specified in Table 5—1 and Table 52

9.6 pp-IGA
A static IGA for palmoplantar’PSOwill be used to assess palmoplantar disease severity.

All subjects will complete’'the pp-IGA at Baseline. Only subjects with palmoplantar involvement
at Baseline will complete thepp-IGA at the other visits specified in Table 5—1 and Table 5-2.
Subjects with palmoplantarinvolvement at Baseline are defined as those with a pp-IGA score >0
at Baseline.

Palmoplantar disease-will be assessed in terms of clinical signs of redness, thickness, and
scaliness using.a\3-point scale (Table 9-4).
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Table 9-4: pp-IGA

Score Short Descriptor Detailed Descriptor

0 Clear Palmoplantar areas have no signs of PSO; post-inflammatory
hyperpigmentation may be present

1 Almost clear Palmoplantar areas have no thickening; normal to pink coloration; no to
minimal focal scaling

2 Mild Palmoplantar areas have just detectable to mild thickening; pink to light ted
coloration; predominately fine scaling

3 Moderate Palmoplantar areas have clearly distinguishable to moderate thickeningf dull to
bright red and clearly distinguishable coloration; moderate scaling

4 Severe Palmoplantar areas have severe thickening with hard g¢dges; bright to-deep dark
red coloration; severe/coarse scaling covering almostall-or all-lesions;
numerous fissures

pp-IGA=palmoplantar Investigator’s Global Assessment; PSO=psoriasis

9.7 European Quality-of-Life 5-Dimensions 3-Level Questionnaire

The EQ-5D-3L health questionnaire provides a déscriptive’profile and-a single index value for
health status. The instrument is comprised of.a S-item health status‘measure and a VAS. The
EQ-5D-3L VAS records the respondent’s self-rated health status on a vertical 20cm scale,
graduated from 0 to 100 (O=worst imaginable health'status, 100=best imaginable health status).

The EQ-5D-3L will be assessed at the.wisits specified-inTable 5—1 and Table 5-2.
9.8 Patient Global-Assessment.of psoriasis

The Patient Global Assessment of PSO.1s a PSOQ-specific item in which the patient responds to
the multiple-choice question, “HowSevere-are your psoriasis-related symptoms right now?”’
Possible responses to the question‘are ‘o symptoms,” “mild symptoms,” “moderate symptoms,’
“severe symptoms,” or “very severe.symptoms.”

99 ¢¢ b

The Patient Global Assessment of psoriasis will be performed at the visits specified in Table 5-1.
9.9 Itch,{pain, and scaling numerical rating scale

UCB developed and validated a new Patient Reported Outcome measure, in the form of a patient
symptom diafy, which.is used to assess key symptoms relevant to subjects with moderate to
severe chronic plaque’PSO. In this study itch, pain, and scaling items from the diary will be used
to assess.the patient-reported level of these symptoms over time. The items will be administered
on afi ¢lectronicsite tablet, during visits, as specified in Table 51, Table 5-2, and Table 5-3).

910 PASE questionnaire

The Psoriatic Arthritis Screening and Evaluation (PASE) questionnaire is a self-administered
tool to screen for active PsA in patients with PSO (Husni et al, 2014). The questionnaire consists
of 15 items that are divided into a 7-item symptoms subscale and an 8-item functions subscale.
Standardized responses are based on 5 categories relating to agreement (strongly agree [5],
agree [4], no idea [3], disagree [2], and strongly disagree [1]). The total maximum score is
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75 points (symptom score: 35 points and function score: 40 points). Psoriatic Arthritis Screening
and Evaluation questionnaire scores >47 points are indicative of active PsA.

If a subject with a PASE score >47 points is referred to a rheumatologist, the referral will be
recorded in the eCRF. Subjects with PsA, defined as a past medical history of PsA or PASE >47,
are required to receive the additional PsA assessments (PGADA) as noted in Section 9.11.

The PASE questionnaire will be completed at the visits specified in Table 5-1 and Table 524
9.11 PGADA for arthritis visual analog scale

The PGADA for the arthritis VAS will be used to provide an overall evaluation of arthritis
disease symptoms. Subjects will respond to the question, “Considering all the ways\your arthritis
affects you, please mark a vertical line on the scale below to show how you are feeling today,”
using a VAS where 0 is “very good, no symptoms” and 100 is “very poor, severe symptoms.

All subjects will complete the PGADA at Baseline. Subjects with PsA-at Baseline.(defined as a
past medical history of PsA or PASE >47) will complete the PGADA:at the visits specified in
Table 5—-1 and Table 5-2.

9.12 Photographs

At certain clinical sites, representative photographs.of the changesin'skin and nail appearance
will be captured. Subjects who consent to the"procedure.will have:full body (anterior and
posterior views) photographs taken. Only-those subjects with nail disease at Baseline will have
nail photographs taken. Only those subjects'with. palmoplantar disease at Baseline will have
photographs of their palms or soles of their feet.taken.-Only those subjects with scalp disease at
Baseline will have scalp photographs+taken:"Photographs will be anonymized and will be used
for publication purposes.

Study sites selected for photography will be.tramed and receive standardized photographic
equipment by a centralized photographic vendor. Photographs will be electronically transferred
from the site to the vendor.

At the end of the study, the site will téceive an electronic file of all subject photographs for
archiving.

The central photography vendor will tabulate and transfer all subject photos to the Sponsor at the
end of the study.

9.13 WPAI-SHP V2.0

The WPAI-SHP:V2.0 is a patient-reported questionnaire that assesses subject’s employment
status, work absenteeism, work impairment while working (presenteeism), overall work, and
daily activity-impairment attributable to a specific health problem (WPAI-SHP)

(Reilly et al, 1993). It has been used in several clinical studies of biologic therapy in subjects
with plaque PSO (Kimball et al, 2012; Vender et al, 2012).

Five out of 6 items of the WPAI-SHP are regrouped into the 4 dimensions, with scores expressed
as percentage, where higher numbers indicate greater impairment and less productivity, ie, worse
outcomes, as described in the WPAI-SHP scoring rules.

The WPAI-SHP V2.0 will be assessed at the visits specified in Table 5—-1 and Table 5-2.
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10 ASSESSMENT OF PHARMACOKINETIC VARIABLES
10.1 Pharmacokinetic variables

Blood samples for measurement of PK assessments (Section 4.3.3) will be collected at the time
points specified in the schedule of study assessments (Table 5-1 and Table 5-2). Blood samples
for the measurement of PK assessments will not be collected in the OLE2 Period.

At dosing visits, blood samples will be drawn prior to dosing, and will be drawn at the same time
of the sampling for clinical laboratory tests. The time and date of collection will be recorded in
the eCRF.

Instructions pertaining to sample collection, processing, storage, labeling, and shipping are
provided in the laboratory manual for this study. Detailed information on sampléyanalysis-will be
provided in a bioanalytical report.

Pharmacokinetic samples from subjects receiving secukinumab will notbe‘analyzed, but stored
for potential future PK analysis and anti-drug antibody determination;

11 ASSESSMENT OF IMMUNOLOGICAL.VARIABLES

Blood samples for measurement of antibodies to bimekizumab will be ‘eollected at the visits
specified in Table 5—1 and Table 5-2. The threshold foriantibody, positivity will be defined prior
to analysis. Blood samples for the measurement of antibedies to bimekizumab will not be
collected in the OLE2 Period.

At dosing visits, blood samples will be drawn priorto dosing, and will be drawn at the same time
of the sampling for clinical laboratory,tests,.The time'and date of collection will be recorded in
the eCRF.

Instructions pertaining to sample collection, ptoeessing, storage, labeling, and shipping are
provided in the laboratory manualf6r this study. The presence of antibodies to bimekizumab will
be determined using a validated, bioanalytical method. Detailed information on sample analysis
will be provided in a bioanalytical repott.

12 ASSESSMENT OF SAFETY
12.1 Adverse events
12.1.1 Definitions

12111 Adverse event

An AE.s any untoward medical occurrence in a patient or clinical investigation subject
administered{aypharmaceutical product that does not necessarily have a causal relationship with
this-treatment. An AE can therefore be any unfavorable and unintended sign (including an
abnormal laboratory finding), symptom, or disease temporally associated with the use of a
medicinal (investigational) product, whether or not related to the medicinal (investigational)
product.

In order to ensure complete safety data collection, all AEs occurring during the study (ie, after
the signing of the ICF), including any pretreatment and posttreatment periods required by the
protocol, must be reported in the eCRF even if no IMP was taken but specific study procedures
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were conducted. This includes all AEs not present prior to the initial visit and all AEs that
recurred or worsened after the initial visit.

Signs or symptoms of the condition/disease for which the IMP is being studied should be
recorded as AEs only if their nature changes considerably or their frequency or intensity
increases in a clinically significant manner as compared to the clinical profile known to the
Investigator from the subject’s history or the Baseline Period.

12.1.1.2 Serious adverse event

Once it is determined that a subject experienced an AE, the seriousness of the AE mustbe
determined. An SAE must meet 1 or more of the following criteria:

e Death
e Life-threatening

(Life-threatening does not include a reaction that might have causeddeath had'it occurred in
a more severe form)

e Significant or persistent disability/incapacity
e Congenital anomaly/birth defect (including that'occurring.in a fetus)

e Important medical event that, based upon-appropriate medical'judgment, may jeopardize the
patient or subject and may require medical-or surgical intervention to prevent 1 of the other
outcomes listed in the definition of serious

(Important medical events may<nclude, but’are notlimited to, potential Hy’s Law [see
Section 12.1.1.3], allergic bronchospasm'requifing intensive treatment in an emergency room
or at home, blood dyscrasias that do not resultvin inpatient hospitalization, or the
development of drug dependency Ot drug abuse)

¢ Initial inpatient hospitalization-or prelongation of hospitalization

(A patient admitted to_a hospitalyeven if he/she is released on the same day, meets the
criteria for the initialinpatient-hospitalization. An emergency room visit that results in
admission to the hospital wiould also qualify for the initial inpatient hospitalization criteria.
However, emergency room visits that do not result in admission to the hospital would not
qualify for thisicriteriaand, instead, should be evaluated for 1 of the other criteria in the
definition of serious.[eg, life-threatening adverse experience, important medical event].

Hospitalizations/for reasons not associated with the occurrence of an AE [eg, preplanned
surgery or €lective surgery for a pre-existing condition that has not worsened or manifested
in/an upusual or uncharacteristic manner| do not qualify for reporting. For example, if a
subject has a condition recorded on his/her medical history and later has a preplanned surgery
for this condition, it is not appropriate to record the surgery or hospitalization as an SAE,
since there is no AE upon which to assess the serious criteria. Please note that, if the
pre-existing condition has worsened or manifested in an unusual or uncharacteristic manner,
this would then qualify as an AE and, if necessary, the seriousness of the event would need to
be determined)

Confirmed active TB must be reported as an SAE. The Investigator is to complete and submit the
TB Follow-Up Form provided.
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12.1.1.21 Anticipated serious adverse events

The following Anticipated SAEs are anticipated to occur in the population studied in this
protocol at some frequency that is independent of drug exposure.

This list does not change the Investigator’s obligation to report all SAEs (including Anticipated
SAESs) as detailed in Section 12.1.2.3.

Table 12-1: Anticipated serious adverse events for the population of subjects
with moderate to severe chronic plaque psoriasis

MedDRA® system order class MedDRA preferred term
Skin and subcutaneous tissue disorders Any psoriatic condition HLT
Musculoskeletal and connective tissue disorders Psoriatic arthropathy

HLT=High Level Term; MedDRA=Medical Dictionary for Regulatory Activities; SAE=seriousadverse event
Note: Exception: Listed events will not be regarded as anticipated SAEs if they aredife threatening or if they
result in the death of the study subject.

121.1.3 Adverse events of special interest

An AE of special interest (AESI) is any AE that aregulatory authority has mandated be reported
on an expedited basis, regardless of the seriousness,.expectedness, or relatedness of the AE to the
administration of a UCB product/compeund.

Potential Hy’s Law, defined as >3xULN’ALT or AST-with coexisting >2xULN total bilirubin in
the absence of >2xULN ALP, with no alternative explanation for the biochemical abnormality,
must ALWAYS be reported toUCB astan AESI(ie, without waiting for any additional etiologic
investigations to have been concluded); Follow=up information should then be reported if an
alternative etiology is identified during investigation and monitoring of the subject.

121.1.4 Other safety topics ofinterest

Pre-specified safety topics‘of interestfor the study are: infections (serious, opportunistic, fungal,
and TB), neutropenia, hypersensitivity, suicidal ideation and behavior, depression, major
cardiovascular events, liver function test changes/enzyme elevations, malignancies, and
inflammatory bowel diseases (with gastroenterology referral, as appropriate). This is based on
findings from.the IMPclinical program to date, potential risks generally associated with biologic
immunomedulators{ or findings from other medicines with a related mechanism of action. There
are no specific AE reporting requirements for these topics, however special monitoring,
additienal data collection activities, and/or enhanced signal detection activities (within UCB) are
ingplace.

12.1.2 Procedures for reporting and recording adverse events

The subject will be given the opportunity to report AEs spontaneously. A general prompt will
also be given at each study visit to detect AEs. For example:

“Did you notice anything unusual about your health (since your last visit)?”

In addition, the Investigator should review any self-assessment procedures (eg, diary cards)
employed in the study.
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12.1.2.1 Description of adverse events

When recording an AE, the Investigator should use the overall diagnosis or syndrome using
standard medical terminology, rather than recording individual symptoms or signs. The eCRF
and source documents should be consistent. Any discrepancies between the subject’s own words
on his/her own records (eg, diary card) and the corresponding medical terminology should be
clarified in the source documentation.

When recording the severity of an AE in the eCRF (ie, mild, moderate, or severe), the
Investigator may refer to the Common Terminology Criteria for Adverse Events (CTCAE)
Version 4 (http://ctep.cancer.gov/protocolDevelopment/electronic_applications/ctc.htm) for
additional guidance as needed. Details for completion of the Adverse Event eCRE (including
judgment of relationship to IMP) are described in the eCRF Completion Guidelines.

12.1.2.2 Rule for repetition of an adverse event
An increase in the intensity of an AE should lead to the repetition.of.the AE being reported with:

e The outcome date of the first AE that is not related to the natural course of the disease being
the same as the start date of the repeated AE, and the outcome of “worsening”

e The AE verbatim term being the same forthefirst and'repeated AE, so that the repeated AE
can be easily identified as the worsening of the first'one

12.1.2.3 Additional procedures.for reporting serious adverse events

If an SAE is reported, UCB must be‘informed within.24 hours of receipt of this information by
the site (see contact information)for'SAE reporting listed in the Serious Adverse Event Reporting
section at the front of the protocoel). The.Investigator must forward to UCB (or its representative)
a duly completed “Investigator SAE-Report Form for Development Drug” (SAE report form)
provided by UCB, even if the data-dre incomplete, or if it is obvious that more data will be
needed in order to draw any eonclusiohs. Information recorded on this form will be entered into
the global safety database:

An Investigator SAE report forin will be provided to the Investigator. The Investigator SAE
Report form must be completed in English.

It is important.for-the Investigator, when completing the SAE report form, to include the
assessment as, to a causal relationship between the SAE and the IMP administration. This insight
from the Investigator is very important for UCB to consider in assessing the safety of the IMP
and in determining whether the SAE requires reporting to the regulatory authorities in an
expedited manner.

Additional information (eg, autopsy or laboratory reports) received by the Investigator must be
provided within 24 hours. All documents in the local language must be accompanied by a
translation in English, or the relevant information included in the same document must be
summarized in the Investigator SAE report form.

The Investigator is specifically requested to collect and report to UCB (or its representative) any
SAEs (even if the Investigator is certain that they are in no way associated with the IMP), up to
30 days from the end of the study for each subject, and to also inform participating subjects of
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the need to inform the Investigator of any SAE within this period. Serious AEs that the
Investigator thinks may be associated with the IMP must be reported to UCB regardless of the
time between the event and the end of the study.

Upon receipt of the SAE report form, UCB will perform an assessment of expectedness of the
reported SAE. The assessment of the expectedness of the SAE is based on the IB.

121.3 Follow up of adverse events

An AE should be followed until it has resolved, has a stable sequelae, the Investigator
determines that it is no longer clinically significant, or the subject is lost to follow up.. This
follow-up requirement applies to AEs, SAEs, and AESIs; further details regarding follow up of
PDILI events is provided in Section 12.2.1.4.

If an AE is ongoing at the end of the study for a subject, follow up should be‘provided tntil
resolution/stable level of sequelae is achieved, or until the Investigator no-longer. deems that it is
clinically significant, or until the subject is lost to follow up. If no follewup is previded, the
Investigator must provide a justification. The follow up will usually be continued for 20 weeks
after the subject has discontinued his/her IMP.

Information on SAEs obtained after clinical databas¢lock will\be captured through the Patient
Safety (PS) database without limitation of time;

121.4 Pregnancy

If an Investigator is notified that a subject.has become pregnant after the first intake of any IMP,
the Investigator must immediately netify UCB’$.PS department by providing the completed
Pregnancy Report and Outcome form(for centact details see Serious Adverse Event reporting
information at the beginning of this“protocel). The\subject should be withdrawn from the study
as soon as pregnancy is known (by pesitive pregnancy test), and the following should be
completed:

e The subject should return for an early discontinuation visit.
e The subject should immediately stop the intake of the IMP.
e A SFU Visit should be schéduled 20 weeks after the subject has discontinued her IMP.

The Investigatormust inform the subject of information currently known about potential risks
and about available treatment alternatives.

The pregnancy will be documented on the Pregnancy Report and Outcome form provided to the
Investigator. The progression of the pregnancy and the eventual birth (if applicable) must be
followed up using the Pregnancy Report and Outcome form in which the Investigator has to
report on the health of the mother and of the child. Every reasonable attempt should be made to
follow the health of the child for 30 days after birth for any significant medical issues. In certain
circumstances, UCB may request that follow up is continued for a period longer than 30 days. If
the subject is lost to follow up and/or refuses to give information, written documentation of
attempts to contact the subject need to be provided by the Investigator and filed at the site.
UCB’s PS department is the primary contact for any questions related to the data collection for
the pregnancy, eventual birth, and follow up.
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In cases where the partner of a male subject enrolled in a clinical study becomes pregnant, the
Investigator or designee is asked to contact the subject to request consent of the partner via the
Partner Pregnancy Consent form that has been approved by the responsible IRB/IEC and should
be available in the Investigator site file. In case of questions about the consent process, the
Investigator may contact the UCB/contract research organization (CRO) contract monitor for the
study. The Investigator will complete the Pregnancy Report and Outcome form and send it to
UCB?’s PS department (for contact details see Serious Adverse Event reporting information at the
beginning of this protocol) only after the partner has agreed that additional information can.be
captured and has provided the signed Partner Pregnancy Consent form. UCB’s PS department is
also the primary contact for any questions related to the data collection for the partner pregnancy,
eventual birth, and follow up.

A pregnancy becomes a SAE in the following circumstances: miscarriage, eleetive abortion
when medically indicated (eg, when pregnancy is endangering life or health.of woman or when
fetus will be born with severe abnormalities), unintended pregnancy aftérhormonal
contraceptive failure (if the hormonal contraceptive was correctly used), ectopic pregnancy, fetal
demise, or any congenital anomaly/birth defect of the baby. Thos¢'SAEs must be additionally
reported using the Investigator SAE Report form.

Should a subject become pregnant while participating in the’study,the subject may be offered the
option to enroll in a separate observational pregnancy follew-up-study sponsored by UCB and
conducted independently from study PS0015+1f the study is available locally, the PS0015 PI will
be provided with the locally approved information about the observational pregnancy follow-up
study to inform the subject at the timéthe pregnancy is{eported. Participation in this separate
study will be voluntary and will not\impacttherapeutic.-management of the subject nor interfere
with termination and follow-upprecedures.as deseribed in study protocol PS0015.

12.1.5 Suspected transmission of an infectious agent via a medicinal
product

For the purposes of reporting, any suspected transmission of an infectious agent via a medicinal
product should be considered-as anSAE; such cases must be reported immediately, recorded in

the AE module of the eCRF, and followed as any other SAE. Any organism, virus, or infectious
particle (eg, prion protein transmitting transmissible spongiform encephalopathy), pathogenic or
nonpathogenic, is.¢onsidered an infectious agent.

12.1.6 QOverdose of investigational medicinal product

Excessive.dosing (beyond that prescribed in the protocol and including overdose) should be
recorded.in the-€€RF. Any SAE or nonserious AE associated with excessive dosing must be
followed as dny‘other SAE or nonserious AE. These events are only considered AEs or SAEs if
there are associated clinical signs and symptoms or if the act of taking the excess medicine itself
15an AE or SAE (eg, suicide attempt).

12.1.7 Safety signal detection

Selected data from this study will be reviewed periodically to detect as early as possible any
safety concern(s) related to the IMP so that Investigators, clinical study subjects, regulatory
authorities, and IRBs/IECs will be informed appropriately and as early as possible.
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In addition, an independent Data Monitoring Committee (DMC) will periodically review and
monitor safety data from this study and advise UCB. Details are provided in the DMC Charter.

Cardiovascular and Neuropsychiatric Adjudication Committees will also periodically review and
monitor safety data from this study and advise UCB. Details are provided in the Adjudication
Committee Charters.

The Study Physician or medically qualified designee/equivalent will conduct an ongoing review
of SAEs and perform ongoing SAE reconciliations in collaboration with the PS representative:

As appropriate for the stage of development and accumulated experience with the IMP;
medically qualified personnel at UCB may identify additional safety measures (eg, AESs, vital
signs, laboratory or ECG results) for which data will be periodically reviewed during the-course
of the study.

12.2 Laboratory measurements

Clinical laboratory assessments consist of serum chemistry, hematolegy, and drinalysis. A
centralized laboratory will be used to supply all laboratory test suppli€s and analyze all blood
and urine samples for hematology, biochemistry, andyurinalysisymeasurements. Any unscheduled
laboratory testing should also be collected using the central laboratory (If tests are done locally, a
concurrent sample should also be sent to the central laboratory whénever possible. Testing to
rule out hepatitis B, hepatitis C, and HIV (se€ Exclusion.Criterion'#9, Section 6.2) and a urine
drug screen will be performed at Screening inadditionto those'measurements listed in Table 12—
2.

Specific details regarding the handling and proeessing of serum chemistry, hematology, and
urinalysis samples are provided-in.the study-laboratory manuals.
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The following laboratory parameters will be measured:

Table 12-2: Laboratory measurements

Hematology Chemistry Urinalysis dipstick®
Basophils Calcium pH
Eosinophils Chloride Albumin (protein)
Lymphocytes Magnesium Glucose
Monocytes Potassium Blood
Neutrophils Sodium Leukocyte esterase
Hematocrit Glucose Nitrite
Hemoglobin BUN Urine dipstick for'pregnancy-testing®
MCH Creatinine Urine drug'screen
MCHC ALP
MCV AST
Platelet count ALT
RBC count GGT
WBC count Total bilitubin

LDH

CRP?

Lipid panel®

NZE-proBNP2

Seérum pregnancy testing®

ALP=alkaline phosphatase; ALT=alanine aminotransferase; AST=aspartate aminotransferase; BUN=blood urea
nitrogen; CRP=C-reactive protein; GGT=gamma glutamyltransferase; LDH=lactate dehydrogenase;
MCH=mean corpuscular hemoglobin;;MCHC=mean corpuscular hemoglobin concentration; MCV=mean
corpuscular volume; NT-proBNP=N-terminal pro B-type natriuretic peptide; RBC=red blood cell; WBC=white
blood cell
A urine microscopic-examination will be performed if the result for albumin (protein), leukocyte esterase, blood
or nitrite is abhormal. A«urine microscopic examination will include: WBC, RBC, epithelial cells (squamous,
transitional.and renal‘tubular), hyaline casts, WBC casts, RBC casts, waxy casts, granular casts, calcium oxalate
crystalsyutie acid crystals, triphosphate crystals, yeast, bacteria, amorphous urates, and amorphous phosphates.
Assessments of NT-proBNP and CRP will not be performed during any OLE Period; in addition, lipid panel
will not be performed during OLE2 Period.
¢ (Pregnancy testing will consist of serum testing at the initial Screening. Urine pregnancy testing will be
performed at all other visits.

®

12.2.1 Evaluation of PDILI

The PDILI IMP discontinuation criteria for this study are provided in Section 6.5.1, with the
accompanying required follow-up investigation and monitoring detailed below. All PDILI events
must be reported as an AE and reported to the study site and sponsor within 24 hours of learning
of their occurrence. Any PDILI event that meets the criterion for potential Hy’s Law must be
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reported as an AESI (see Section 12.1.1.3), and, if applicable, also reported as an SAE (see
Section 12.1.1.2).

Evaluation of PDILI consists of the diagnostic testing and continued monitoring included in
Table 12-3 (specific tests dependent on laboratory results and corresponding symptoms) and
consultation with a local hepatologist (if applicable; discussed in Section 12.2.1.1). The local
hepatologist is the expert usually consulted by the treating physician for assessment and
management of potential hepatic disease. This would usually be a hepatologist, but may be d
gastroenterologist. Additional investigation and monitoring may be required and adapted:based
on the diagnosis after the cause of the liver injury/abnormality is confirmed (details in

Section 12.2.1.4).

The results of all monitoring, including laboratory testing and other testing, should be made
available to the study site and sponsor.

All initial tests resulting in abnormal hepatic laboratory values need to-be ¥epeated, but
appropriate medical action must not be delayed waiting for the repeat;result.

If tests are done locally for more rapid results, a concurrent sample'should also be sent to the
central laboratory whenever possible. Medical care.decisions.are to be'made initially using the
most rapidly available results and a conservative approachmmust be taken if the results from the
2 laboratory tests are significantly different. Data from the local.and central laboratory are to be
recorded on the applicable eCRF pages.

When IMP is discontinued, all concomitant'medications and herbal supplements that are not
medically necessary should also be diseontinued:-"In these'cases, the Investigator should also
consider dose reduction for medically’necessary concomitant medication and consider changing
any medically required concomitant medication Known to be hepatotoxic to a suitable
alternative.

When IMP is stopped due to PDILE(as described in Section 6.5.1), IMP must be permanently
discontinued unless a subsequént alternative diagnosis fully explains the hepatic findings. If a
subsequent alternative diagnesis fully.explains the hepatic findings, and the requirements
provided in Section 12.2(1y2.1 are\met, rechallenge with IMP may be appropriate.

Table 12—-3 summarizes the approach to investigate PDILI.
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12.2.1.1 Consultation with Medical Monitor and local hepatologist

Potential drug-induced liver injury events require notification of the Medical Monitor within

24 hours (eg, by laboratory alert), and the subject must be discussed with the Medical Monitor as
soon as possible. If required, the subject must also be discussed with the local hepatologist. The
local hepatologist is the expert usually consulted by the treating physician for assessment and
management of potential hepatic disease. This would usually be a hepatologist, but may be a
gastroenterologist. If determined necessary, this discussion should be followed by a full
hepatology assessment (see Section 12.2.1.3) and SAE report (if applicable).

12.2.1.2 Immediate action: determination of IMP discontinuation
All PDILI events require immediate action, testing, and monitoring.

The immediate action is dependent on the laboratory values and symptoms-of hepatitis ‘or
hypersensitivity and ranges from continuation of IMP (followed by immediate inyestigation) to
immediate and permanent discontinuation (see Section 6.5.1 and Table“[2—-3 for details).

When IMP is discontinued, all concomitant medications and herbal supplements that are not
medically necessary should also be discontinued. The Investigatorshould.also consider dose
reduction for medically necessary concomitant medication and.considet’'changing any medically
required concomitant medication known to be hepatotoxic'to-a suitable alternative.

12.2.1.2.1 IMP restart/rechallenge

Subjects who are immediately discontinued fromIMP due to having met certain criteria for
PDILI (as described in Section 6.5. L-and - Table 12-3), but for whom an alternative diagnosis is
confirmed, ie, drug-induced liver injury is excluded, can rarely restart IMP.

Rechallenge with IMP can occur only if ALL of:the following requirements are met at the time
of the rechallenge.

e The results of additional testing'and monitoring described in Section 12.2.1.3 and
Section 12.2.1.4 confirm.a‘hondrug-related cause for the abnormal hepatic laboratory
parameters and any associated symptoms (ie, a subsequent alternative diagnosis fully
explains the hepatic. findings).

e The subject hag:shown clear therapeutic benefit from the IMP.

e Subject’s ALT or AST elevations do not exceed >5xULN.

e Subject’s total bilirubin is <2xULN.

e Subject hag'ho signs or symptoms of hypersensitivity or hepatitis.

e ( During’thé double-blind Treatment Period, the rechallenge is approved by the UCB
responsible physician, DMC, and a hepatologist.

e During the OLE and OLE2 Periods, the rechallenge is approved by the UCB responsible
physician.

e Subject agrees to the Investigator-recommended monitoring plan.
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12.21.3 Testing: identification/exclusion of alternative etiology

The measurements and additional information required for the assessment of PDILI events when
there is a reasonable possibility that they may have been caused by the IMP are detailed in

Table 124 (laboratory measurements) and Table 12—5 (additional information). Results of the
laboratory measurements and information collected are to be submitted to the sponsor on the
corresponding eCRF. If the medical history of the subject indicates a requirement for other
assessments not included below, these additional assessments should be completed and
submitted, as applicable.

All blood samples should be stored, if possible. If tests are done locally for more rapid-results, a
concurrent sample must also be sent to the central laboratory.

The following measurements are to be assessed:
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Table 12—4: PDILI laboratory measurements

Virology-related

Hepatitis A IgM antibody

HBsAg

Hepatitis E IgM antibody

HBcAb-IgM

Hepatitis C RNA

Cytomegalovirus IgM antibody

Epstein-Barr viral capsid antigen IgM antibody (if unavailable, obtain heterophile
antibody or monospot testing)

Immunology

Anti-nuclear antibody (qualitative and quantitative)

Anti-smooth muscle antibody (qualitative and quantitative)

Type 1 anti-liver kidney microsomal antibodies (qualitative and quantitative)

Hematology

Eosinophil count

Urinalysis

Urine drug screen ?

Chemistry

Amylase

Sodium, potassium, chleride, glucose, BUN; creatinine

Total bilirubin, ALR,,AST, ALT,"GGT;.total cholesterol, albumin

If total bilirubin >1.5xULN, obtaimrfractionated bilirubin to obtain % direct bilirubin

Serum €PK.and LDH-to evaluate possible muscle injury causing transaminase
elevation

Additional

Prothrombid:time/INR-

Serum-pregnancy test ©

PK

ALP=alkaline phosphatase;ALT=alanine aminotransferase; AST=aspartate aminotransferase; BUN=blood urea
nitrogen; CPK=creatine'phosphokinase; GGT=gamma glutamyltransferase; HBcAb-IgM=hepatitis B core
antibody-IgM; HBsAg=hepatitis' B surface antigen; [gM=immunoglobulin M; INR=international normalized
ratio; LDH=lactate dehydrogenase; PDILI=potential drug-induced liver injury; PK=pharmacokinetic;
RNA=ribonucleicacidy ULN=upper limit of normal

@ Tests in addition to the specified analytes may be performed based on the Investigator’s medical judgment and

subject history.

b Measured only for'subjects with ALT >8xULN, elevations in total bilirubin, and symptoms of hepatitis or
hypersensitiyity./Hepatitis symptoms include fatigue, nausea, vomiting, and right upper quadrant pain or
tendernessyhypersensitivity symptoms include eosinophilia (>5%), rash, and fever (without clear alternative

cause).

¢ For women of childbearing potential.

The following additional information is to be collected:
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Table 12-5: PDILI information to be collected

New or updated information

Concomitant prescription and over-the-counter medications (eg, acetaminophen, herbal remedies, vitamins);
dosages and dates should be included.

Pertinent medical history, including the following:

® History of liver disease (eg, autoimmune hepatitis, nonalcoholic steatohepatitis or other “fatty liver disease”)
®  Adverse reactions to drugs

®  Allergies

® Relevant family history or inheritable disorders (eg, Gilbert’s syndrome, alpha-1 antitrypsin deficiency)

® Recent travel

Progression of malignancy involving the liver (Note: Metastatic disease to the liver, by-itself, should-not be used
as an explanation for significant AST and/or ALT elevations)

The appearance or worsening of clinical symptoms of hepatitis or hypersensitiyity (eg, fatigue, nausea, vomiting,
right upper quadrant pain or tenderness, decreased appetite, abdominal pain, jaundice, fever, or rash)

Recent clinically significant hypotension or hypoxemia with-eompromised-cardiopulmonary function

Alcohol and illicit drug use

Results of liver imaging or liver biopsy, if done

Results of any specialist or hepatology consult, if done

Any postmortem/pathology reports

ALT=alanine aminotransferase; AST=aspartate aminotransferase; PDILI=potential drug-induced liver injury

12.21.4 Follow-up evaluation

Potential drug-induced liver injurysevents féquire follow-up monitoring as described in
Table 12-3. Monitoring shouldcontinue'until liver chemistry values normalize, stabilize, or
return to baseline. Determination of-stabilization is at the discretion of the Investigator in
consultation with the hepatologist.(as applicable) and UCB responsible physician, as needed.

12.3 Other.safety measurements
12.3.1 Assessment and management of TB and TB risk factors

All subjects. will be agsessed for TB at Screening and at the time points specified in the Schedule
of Assessnients. (Tlable 5-1, Table 5-2, and Table 5-3) through physical examination for signs
and symptomsof“I'B, chest x-ray (Section 12.3.1.2), laboratory testing (Section 12.3.1.1), and
subject questionnaire (Section 12.3.1.3).

For the purposes of this study, TB definitions are as follows:
c. Known TB infection:

— Active TB infection or clinical signs and symptoms suspicious for TB (pulmonary or
extra-pulmonary).
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— History of active TB infection involving any organ system or findings in other organ
systems consistent with TB infection, unless adequately treated and proven to be fully
recovered upon consult with a TB specialist.

— Any evidence by radiography or other imaging modalities consistent with previously
active TB infection that is not reported in the subject’s medical history.

d. High risk of acquiring TB infection:

— Known close exposure to another person with active TB infection within the 3 months
prior to Screening.

— Time spent in a healthcare delivery setting or institution where individuals/infectediwith
TB are housed and where the risk of transmission of infection is high.

e. Latent TB infection (unless appropriate prophylaxis is initiated at least’8 weeks prior to IMP
dosing and continued to completion of prophylaxis):

— The absence of signs, symptoms, or physical findings suggestive of TB-infection with a
positive IGRA test (or 2 indeterminate IGRA test results)‘and a chest x-ray (or other
imaging) without evidence of TB infection. Ifithe result-of the IGRA test is
indeterminate, the particular IGRA test previously performed may be repeated once; if
positive or indeterminate on retest, the.subject may not be\randomized to IMP without
further evaluation by a TB specialist and discussion with the Study Physician, if LTBI is
identified. The retest must be done duringtheprotocol-defined Screening window.

Note: If available, respiratory)or.0therspecimens, must also be smear and culture negative
for TB (CDC diagnosis of I'I'BI) http://www.edc.gov/TB/topic /testing/default.htm).

f. NTMB infection is definedas a clinieal infeetion caused by mycobacterial species other than
those belonging to the Mycobactefium tuberculosis complex.

g. Tuberculosis test conversion:

— A positive IGRA result for the'current test when previous IGRA test results were
negative. All subjects with. TB test conversion must immediately stop IMP administration
and be referred'to a TBispecialist for further evaluation. Confirmed TB test conversions
should be classified as-due to LTBI, active TB infection, or NTMB, and reported to the
UCB PS function:

Subject eligibility, retesting requirements, and treatment requirements are depicted in
Figure 12-¥.
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Figure 12-1: Schematic diagram of TB test results and study eligibility

IGRA TB test

IGRA TB test IGRA TB test IGRA TB test
negative indeterminate positive
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Sl Repeat IGRA TB
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IGRA TB test IGRA TB test IGRA TB test 0‘
negative indeterminate positive

Subject eligible for
study

Evaluation by TP
specialist

Latent or active Latent TB
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eligible for study

TB treatment No TB treatment
initiated initiated

Subject NOT

0@ Q eligible for study
. %b IGRA=interferon-gamma release assay; TB=tuberculosis
/&Q\ * IGRA retest must be done during the protocol-defined Screening window

® Subjects with LTBI may enter the study only after they have completed at least 8 weeks of appropriate
prophylactic therapy and thereafter, will continue and complete the entire regimen.
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12.3.1.1 Tuberculosis assessment by IGRA

During conduct of the study, the TB assessment by IGRA (QuantiFERON TB test is
recommended) will be performed as described in Table 5-1, Table 5-2, and Table 5-3 for all
subjects. The test results will be reported as positive, negative, or indeterminate. Positive and
indeterminate TB test results must be reported as an AE and appropriately updated once the final
diagnosis is known (eg, active TB, latent TB, or false positive TB test). UCB also recommends
that a TB specialist be consulted where TB (latent or active) is suspected or if there are doubts
regarding test results. If active TB is identified, subject must undergo appropriate study-speeified
withdrawal procedures. The retest during Screening must be done during the protocol-defined
Screening window.

12.3.1.2 Chest x-ray for tuberculosis

A plain posteroanterior chest x-ray must be performed in the Screening Period unless;one has
been performed within 3 months prior to the Screening Visit. The chest x<ray (or,if'done,
computed axial tomography of the chest) must be clear of signs of TB.infectiony(previous or
current) before first IMP administration. All chest imaging (particularly x-rays) should be
available for review by the Investigator before randomization of the subject. The chest x-ray
reading should be repeated if the TB test was confirmed positive. If the-second read of the
pretreatment chest x-ray is confirmed to be clear;the patient'may bé-included in the study

8 weeks after the start of the TB prophylacti¢ treatment.\If the pretreatment chest x-ray is not
available for a re-read, it should be repeated after netification to the radiologist that this patient is
IGRA positive, and confirmed to be clear for signs.of TB(

The chest imaging must be negativedor any old’or re¢ent TB infection as determined by a
qualified radiologist and/or pulmonary physician,-Afity new clinically significant findings post
Baseline on chest x-ray must bé'documented in‘the source documents and the eCRF as an AE.

12.3.1.3 Tuberculosis questionnaire

The questionnaire “Evaluation(of signs:and symptoms of tuberculosis” should be used as a
source document. The questionnaire;will be completed as described in Table 5-1, Table 5-2, and
Table 5-3. The questionnaire will*assist with the identification of subjects who may require
therapy for TB. A subject who'ahswers “Yes” to the question “Has the subject been in close
contact with an individual with active TB, or an individual who has recently been treated for
TB?” at Screening’is excluded. A “Yes” response to any of the other questions within the
questionnairg at"Screening should trigger further careful assessment to determine if subject has
LTB or aetive TB (see Exclusion Criterion #12, Section 6.2). A “Yes” response to any of the
questions during the study should trigger further assessments to determine if the subject has
eithér -TB ot active TB infection.

12314 Tuberculosis management
LTBI and active TB identified during study

During the study, subjects who develop evidence of LTBI or active TB must immediately stop
further administration of IMP and will be referred to an appropriate TB specialist (pulmonologist
or infectious disease specialist) for further evaluation. Evidence of LTBI is defined as subject’s
IGRA test converts to positive or indeterminate (and confirmed indeterminate on repeat), or the
subject’s questionnaire or history and physical indicates that TB infection or exposure may have
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occurred. Evidence of active TB includes, in addition to the aforementioned tests, signs and
symptoms of organ involvement. In either situation, the subject should be carefully assessed by a
TB specialist for active TB. Subjects diagnosed with active TB must be withdrawn from the
study and receive appropriate TB therapy.

If a TB specialist excludes an active TB infection the subject can proceed with the IMP no earlier.
than 4 weeks after the start of an appropriate prophylactic therapy.

Any presumptive diagnosis or diagnosis of a TB infection is a reportable event. Confirmed:active
TB must be reported as an SAE. The Investigator is to complete and submit the TB Follow-Up
Form provided.

The subject should be transferred to the care of his/her physician and managed according-to-the
best available standard of care. Subjects identified as having converted to active-TB during the
study must be withdrawn and scheduled to return for the PEOT Visit as sootas possible but no
later than the next scheduled study visit and complete all PEOT Visit agsessments:

The subject should be encouraged to complete a SFU Visit (20 weeks after the-final dose of
IMP).

If infection with NTMB is identified during the study,the same procedure as for active TB
acquired during the study must be followed.

12.3.2 Pregnancy testing

Pregnancy testing will consist of serum<esting at-fhe‘initial Screening. The pregnancy test will
be urine at other visits, including at the,OLE2 Sereening Visit.

The Screening Visit serum pregnangy testing results-must be negative and received and reviewed
prior to randomization.

A negative urine pregnancy test restlt'should-be obtained immediately prior to each
administration of IMP at the visits.specified’in Table 5-1, Table 5-2, and Table 5-3. Pregnancy
tests should be administered todall femalejsubjects of childbearing potential, regardless of their
use of birth control.

Subjects of childbearingpotential'should conduct a home pregnancy test every 4 weeks. Home
pregnancy tests will.be provided to participants for use at Weeks 60, 68, 76, 80, 88, 92, 100, 104,
112,116, 124, 128,136,140, and at the OLE2 Weeks 4, 8, 16, 32, and 40. At weeks on which
IMP dosing is.seheduléd-(specified in Table 5-1, Table 5-2, and Table 5-3), a negative urine
pregnancy fest resultishould be obtained immediately prior to the administration of IMP. In the
case of 4 positive pregnancy test result, IMP should not be administered and the site should be
contacted.

12:3.3 Vital signs

Vital signs will be collected at every visit and will include systolic and diastolic BP, pulse rate,
and body temperature (oral, axillary, or otic). Subjects should be sitting for 5 minutes before and
during vital signs assessments.

Vital signs are to be measured prior to blood sampling, and prior to dosing, where applicable.
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12.3.4 12-lead electrocardiograms

Twelve-lead standard ECGs will be recorded at the visits specified in Table 5—1 and Table 5-2,
and read by a central ECG reader.

Full details of ECG recording will be provided in the ECG Manual.

12.3.5 Physical examination

A physical examination will be performed at the visits specified in Table 51, Table 3+2yand
Table 5-3. The physical examination will include general appearance; ear, nose, and throat; eyes,
hair, and skin; respiratory; cardiovascular; gastrointestinal; musculoskeletal; and hepatic,
Findings considered clinically significant changes since the physical examinationyat the
Screening Visit will be recorded as AEs.

12.3.6 Height and body weight

Height will be measured at Baseline only.

Body weight will be measured at the visits specified in Table 51, Tablé.5—2, and Table 5-3.
12.3.7 Assessment of suicidal ideation and behavijor

Suicidal ideation and behavior will be assesse€d by using.the eC-SSRS; the questionnaire will be
self-administered by the subject and assessed by trained study)personnel. This scale will be used
to assess suicidal ideation and behavior that may.occur during the study. The visits at which the
eC-SSRS assessments will be performed are specified-in.the schedule of study assessments
(Table 51, Table 5-2, and Table 543Y.

The eC-SSRS is a standardized‘and validated instrument developed for the assessment of the
severity and frequency of suicidal ideation andbehavior (Posner et al, 2011; Mundt et al, 2010).
Subjects respond to standardized clinical quéstions that are presented in a uniform fashion. The
eC-SSRS defines 5 subtypes of'suicidalideation and behavior in addition to self-injurious
behavior with no suicidal.intent. The’eC-SSRS takes approximately 3 to 10 minutes to complete.

Refer to Section 6.5 fore€€-SSRS-related withdrawal criteria.
12.3.8 Patient Health Questionnaire-9

The PHQ-9 is‘a multipurpose instrument for screening, diagnosing, monitoring, and measuring
the severity-of depression (Kroenke et al, 2001). The PHQ-9 scores for depression range from

0 to 27, with higherscores indicating worse state. A score of 5 to 9 is considered to be minimal
symptomis of depression. A score of 10 to 14 is considered minor depression, dysthymia, or mild
major'depression. A score of 15 to 19 is considered to indicate moderately severe major
depression, and a score >20 is considered to be severe major depression.

The PHQ-9 will be assessed at the visits specified in Table 5-1, Table 5-2, and Table 5-3.
Refer Section 6.5 for PHQ-9-related withdrawal criteria.
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12.4 Other study measurements
12.4.1 Demographic information

Demographic information will be collected in all subjects and include age, gender, race and
ethnicity. Information on demographics will be collected according to local rules and regulations.
Demographic information will be recorded in the eCRF.

12.4.2 Medical history

A complete medical history will be collected as part of the initial Screening assessment.and
include all clinically relevant past or coexisting medical conditions and surgeries. Findings will
be recorded in the eCRF.

For OLE2 Group B, only new or modified medical history since completing the.SFU will be
collected at OLE2 Screening and entered in eCRF.

12.4.3 Psoriasis history

A detailed history of each subject’s PSO history will be collected and-include'the date of onset
and past treatments for PSO.

124.4 Data Monitoring and Adjudication Committees

The DMC membership includes experienced.¢linicians.and a statistician, all of whom have
expertise in clinical trials. Cardiovascular and-Neuropsychiatric Adjudication Committees will
also periodically review data from this trial,/BothData Menitoring and Adjudication Committee
members may not participate in the study ‘as principal of ‘eo-Investigators, or as study subject
care physicians. The DMC will moniter the-study through the last subject completing the Week
48 and SFU visit (for subjects not'participating inthe OLE period).

The Cardiovascular and Neuropsychiatric Adjudication Committees will monitor the study
through the last subject completing the OLE, 'SFU, OLE2, and SFU2 Periods for PS0015.
Detailed role, scope, responsibilities, and complete procedures, as well as the identity of
members, are described in theseparate committee charters.

13 STUDY.MANAGEMENT AND ADMINISTRATION
13.1 Adherence o protocol

The Investigator should(not deviate from the protocol. However, the Investigator should take any
measure necessary ivdeviation from or not defined by the protocol in order to protect clinical
study subjects from any immediate hazard to their health and safety. In this case, this action
should be taken immediately, without prior notification of the regulatory authority, IRB/IEC, or
Spoensor.

After implementation of such measure, the Investigator must notify the CPM of the sponsor
within 24 hours and follow any local regulatory requirements.

13.2 Monitoring

UCB (or designee) will monitor the study to meet the sponsor’s monitoring SOPs, ICH-GCP
guideline, and applicable regulatory requirements, and to ensure that study initiation, conduct,
and closure are adequate. Monitoring of the study may be delegated by UCB to a CRO or a
contract monitor.
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The Investigator and his/her staff are expected to cooperate with UCB (or designee) and to be
available during the monitoring visits to answer questions sufficiently and to provide any
missing information. The Investigator(s)/institution(s) will permit direct access to source
data/documents for study-related monitoring, audits, IRB/IEC review, and regulatory
inspection(s).

The Investigator will allow UCB (or designee) to periodically review all eCRFs and
corresponding source documents (eg, hospital and laboratory records for each subject).
Monitoring visits will provide UCB (or designee) with the opportunity to evaluate the progress
of the study, verify the accuracy and completeness of eCRFs, ensure that all protocol
requirements, applicable authorities regulations, and Investigator’s obligations are being
fulfilled, and resolve any inconsistencies in the study records.

13.2.1 Definition of source data

All source documents must be accurate, clear, unambiguous, permanentj and capable of being
audited. They should be made using some permanent form of recording (ink, typing, printing,
optical disc). They should not be obscured by correction fluid or have temporary attachments
(such as removable self-stick notes). Photocopies and/or printouts of eCRFS are not considered
acceptable source documents.

Source documents are original records in which raw data-are first\recorded. These may include
hospital/clinic/general practitioner records, charts, didaries, x-rays, laboratory results, printouts,
pharmacy records, care records, ECG or other printouts, completed scales, or QOL

questionnaires, for example. Source documents-should be kept in a secure, limited access area.

Source documents that are computer'generated and-stored electronically must be printed for
review by the monitor (eg, ECG/reports). Once printed, these copies should be signed and dated
by the Investigator and become a permanent part'of the subject’s source documents. The
Investigator will facilitate the proeess for enabling the monitor to compare the content of the
printout and the data stored in the computer to ensure all data are consistent.

Electronic data records, suchias Holter-monitor records or electroencephalogram records, must
be saved and stored as inStructed by UCB (or designee).

Electronic Patient-Reported Outcome (ePRO) measures (eg, DLQI, EQ-5D-3L, Patient Global
Assessment of PSOQyand PGADA) will be completed by each subject and will be collected
electronically.

The data collection-and database management system will be supplied by a vendor and will be
compliant-with-the relevant regulations. The data collected on the ePROs will be uploaded to a
central-server database and will be sent electronically to UCB (or a designated CRO).

13.2.2 Source data verification

Source data verification ensures accuracy and credibility of the data obtained. During monitoring
visits, reported data are reviewed with regard to being accurate, complete, and verifiable from
source documents (eg, subject files, recordings from automated instruments, tracings [ECG],
x-ray films, laboratory notes). All data reported on the eCRF should be supported by source
documents, unless otherwise specified in Section 13.2.1.
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13.3 Data handling
13.3.1 Case Report Form completion

The Investigator is responsible for prompt reporting of accurate, complete, and legible data in the
electronic eCRFs and in all required reports.

Any change or correction to the eCRF after saving must be accompanied by a reason for the
change.

Corrections made after the Investigator’s review and approval (by means of a
password/electronic signature) will be reapproved by the Investigator.

The Investigator should maintain a list of personnel authorized to enter data into the electronic
eCRF.

Detailed instructions will be provided in the eCRF Completion Guidelines;
13.3.2 Database entry and reconciliation

Case Report Forms/external electronic data will be entered/loaded into a validated electronic
database using a clinical data management system (CDMS). Computerized data cleaning checks
will be used in addition to manual review to check for discrepanciescand to ensure consistency of
the data. This study is performed using ElectronicyData €apture: the'data are entered into the
eCRFs once and are subsequently verified. An electronie audit trail system will be maintained
within the CDMS to track all data changes in the database once the data have been saved initially
into the system or electronically loaded. Regular‘backups-of the electronic data will be
performed.

13.3.3 Subject Screening and Enrollment log/Subject Identification Code list

The subject’s screening and enrollment will be.récorded in the Subject Screening and Enrollment
Log.

The Investigator will keep a Subject Identification Code list. This list remains with the
Investigator and is used for unambiguious identification of each subject.

The subject’s consent and’enrollment in the study must be recorded in the subject’s medical
record. These data should identify the study and document the dates of the subject’s
participation.

13.4 Termination of the study

UCB reserves theright to temporarily suspend or prematurely discontinue this study either at a
single-site, multiple sites, or at all sites at any time for reasons including, but not limited to,
safety or ethical issues, inaccurate or incomplete data recording, noncompliance, or
unsatisfactory enrollment with respect to quality or quantity.

If the study is prematurely terminated or suspended, UCB (or its representative) will inform the
Investigators/institutions and the regulatory authority(ies) of the termination or suspension and
the reason(s) for the termination or suspension, in accordance with applicable regulatory
requirement(s). The IRB/IEC should also be informed and provided with reason(s) for the
termination or suspension by the sponsor or by the Investigator/institution, as specified by the
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applicable regulatory requirement(s). In addition, arrangements will be made for the return of all
unused IMP and other material in accordance with UCB procedures for the study.

13.5 Archiving and data retention

The Investigator will maintain adequate records for the study, including eCRFs, medical records,
laboratory results, Informed Consent documents, drug dispensing and disposition records, safety
reports, information regarding subjects who discontinued, and other pertinent data.

All essential documents are to be retained by the Investigator until at least 2 years after the,last
approval of a marketing application in an ICH region and until there are no pending or
contemplated marketing applications in an ICH region, or at least 2 years have elapsed since the
formal discontinuation of clinical development of the IMP. These documents should be retained
for a longer period, however, if required by the applicable regulatory requirement(s) ofby an
agreement with UCB (Committee for Proprietary Medicinal Products [CPMP]/ICH/135/95, 2002
[Section 4.9.5]). The Investigator will contact UCB for authorization prior-to theidestruction of
any study records or in the event of accidental loss or destruction of any study-records. The
Investigator will also notify UCB should he/she relocate or movethe study-related files to a
location other than that specified in the sponsor’s trial master file.

13.6 Audit and inspection

The Investigator will permit study-related audits mandated by IUCB, after reasonable notice, and
inspections by domestic or foreign regulatory authofities.

The main purposes of an audit or inspection are.to confirmrthat the rights and well-being of the
subjects enrolled have been protected, that enrelled 'subjects (ie, signing consent and undergoing
study procedures) are appropriatesfor the study, andthat all data relevant for the evaluation of the
IMP have been processed and reportedin compliance with the planned arrangements, the
protocol, investigational site, and IRBAEC SOPs, ICH GCP, and applicable regulatory
requirements.

The Investigator will provide ditect access to all study documents, source records, and source
data. If an inspection by aregulatory-authority is announced, the Investigator will immediately
inform UCB (or desiguee).

13.7 Good Clinical Practice

Noncompliance with the-protocol, ICH-GCP, or local regulatory requirements by the
Investigatory institution, institution staff, or designees of the sponsor will lead to prompt action
by UCBrto'secure.compliance. Continued noncompliance may result in the termination of the
site’sinvolvement in the study.

14 STATISTICS

A description of statistical methods follows and will be described in more detail in the Statistical
Analysis Plan (SAP).

14.1 Definition of analysis sets
The Enrolled Set will consist of all subjects who have given informed consent.

The Randomized Set (RS) will consist of all randomized subjects.
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The Safety Set (SS) will consist of all subjects that received at least 1 dose of the IMP.

The Pharmacokinetics Per-Protocol Set (PK-PPS) consists of all randomized subjects who
received at least 1 dose of the IMP and provided at least 1 quantifiable plasma concentration
postdose without important protocol deviations that would affect the concentration.

The Full Analysis Set (FAS) will consist of all subjects in the RS that receive at least 1 dose of
the IMP and have a valid PASI measurement at Baseline.

The Maintenance Set (MS) will consist of all subjects that receive at least 1 dose of IMP at Week
16 or later in the double-blind Treatment Period (including the Week 16 dose).

The Open-label Set (OLS) will consist of all subjects that receive at least 1 dose of IMP at:Week
48 or later in the OLE Period (including the Week 48 dose).

The OLE2 Period Set (OL2S) will consist of all subjects that receive at least\]* dose,of IMP at the
Week 144/OLE2 Baseline or later in the OLE2 Period (including the Week/ 144/OLE2 Baseline
dose).

The Per-Protocol Set (PPS) will consist of all subjects in the RS who had fio important protocol
deviations affecting the primary efficacy variable. Important protocol deviations will be
predefined and subjects with important protocol deviations-will be eyaluated during ongoing data
cleaning meetings prior to unblinding of the data.

14.2 General statistical considerations

Summary statistics will consist of frequency tables<for catégorical variables. For continuous
variables, summary statistics will consist of thenumben of available observations, arithmetic
mean, standard deviation, median, minimum, and maximum unless stated otherwise.

The statistical analysis of the primary-¢fficacy Variable and selected secondary efficacy variables
will account for multiplicity and cofitrol the familywise Type I error rate at a 2-sided alpha level
of 0.05 by using a fixed sequencetesting procedure.

The hypotheses (H1, H2, H3,'H4, Hs,-and He) comparing bimekizumab vs secukinumab will be
tested at a 2-sided alpha jevel of 0.05.

The first 2 hypotheses\(H: and H>) test whether bimekizumab is non-inferior and superior,
respectively, to secukinumab for PASI100 response at Week 16. These are the hypothesis tests
correspondingto the primary endpoint. If these hypotheses are rejected at a 2-sided alpha level of
0.05, that alpha will/be-passed to the next test in the sequence, allowing the testing procedure to
proceed,

The hypotheses-associated with the subsequent tests are for selected secondary efficacy
endpoints and are based on testing for superiority relative to secukinumab. Figure 14—1 presents
the details on this procedure.
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Figure 14-1:Hypothesis testing

Bimekizumab 320 mg Test

a
Il
=
o
o

PASI100 response at Week 16
non-inferiority versus secukinumab

PASI100 response at Week 16
superiority versus secukinumab

PASI7S response at Week 4
superiority versus secukinumab

PASI100 response at Week 4§
superiority versus secukinumab

PASI100 response at Wéek 48
BKZ Q4W superiority versus Secukinumab

PASI100 nesponse’at Week 48
BKZ Q8W sluperiority'wersus Secukinumab

6B

BKZ=bimekizumab; PASI=Psoriasis Area Seyerity Index; Q4W=every 4 weeks; Q8W=every 8 weeks

Note: Tests for Hi, Hz, Hs, and Hy are based.on‘all subjects initially randomized to bimekizumab compared to
secukinumab. For Hs and He, testing is based on thejsubjects.re-randomized at Week 16 to bimekizumab 320mg
Q4W, and bimekizumab 320mg Q8W, réspectively, compared to secukinumab.

14.3 Planned efficacy-analyses
14.3.1 Analysis of the primary efficacy variable

The analysis of the primary efficacy variable (PASI100 at Week 16) will be based on the RS. A
stratified Cochran-Mantel-Haenszel (CMH) test will be performed, where region and prior
biologic exposure (yes/no) will\be used as stratification variables. Region and prior biologic
exposure have been selected as stratification variables in the analysis because they are
stratification variables ifi the randomization and because they may have an impact on efficacy.
Treatment comparisons between bimekizumab and secukinumab will be made based on the
CMH testusing the p-value for the general association. For the assessment of non-inferiority, a
non-inferiority(margin of 10% will be used and evaluated based on the CI for the stratified
Mantel-Haenszel risk difference between bimekizumab and secukinumab. A non-inferiority
margin of 10% has been selected as this is considered to be a clinically relevant difference that
could influence the choice of interventions used to treat chronic plaque PSO. Therefore, a
difference within the 10% non-inferiority margin would suggest a similar impact on efficacy
between the treatments.

Nonresponder imputation (NRI) will be used to account for missing data in the primary analysis.
Specifically, any subject who withdraws from IMP prior to Week 16 or who has missing data for
the primary efficacy variables at the Week 16 time point will be considered a nonresponder.
Based on previous studies of biologics in subjects with moderate to severe chronic plaque PSO,
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it is expected that the number of subjects who discontinue prior to Week 16 will be low. For the
small percentage of subjects for whom primary endpoint data are unavailable at Week 16, this
lack of data is suggestive of an ineffective IMP, thereby supporting the imputation of
nonresponse. Therefore, NRI is considered an appropriate method for handling missing data
since achieving the clinical response and making it through 16 weeks of IMP are both critical
components of the primary outcome.

14.3.1.1 Sensitivity analyses

The primary efficacy analysis described in Section 14.3.1 will be repeated based on the-FAS and
the PPS.

As a sensitivity analysis to the primary analysis method, logistic regression based én the RS will
be used. The odds ratio of the responder rates at Week 16 will be estimated and-tested between
treatment groups using a logistic regression model with factors of treatment. group, fégion, and
prior biologic exposure (yes/no). The odds ratio, associated CI, and p-valte based-on the Wald
test will be presented. If the logistic regression model is unable to converge, then prior biologic
exposure may be dropped from the model to facilitate convergencé, If the model is still unable to
converge, then region may be removed from the model as well.\As with‘th€ primary analysis,
missing data will be handled using NRI.

The center-by-treatment interaction will be tested by replacing regien with center in the logistic
regression model described above and adding a’'centef-by-treatment interaction term. In the
model, center will be based on the original centers-prior to pooling. However, if the model is
unable to converge due to a low number 0f subjects at a'given center, a pooling (to be further
described in the SAP) will be applied in order to allow the model to converge.

In order to obtain reasonable estimates ‘of variability for a treatment arm at a given center, a
minimum of 10 subjects will be considered acceptable for a center to be included in the model
without pooling. Given the 1:1 randomizatieon allocation scheme at the start of the study, this
should provide a minimum of about 5 subjects in the bimekizumab arm and 5 subjects in the
secukinumab arm. Centers with-“fewet.than 10 subjects will be eligible for pooling. The
following center pooling.algorithm will be used for each geographic region:

e If acenter has 10-or. more-Subjects, then no pooling will be done for that center.

e Centers withfewer than.10 subjects will be ordered from largest to smallest with pooling
proceeding'in the.fellowing manner:

— Twe-or mote centers will be combined until the cumulative subject total is at least 10.

—._Once a'pooled center has at least 10 subjects, the process will continue in an iterative
fashion for the subsequent centers in the ordered list, where a new pooled center begins
each time at least 10 subjects has been reached in the previous pool.

— Ifthis iterative process reaches the end of the ordered list of centers where the final
pooled center has fewer than 10 subjects, then the subjects from the centers in that pool
will be combined with the pooled center formed in the previous iteration.

This procedure is only to be performed within a geographic region — there will be no pooling of
centers across regions.
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If the center-by-treatment interaction is not found to be significant (a=0.10), then no further
analyses will be performed. On the other hand, if the interaction is significant, further analyses
will be conducted to determine which center or centers may be the source of the interaction. This
will be done by running the logistic regression model (including the interaction term) where each
center will be systematically removed from the model. The impact of a given center will be
based on the change in the interaction p-value when that center is removed. The center or center$
that appear to be driving the significant interaction effect will then be removed from the model to
verify that conclusions remain the same with or without the influential center(s).

Additional sensitivity analyses to evaluate varying assumptions related to the handling of
missing data will also be performed and are described in greater detail in Section 147

14.3.2 Other efficacy analyses
14.3.2.1 Analysis of the secondary efficacy variables
The secondary efficacy variables will be analyzed for all subjects in theRS.

All secondary efficacy variables are binary. Therefore, the stratifiedCMH_test (as specified for
the primary analysis) will be implemented to test for superiority. As in theprimary analysis, NRI
will be used to account for missing data. Sensitivity, analyses for’handling missing data on
secondary endpoints are outlined in Section 14 7

PASI75 response at Week 4 will be analyzed, for all subjects in the RS based on the randomized
treatment group at Baseline.

Additionally, PASI100 at Week 48 will be evaluated as'a‘secondary efficacy variable. The way
the analysis for this variable is coridicted will depend en which comparison is being made. The
planned comparisons are as folows:

e Compare all subjects initially randomized to bimekizumab (regardless of re-randomization
assignment at Week 16) to all subjectsimitially randomized to secukinumab based on the RS
(Ha)

e Compare subjects whowwere assigned to bimekizumab 320mg Q4W at Week 16 to
secukinumab based-on'the MS)(Hs)

e Compare subjectswho were assigned to bimekizumab 320mg Q8W at Week 16 to
secukinumab.based etrthe MS (Hg)

14.3.2.2 Analysis of the other efficacy variables

Other efficacy variables will be summarized by treatment and visit and will generally be
summarized based on imputed data (NRI and multiple imputation [MI] for binary and continuous
variables, respectively, unless otherwise stated in the SAP). In some cases, variables may also be
summarized based on observed case data (ie, subjects with missing data or who have
prematurely discontinued IMP are treated as missing). There may be cases where the multiple
imputation model fails to converge. In such situations, the last observation carried forward
(LOCEF) approach will instead be used to impute the missing data. If LOCF is used instead of
multiple imputation for this reason, this will be clearly specified in the corresponding table
summary. Should there be no missing data for a study variable, then only observed case data will
be presented. Note that for LOCF imputation, any missing data or data collected following
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discontinuation of IMP will be imputed with the most recent previous value. See Section 14.7 for
further details.

Time to PASI75/90/100 response will be estimated and presented using the Kaplan-Meier
product-limit method based on the RS by initially randomized treatment groups (Bimekizumab
vs secukinumab). This could make the interpretation of the data challenging given that there are
two different bimekizumab dosing regimens starting at Week 16, but it is anticipated that most
responses will be observed by Week 16 when all bimekizumab subjects are on the same regimen.
Time to a given response will be defined as the length in days from the first dose of IMPamtil the
first date when the response is achieved. Subjects who discontinue IMP prior to achieving a
response will be censored at the date of IMP discontinuation. Subjects who reach the. Week 48
Visit without achieving the given PASI response will be censored at the date of the“Week 48
Visit. The median time to response, including the 2-sided 95% CI, will be calculated fof each
treatment. Between group differences (bimekizumab vs secukinumab) will'be analyzed with the
log-rank statistic.

In general, data will be summarized by visit through Week 48 in the double<blind Treatment
Period and then by visit in the OLE Period and OLE2 Period separately.-All summaries of data
up to Week 16 will be based on the RS for the 2 randomized tteatment groups (bimekizumab and
secukinumab). For visits after Week 16 in the double-blind Treatment Period, by-visit summaries
will be prepared for the following 3 groups of-subjects:

1. Subjects in the MS summarized by the'3 maintenarce tréatment groups (bimekizumab
320mg Q4W, bimekizumab 320mg Q8W, and'secukifumab). Note that while the MS is
primarily defined for the evaluation.of data-after Week 16, these summary tables will include
data at all visits (Baseline to Week 48) to)provide a comprehensive summary of subjects by
maintenance treatment group for the.MS.

2. A subset of Group 1 above. Specificallysthis will include only those subjects who are
responders at Week 16 for the.variablebeing summarized. This will provide an assessment of
how efficacy is maintainedaamong-Week 16 responders.

3. Subjects in the RS summarized by the 2 randomized treatment groups (bimekizumab and
secukinumab). Datafrom Baseline to Week 48 will be included in these tables. This provides
an intent-to-treat'analysis among all randomized subjects in the study through Week 48.

All efficacy variables in‘the double-blind Treatment Period will be summarized in the manner
described for Group,1'and 3 above. Summaries for Groups 2 will be done only for a subset of
efficacy variables,(hamely, PASI75/90/100, IGA Clear or Almost Clear, Scalp IGA Clear or
Almost.Clear, pp-IGA Clear or Almost Clear, nNAPSI75/90/100, and DLQI 0/1.

In/the’OLEPeriod, efficacy variables of interest generally will be summarized descriptively by
the combined treatment regimen in the double-blind Treatment Period and re-randomized
treatment in the OLE.

In general, efficacy variables will be summarized using descriptive statistics by treatment group
and scheduled visit during the OLE Period based on Baseline at beginning of the study unless
otherwise specified.

In the OLE2 Period, selected efficacy variables of interest will be summarized descriptively by
OLE2 Period Treatment Group during the OLE2 Period.
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Further details on the above analyses including analysis in the OLE Period and OLE2 Period will
be provided in the SAP.

14.4 Subgroup analyses

Subgroup analyses will be performed on the primary and secondary efficacy variables that are
part of the fixed sequence testing procedure described in Section 14.2. The following variables
for subgroup analyses will be defined: age, gender, disease duration, region, weight, body mass
index, prior systemic chemotherapy or phototherapy, prior biologic exposure, prior primary,
failure to biologics, prior systemic therapy of any kind, Baseline disease severity, and-antibody
positivity. These summaries will be based on imputed data (NRI) and will include deseriptive
statistics only.

14.5 Planned safety and other analyses
14.5.1 Safety analyses

Safety variables will be analyzed for all subjects in the SS. This willinelude allysubjects who
took at least one dose of study medication. Selected analyses will also be presented for MS,
OLS, and OL2S. Adverse events will be coded according to the\Medical Dictionary for
Regulatory Activities. Adverse events will be summarized déseriptively by treatment group,
primary system organ class, High Level Term (HLT), and PT. Additional tables will summarize
AEs by intensity and relationship to IMP, AEs ledding-te withdrawal from the study, SAEs, and
deaths. Safety topics of interest will be summarizedand willbe described in greater detail in the
SAP.

Laboratory values (including markédly abnormal labdratory values), urinary values, vital signs,
and extent of exposure will be presented descriptively by treatment group. Definitions for
markedly abnormal laboratory values will be proyided in the SAP.

14.5.2 Pharmacokinetic‘analyses

Pharmacokinetic variables will’be analyzed for all subjects in the PK-PPS. Bimekizumab plasma
concentrations will be summarized for-each treatment at each scheduled visit where samples are
collected.

14.5.3 Immunogenicity analyses

Anti-bimekizumalby antibedies will be assessed using a tiered approach: screening, confirmatory,
and titer assays will be used. Anti-bimekizumab antibodies (including positivity) will be
summarized by treatment at each scheduled visit at which samples are collected.

14.6 Handling of protocol deviations

Important protocol deviations are deviations from the protocol which potentially could have a
meaningful impact on study conduct, or on the primary efficacy, key safety, or PK/PD outcomes
for an individual subject. The criteria for identifying important protocol deviations will be
defined within the appropriate protocol-specific document at study start. Important protocol
deviations will be reviewed as part of the ongoing data cleaning process and all important
deviations will be identified and documented prior to unblinding to confirm exclusion from
analysis sets.
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14.7 Handling of dropouts or missing data

Study variables with multiple components may have rules to account for partial missing data of
1 or more components. Such rules will be defined in the SAP. The following rules are outlined

for cases where variables are completely missing, including partial missing data where the data
handling rules conclude that the variable should be treated as completely missing.

The analysis of the primary efficacy variable will use NRI for handling of missing data. Thats;
subjects with missing data or who have discontinued IMP prior to Week 16 will be considered as
nonresponders for the primary analysis.

The following sensitivity analyses for the primary efficacy variable will be performed:

1. Missing data will be addressed by using MI (Markov-Chain Monte Carlo method for
intermittent missing data, followed by monotone regression for monotone.missing data) to
evaluate the effect of the method for handling missing data on the analysis. Fhe.actual PASI
scores will be imputed and then dichotomized to obtain the responsestatus. The treatment
differences for each imputed data set will subsequently be evaluated using the stratified
CMH test as used in the primary analysis. The results from each of the.imputed data sets will
be combined for overall inference using Rubin’s-rules, which account for the uncertainty
associated with the imputed values (Rubin, 1987). This'will be.done using SAS PROC
MIANALYZE. This procedure assumes a.missing at random pattern of missingness and
corresponds to an estimand of the difference in outcome improvement if all subjects tolerated
or adhered to treatment (Mallinckrodt et'al, 2012), This 1s-an estimand of efficacy to evaluate
the de jure hypothesis.

2. Another sensitivity analysis will be baséd on observed data at Week 16. Subjects with
missing data or who have préematurely discontinued IMP will be treated as missing. The same
stratified CMH test as in the primary efficacy analysis will be used.

Further details on the MI procedures will bé provided in the SAP.

Missing data for the secondary efficacy variables (which are all binary) will be imputed using
NRI. Additionally, the 2¢missing-data-handling approaches described above for the primary
efficacy variable will.be used.forthe secondary efficacy variables. Additional missing data
handling approaches,may be described in the SAP.

For other continuous efficacy variables, MI will be used to impute missing data when possible. If
the imputation modelcannot converge, LOCF will be used. The MI procedure will be similar to
sensitivity anhalysis#1 described above with the following differences: (1) the imputation model
will us¢ the change from Baseline (instead of actual) values by visit and no dichotomization will
beneeessary,(2) instead of using the stratified CMH test, the imputed data sets will be combined
and simple means and standard errors will be calculated using Rubin’s rules (via SAS PROC
MIANALYZE). For calculation of other descriptive statistics such as the median, minimum and
maximum, Rubin's rules do not apply. Multiple imputation estimates will be computed by simply
averaging the estimates from the multiple repetitions of the imputation algorithm.
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14.8 Planned interim analysis

An interim analysis is planned at Week 48 and Week 144, details of which will be documented
in the SAP. Additional interim analyses may be performed (details of which will be documented
in the SAP). Corresponding interim Clinical Study Reports (CSRs) may be written. A final
analysis and updated final CSR will be prepared once all data through the OLE2 Period and
SFU2 Visit have been collected.

14.9 Determination of sample size

A total of 700 subjects will be randomly assigned in a 1:1 ratio at Baseline to one of the
following treatment groups:

e Bimekizumab 320mg (350 subjects)
e Secukinumab (350 subjects)

The primary efficacy analysis is based on the comparison of bimekizumab to secukinumab for
the primary efficacy variable of PASI100 response at Week 16. The assumed responder rates for
PASI100 at Week 16 are 60% and 44% for bimekizumab and secukinumab; respectively. The
assumed responder rate for bimekizumab is based.on the Phase 2b PS0010 data. The
assumptions related to the responder rates for secukinumab‘are based on those observed in the
CLEAR study (Thagi et al, 2015). The power to show,statistical superiority of bimekizumab
relative to secukinumab under these assumptions is98% forthe primary endpoint. The power for
the non-inferiority comparison (with 10%non-inferiority@margin) under these assumptions is
>99%.

15 ETHICS AND' REGULATORY REQUIREMENTS
15.1 Informed consent

Subject’s informed consent must'be obtained and documented in accordance with local
regulations, ICH-GCP requirements, and'the ethical principles that have their origin in the
principles of the Declaration of Hel§inki.

Prior to obtaining informed consent, information should be given in a language and at a level of
complexity understandable to/the subject in both oral and written form by the Investigator (or
designee). Each subject will-have the opportunity to discuss the study and its alternatives with
the Investigator.

Prior to participation‘in the study, the ICF should be signed and personally dated by the subject
and by-the personnwho conducted the informed consent discussion (Investigator or designee).
The(subject must receive a copy of the signed and dated ICF. As part of the consent process,
gach subject'must consent to direct access to his/her medical records for study-related
monitoring, auditing, IRB/IEC review, and regulatory inspection.

All subjects enrolling in the OLE Period will sign a new ICF. Similarly, all subjects enrolling in
the OLE2 Period will sign a new ICF.

If the ICF is amended during the study, the Investigator (or the sponsor, if applicable) must
follow all applicable regulatory requirements pertaining to the approval of the amended ICF by
the IRB/IEC and use of the amended form.
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All studies conducted at centers in the United States must include the use of a Health Insurance
Portability and Accountability Act Authorization form.

The subject may withdraw his/her consent to participate in the study at any time. A subject is
considered as enrolled in the study when he/she has signed the ICF. An eCRF must not be
started, nor may any study specific procedure be performed for a given subject, without having
obtained his/her written consent to participate in the study.

15.2 Subject identification cards

Upon signing the Informed Consent and Assent form (as applicable), the subject will\be provided
with a subject identification card in the language of the subject. The Investigator will fill in the
subject identifying information and medical emergency contact information. The [avestigator
will instruct the subject to keep the card with him/her at all times.

15.3 Institutional Review Boards and IndependentEthics
Committees

The study will be conducted under the auspices of an IRB/IEC, as“defined-in.local regulations,
ICH-GCP, and in accordance with the ethical principles that have their.6rigin in the Declaration
of Helsinki.

The Investigator/UCB will ensure that an appropriatelyConstituted1RB/IEC that complies with
the requirements of the current ICH-GCP vetsion or.dpplicable country-specific regulations will
be responsible for the initial and continuingreview~and approval of the clinical study. Prior to
initiation of the study, the Investigator/UCB will forward.copies of the protocol, ICF, 1B,
Investigator’s curriculum vitae (ifapplicable), advertisement (if applicable), and all other
subject-related documents to be-used for the-study-to’the IRB/IEC for its review and approval.

Before initiating a study, the Investigator will*have written and dated full approval from the
responsible IRB/IEC for the protoeol’

The Investigator will also promptly report to the IRB/IEC all changes in the study, all
unanticipated problems involving risks to human subjects or others, and any protocol deviations,
to eliminate immediate Hazards to'subjects.

The Investigator will.not make-any changes in the study or study conduct without IRB/IEC
approval, except(where neécessary to eliminate apparent immediate hazards to the subjects. For
minor changes‘to a previously approved protocol during the period covered by the original
approval, itmay be possible for the Investigator to obtain an expedited review by the IRB/IEC as
allowed:;

As partof the IRB/IEC requirements for continuing review of approved studies, the Investigator
will'be responsible for submitting periodic progress reports to the IRB/IEC (based on IRB/IEC
requirements), at intervals appropriate to the degree of subject risk involved, but no less than
once per year. The Investigator should provide a final report to the IRB/IEC following study
completion.

UCB (or its representative) will communicate safety information to the appropriate regulatory
authorities and all active Investigators in accordance with applicable regulatory requirements.
The appropriate IRB/IEC will also be informed by the Investigator or the sponsor, as specified
by the applicable regulatory requirements in each concerned country. Where applicable,

Confidential Page 133 of 263



UCB 01 Oct 2021
Clinical Study Protocol Bimekizumab PS0015

Investigators are to provide the sponsor (or its representative) with evidence of such IRB/IEC
notification.

15.4 Subject privacy

UCB staff (or designee) will affirm and uphold the subject’s confidentiality. Throughout this
study, all data forwarded to UCB (or designee) will be identified only by the subject number
assigned at Screening.

The Investigator agrees that representatives of UCB, its designee, representatives of the gelevant
IRB/IEC, or representatives of regulatory authorities will be allowed to review that pettion of the
subject’s primary medical records that directly concerns this study (including, but netlimited to,
laboratory test result reports, ECG reports, admission/discharge summaries for hospital
admissions occurring during a subject’s study participation, and autopsy reports-for deaths
occurring during the study).

15.5 Protocol amendments

Protocol changes may affect the legal and ethical status of the study'and may. also affect the
statistical evaluations of sample size and the likelihoad of the study fulfilling its primary
objective.

Significant changes to the protocol will only be.made as‘an amendment to the protocol and must
be approved by UCB, the IRB/IEC, and the regulatory authorities (if required), prior to being
implemented.

16 FINANCE, INSURANCE; AND-PUBLICATION

Insurance coverage will be handled according to local requirements.

Finance, insurance, and publication rights ar¢xaddressed in the Investigator and/or CRO
agreements, as applicable.
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18 APPENDICES
18.1 Protocol Amendment 1

Rationale for the amendment

The primary rationale for this amendment was to incorporate a re-randomization at Week 16 for
subjects in the bimekizumab 320mg treatment arm. At Week 16 subjects in the bimekizumab
320mg treatment arm will be re-randomized 1:2 to receive bimekizumab 320mg Q4W or
bimekizumab 320mg Q8W.

The following additional changes were also made:

e Add the number of subjects included in the summary of the completed study, UP0042
e C(larify the scalp IGA and pp-IGA efficacy response criteria

e Move the PHQ-9 variable from an other safety variable to an otherefficacy variable

e Added percent of subjects achieving mNAPSI75, mNAPSI90, and mNAPSI100 for subjects
with nail PSO at Baseline as an other efficacy variable

e C(larify that all study assessments should be performed prior to administration of IMP
e (Clarify the study visit windows

e C(larify that the PGADA should be performed on all subjects at Baseline

e Define mental healthcare professional

e C(larify the assessment and manageément of TB wording

e C(larify the drug accountability wording

e Revise the systemic retinoid washout period

e Clarify that the same assessor should-evaluate the subject at each assessment

e Remove the requirement for a rheumatologist evaluation for subjects with a PASE >47
e Clarify the IMP restart/rechallenge requirements in case of PDILI

e Add the definitien of the Enrolled Set and Maintenance Set

e Revise the'statistical analysis based on the addition of re-randomization at Week 16

Minor spelling,-€ditorial, and formatting changes were also made, and the List of Abbreviations
was updated.

Modifications and changes
Change #1
Section 1 Summary

During the Treatment Period, eligible subjects will be randomized 1:1 to receive one of the
following blinded IMP regimens:

e Bimekizumab 320mg administered subcutaneously (sc) every 4 weeks (Q4W)
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e Secukinumab 300mg administered sc at Baseline and Weeks 1, 2, 3, and 4 followed by
dosing Q4W

Subjects receiving bimekizumab 320mg will receive placebo sc on Weeks 1, 2, and 3 in order to
maintain the blind.

Approximately 350 subjects will be randomized to bimekizumab 320mg and approximately
350 subjects will be randomized to secukinumab. Investigational medicinal product will be
administered at Baseline, Weeks 1, 2, 3, and 4 and then Q4W thereafter, until Week 44
(Treatment Period). All doses will be administered in the clinic.

Has been changed to:

During the first 16 weeks of the Treatment Period, eligible subjects will be randomized 121 to
receive one of the following blinded IMP regimens:

e Bimekizumab 320mg administered subcutaneously (sc) every 4 weeks-(Q4 W)

e Secukinumab 300mg administered sc at Baseline and Weeks 1,243, and4 followed by
dosing Q4W

Subjects receiving bimekizumab 320mg will receive placebo sc on Weeks 1, 2, and 3 in order to
maintain the blind.

Approximately 350 subjects will be randomized to bimekizumiab 320mg and approximately
350 subjects will be randomized to secukinumab. Investigational medicinal product will be
administered at Baseline, Weeks 1, 2,3, and 4 and‘then Q4W thercafter, until Week 44
(Treatment Period). All doses will.be"administeted in(the clinic.

At Week 16 subjects in the bimekizumab 320mg treatment arm will be re-randomized 1:2
to receive bimekizumab 320mg Q4W' or bimekizumab 320mg every 8 weeks (Q8W). To
maintain the blind after re-randomization, subjects in the bimekizumab 320mg Q8W
treatment arm will receive placebo at Weeks 20, 28, 36, and 44. Subjects in the
secukinumab arm will continue to reeeive secukinumab 300mg Q4W.

Change #2
Section 2.2.1.1 Completed studies

Five clinical studies of bitmekizumab have been completed: UP0008 in 39 subjects with mild to
moderate plague PSO; RA0124 in 30 healthy volunteers, PA0O007 in 53 subjects with PsA,
UPO0031 inI2 healthy'volunteers, and UP0042 in healthy volunteers.

Has béen changed to:

Five clinical\studies of bimekizumab have been completed: UP0008 in 39 subjects with mild to
moderate plaque PSO, RA0124 in 30 healthy volunteers, PA0O007 in 53 subjects with PsA,
UPO0031 in 12 healthy volunteers, and UP0042 in 48 healthy volunteers.

Change #3
Section 2.2.1.2 Ongoing studies

Seven additional studies of bimekizumab in the treatment of PSO are ongoing.
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PS0008 is a Phase 3, multicenter, randomized, double-blind, parallel-group, active-
comparator-controlled study to evaluate the efficacy and safety of bimekizumab in adult
subjects with moderate to severe chronic plaque PSO.

PS0009 is a Phase 3 randomized, double-blind, placebo- and active comparator-controlled
study to evaluate the efficacy and safety of bimekizumab administered sc to adult subjects
with moderate to severe plaque PSO.

PS0010 is a Phase 2b, double-blind, placebo-controlled, dose ranging study to evaluate'the
safety, efficacy, PK, and pharmacodynamics (PD) of bimekizumab in adult subjects-with
moderate to severe chronic plaque PSO.

PS0011 is a long-term extension study for subjects who completed PS0010 to assess the
long-term safety, tolerability, and efficacy of bimekizumab.

PS0013 is a Phase 3, multicenter, randomized withdrawal, double-blifid, placebo-controlled
study to evaluate the efficacy and safety of bimekizumab in adult subjects-with moderate to
severe chronic plaque PSO.

PS0016 is a Phase 2a, subject-blind, investigator-blind study to evaluate the time course of
PD response, safety, and PK of bimekizumab4iv adult subjects with-moderate to severe
chronic plaque PSO.

PS0018 is a long-term extension study.for-eligible.subjects\from PS0016 to assess the safety,
tolerability, and efficacy of bimekizumab.

PS0014 is a Phase 3, multicentef,eptn-label studyto assess the long-term safety, tolerability,
and efficacy of bimekizumab.injadult.subjects with moderate to severe chronic plaque
psoriasis.

Has been changed to:

Eightseven additional studies of bimekizumab in the treatment of PSO are ongoing.

PS0008 is a Phase 3, multicentet; yandomized, double-blind, parallel-group, active-
comparator-controlléd’study to.evaluate the efficacy and safety of bimekizumab in adult
subjects with moderate to-severe chronic plaque PSO.

PS0009 is a Phase 3 randomized, double-blind, placebo- and active comparator-controlled
study to evaluate the-efficacy and safety of bimekizumab administered sc to adult subjects
with moderate to/severe plaque PSO.

PS0010 is aPhase 2b, double-blind, placebo-controlled, dose ranging study to evaluate the
safety, efficacy, PK, and pharmacodynamics (PD) of bimekizumab in adult subjects with
moderate to severe chronic plaque PSO.

PS0011 is a long-term extension study for subjects who completed PS0010 to assess the
long-term safety, tolerability, and efficacy of bimekizumab.

PS0013 is a Phase 3, multicenter, randomized withdrawal, double-blind, placebo-controlled
study to evaluate the efficacy and safety of bimekizumab in adult subjects with moderate to
severe chronic plaque PSO.
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e PS0014 is a Phase 3, multicenter, open-label study to assess the long-term safety,
tolerability, and efficacy of bimekizumab in adult subjects with moderate to severe
chronic plaque psoriasis.

e PS0016 is a Phase 2a, subject-blind, investigator-blind study to evaluate the time course of
PD response, safety, and PK of bimekizumab in adult subjects with moderate to severe
chronic plaque PSO.

e PS0018 is a long-term extension study for eligible subjects from PS0016 to assess the safety,
tolerability, and efficacy of bimekizumab.

Change #4
Section 4.3.1 Other efficacy variables
The following bullet has been added:

e Percent of subjects achieving mNAPSI75, mNAPSI90, and mNARSIT00 for subjects with
nail PSO at Baseline

Change #5
Section 4.3.1 Other efficacy variables

e Scalp-specific Investigator’s Global Assessment (scalp IGA)tesponse (0/1 and 0) at
Week 16 for subjects with scalp PSO,at Baselinge

e Scalp IGA response (0/1 and 0) for subjects.with scalp-PSO at Baseline

e Palmoplantar Investigator’s Global Assessment.(pp-IGA) response (0/1 and 0) for subjects
with palmoplantar PSO at Baseline

Has been changed to:

e Scalp-specific Investigator’s Global Assessment (scalp IGA) response (84-and-0Clear or
Almost Clear with at least-2 catégory improvement relative to Baseline) at-Week16 for
subjects with scalp PSO at Baseline

Sealn IGA (0140 0) for subs th sealn PSO.at Baseli

e Palmoplantardnvestigator’s Global Assessment (pp-IGA) response (§-4-and-0 Clear or
Almost Clear with ‘at least 2 category improvement relative to Baseline) for subjects with
palmoplantar PSQ, at Baseline

Change #6

Section 4.3.1. Other efficacy variables

The following bullet has been added:

e Change from Baseline in Patient Health Questionnaire-9 (PHQ-9) scores
Change #7

Section 4.3.2 Other safety variables

The following bullet has been removed:

Confidential Page 140 of 263



UCB 01 Oct 2021
Clinical Study Protocol Bimekizumab PS0015

e (Change from Baseline in Patient Health Questionnaire-9 (PHQ-9) scores
Change #8
Section 5.2.2 Treatment Period

During the 48-week Treatment Period, approximately 700 subjects will be randomized 1:1 to
receive the following blinded IMP regimens:

e Bimekizumab 320mg administered sc Q4W (350 subjects)

e Secukinumab 300mg administered sc at Baseline and Weeks 1, 2, 3, and 4 followed by
dosing Q4W (350 subjects)

Subjects receiving bimekizumab 320mg will receive placebo sc on Weeks 1, 2,and 3 in ‘order to
maintain the blind.

Has been changed to:

During the first 16 weeks of the 48-week Treatment Period, approximately 700 subjects will be
randomized 1:1 to receive the following blinded IMP regimens:

e Bimekizumab 320mg administered sc Q4W (350 subjects)

e Secukinumab 300mg administered sc at Baseline and Weeks 142, 3, and 4 followed by
dosing Q4W (350 subjects)

Subjects receiving bimekizumab 320mg will receive placebo sc on Weeks 1, 2, and 3 in order to

maintain the blind.

At Week 16 subjects in the bimekizumah:320mg treatment arm will be re-randomized 1:2
to receive bimekizumab 320mg Q4W.or bimekizumab 320mg Q8W. To maintain the blind
after re-randomization, subjects in,the bimekizumab 320mg Q8W treatment arm will
receive placebo at Weeks 20, 28,36, and44. Subjects in the secukinumab arm will continue
to receive secukinumab 300mg Q4W.

Change #9

Section 5.6 Schedule.of study-assessments

The schedule of study assé€ssments is presented in Table 5—1.
Has been changed to:

The schedule of.study assessments is presented in Table 5—1. At each visit, all study
assessments should be performed prior to administration of IMP.

Change #10
Table 5-1 Schedule of study assessments
Inclusion/exclusion | X X
Significant past

medical history
and concomitant
diseases
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Physical exam® ¢ X X X X X | X
scalp IGA' X [ XX X x x| X X! X!
Randomization X

Has been changed to:

Inclusion/exclusion X | X*

Significant past
medical history and X | x¢
concomitant diseases

Physical exam® ¢ X X X X X X
scalp IGA' X | XX Xt x| xH] X X! X!
Randomization X X

Change #11

Table 5-1 Schedule of study assessments, footnotes a through d,.0, and q

* Visit windows of £3 days from the first dose.from the;Week 1-visit to the Week 24 visit. Visit
windows of +7 days from Week 28 through Week 48/PEOT..The SFU Visit window is -3 and +7
days from the last dose.

® The SFU Visit will occur 20 weeks)after thedast dose.
¢ Ensure no significant changes4nmedical historyx
¢ Includes evaluation of signs and symptoms of‘active TB and risk for exposure to TB.

° The PGADA is assessed only for ‘stubjects’with PsA at Baseline (defined as a past medical
history of PsA or PASE >47).

1 The dosing window fromiBaseline through Week 4 is +2 days relative to the scheduled dosing
visit. From Week 8 through Week 24, the dosing window is +3 days relative to the scheduled
dosing visit. From Week 28 through the end of the study, including the SFU visit, the dosing
window is +7 days t€lativeto the scheduled dosing visit.

Have been changed to:

 Visit windows, of £3 days from the first dose from the Week 1 visit to the Week 24 visit. Visit
windows of £7 days from Week 28 through Week 48/PEOT. The SFU Visit window is -3-and—+
+7.-days frem-thelast-doserelative to the scheduled visit date.

®.The SFU Visit will occur 20 weeks after the lastfinal dose.
< Ensure-no-significant-changes-in-medieal-history.Includes evaluation of signs and

symptoms of active TB and risk for exposure to TB.

TB.Ensure no significant changes in medical history.
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° The PGADA is assessed enbyfor all subjects with-PsAat Baseline (defined-as-a-past-medieal

histery-of PsA-or PASE=47). At all subsequent visits, the PGADA is only for subjects with
PsA at Baseline (defined as a past medical history of PsA or PASE >47).

1 The dosing window from Baseline through Week 4 is +2 days relative to the scheduled dosing
visit. From Week 8 through Week 24, the dosing window is £3 days relative to the scheduled

dosing visit. From Week 28 through the end of the study, ineluding-the- SFU-visit;the dosing
window is +7 days relative to the scheduled dosing visit.
Change #12

Figure 5-1: Schematic diagram

| Screening | Treatment period (doubbe-blind) |

n=350

Bimekizumab 320 mg Q4W

700

w:-i'l 20 weeks
after (831 dose

W=

Secukinumab 300 my Q4W

I'.:ﬂ.lnq Dosing  Dosing  Desing _JUosing “Gowsdy  Dozagd’_Mosing Dosing  Dosing  Dosing  Dosing

SRS B U S 0

T
EaSElII‘IE 1 2

1 I 1 I 1 I 1 I L

20 24 28 32 36 40 44 48 20 weeks
after last

Waeak
s

Primafy* endpoint
PASII00 response

r
|

Wiy

PASI100=Psoriasis‘Ate€a Severity Index complete response; PBO=placebo; Q4W=every 4 weeks;
SEC=secukinumab; w=Week

Note::At Week 28 and all following visits, subjects on continuous treatment for at least 12 weeks with a persistent
IGA score >3 over at least a 4-week period are defined as nonresponders and should discontinue IMP.
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Has been changed to:

| Screening | Treatment period (double-blind) |
I Bimekizumab 320 mg Q4W l
Bimekizumab 320 mg Q8W

Secukinumab 300 mg Q4W

n=350
mmm g Bimekizumab 320 mg Q4W

1:2re-
randomization

N=700

n=350

Dosing Dosing Dosing Dosing Dosmg Dosing Dosing Dosing Dosing Dosing Dosingye Dosing

O P O S

Basellne 20 weeks
after last
Week dose

Primary endpoint
PASI100 response

IGA=Investigator’s Global Assessment; IMP=investigational. medicinal product; PASI100=Psoriasis Area
Severity Index complete response; PBO=placebo; Q4W=every 4 weeksy Q8W=every 8 weeks;
SEC=secukinumab;-w=Week

Note: At Week 28 and all following visits,Subjects on continuous-treatment for at least 12 weeks with a persistent
IGA score >3 over at least a 4-week peried-are defined as nenresponders and should discontinue IMP.

Change #13
Section 5.8.2 Dose selection

Bimekizumab doses ranging from 64mgto 480mg were evaluated in the Phase 2b multicenter,
randomized, double-blind, placebo-eontrolled, parallel-group, dose-ranging study PS0010.
Bimekizumab 320mg was,found to have an acceptable safety profile, only required 2 injections
per treatment administtation, afid achieved significant PASI responses at Week 12 (summarized
in the IB). Furthermore, data from the Phase 2a multicenter, randomized, subject-blind,
investigator-blind _study PS0016 and PK/PD modeling in this PSO population indicates improved
responses through Week16. Therefore, a bimekizumab dose of 320mg Q4W was selected for
this study.

Has béen changed to:

Bimekizumabdoses ranging from 64mg to 480mg were evaluated in the Phase 2b multicenter,
randomized, double-blind, placebo-controlled, parallel-group, dose-ranging study PS0010.
Bimekizumab 320mg was found to have an acceptable safety profile, only required 2 injections
per treatment administration, and achieved significant PASI responses at Week 12 (summarized
in the IB). Furthermore, data from the Phase 2a multicenter, randomized, subject-blind,
investigator-blind study PS0016 and PK/PD modeling in this PSO population indicates improved
responses through Week 16. Therefore, a bimekizumab dose of 320mg Q4W through Week 16
and 320mg Q4W or Q8W thereafter was selected for this study.
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Change #14
Section 6.2 Exclusion criteria

25. Presence of active suicidal ideation, or positive suicide behavior using the "Screening"
version of the electronic Columbia Suicide Severity Rating Scale (eC-SSRS) and with either
of the following criteria:

— History of a suicide attempt within the 5 years prior to the Screening Visit. Subjects with
a history of a suicide attempt more than 5 years ago should be evaluated by a mental
healthcare practitioner before enrolling into the study.

— Suicidal ideation in the past month prior to the Screening Visit as indicated by a positive
response ("Yes") to either Question 4 or Question 5 of the "Screening" version of.the
eC-SSRS.

Has been changed to:

25a. Presence of active suicidal ideation, or positive suicide behavior/using the"'Screening"
version of the electronic Columbia Suicide Severity Rating Sc¢ale (eC<SSRS) and with either
of the following criteria:

— History of a suicide attempt within the 5-years prior{o the Sereening Visit. Subjects with
a history of a suicide attempt more than 5-years:ago shotld be evaluated by a mental
healthcare-praetitionerprofessional (eg, locally licensed psychiatrist, psychologist, or
master’s level therapist) beforé.enrolling.into the study.

— Suicidal ideation in the past‘mionth prior'to thé Screening Visit as indicated by a positive
response ("Yes") to eitherQuestion'4’or Question 5 of the "Screening" version of the
eC-SSRS.

Change #15
Section 6.3 Withdrawal criteria

9. A subject considered as having either a suspected new latent tuberculosis infection (LTBI) or
who develops active TB or NTMB infection during the study (including but not limited to,
conversion demefistrated’by IGRA or other diagnostic means) must be immediately
discontinued fiom IMPsand a PEOT Visit must be scheduled as soon as possible, but not later
than the next regulat visit.

The subject mustibe permanently withdrawn if further examinations result in a diagnosis of
active'TB, onif'the subject is diagnosed with LTBI with no initiation of prophylactic
treatment; prematurely discontinues prophylactic treatment, or, in the opinion of the
Investigator or Sponsor, is noncompliant with prophylactic TB therapy.

Confirmed active TB is an SAE and must be captured on an SAE Report Form and provided
to the Sponsor in accordance with SAE reporting requirements. As with all SAEs, periodic
follow-up reports should be completed as per protocol requirements until such time as the TB
infection resolves.

Additional information on TB policies is provided in Section 12.3.1.
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Has been changed to:

9a. A subject considered as having either a suspected new latent tuberculosis infection (LTBI) or
who develops active TB or pulmonary NTMB infection during the study (including but not
limited to, conversion demonstrated by IGRA or other diagnostic means) must be
immediately discontinued from IMP and-a PEOT Visit mustbe-scheduled-assoon-as

possible, but not later than the next regular visit.

The subject must be permanently withdrawn if further examinations result in a diagnosis‘of

pulmonary NTMB, active TB, or if the subject is diagnosed with LTBI with no initiation of
prophylactic treatment, prematurely discontinues prophylactic treatment, or, in the'opinion of
the Investigator or Sponsor, is noncompliant with prophylactic TB therapy.

Confirmed active TB is an SAE and must be captured on an SAE Report Form andprovided
to the Sponsor in accordance with SAE reporting requirements. As with.all SAESs; periodic
follow-up reports should be completed as per protocol requirements until such.time as the TB
infection resolves.

Additional information on TB policies is provided in Section12.3.1:
Change #16
Section 6.3 Withdrawal criteria

11. Subjects must be referred immediately to-a mental healtheare professional and may be
withdrawn from the study based upon-the Invéstigator’s judgment of benefit/risk for:

— Active suicidal ideation as indicated by-a positive response (“Yes”) to Question 4 of the
“Since Last Visit” version,of the eC-SSRS.

- Moderately severe major depression as indicated by a PHQ-9 score of 15 to 19 if this
represents an increase of 3 poitits compared to last visit.

Has been changed to:

11a. Subjects must be referred immediately to a mental healthcare professional (eg, locally
licensed psychiatrist, psycholegist, or master’s level therapist) and may be withdrawn
from the study based upon.the Investigator’s judgment of benefit/risk for:

— Active suicidal ideation as indicated by a positive response (“Yes”) to Question 4 of the
“Since Last Vigit” version of the eC-SSRS.

- Moderately severe major depression as indicated by a PHQ-9 score of 15 to 19 if this
representsan increase of 3 points compared to last visit.

Change #17
Séction 6.3 Withdrawal criteria

12. Subjects must be referred immediately to a mental healthcare professional and must be
withdrawn for:

— Active suicidal ideation as indicated by a positive response (“Yes”) to Question 5 of the
“Since Last Visit” version of the eC-SSRS

— Any suicidal behavior since last visit.
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— Severe major depression as indicated by a PHQ-9 score >20

Has been changed to:

12a. Subjects must be referred immediately to a mental healthcare professional (eg, locally
licensed psychiatrist, psychologist, or master’s level therapist) and must be withdrawn for:

— Active suicidal ideation as indicated by a positive response (“Yes”) to Question 5 of the
“Since Last Visit” version of the eC-SSRS

— Any suicidal behavior since last visit

— Severe major depression as indicated by a PHQ-9 score >20
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Change #19
Section 7.6 Drug accountability

Blinded study staff may be delegated the responsibility to receive, inventory, and destroy the
used kits. The packaging identifies each kit by a unique number that does not correlate to the
contents and therefore, does not unblind study site staff. Unblinded study staff will be
responsible for preparation (breaking tamper proof sticker on kit, etc) of the clinical trial
material, including recording the administration information on source document.

Has been changed to:

theﬁsed—k}t& Unbllnded study staff w1ll be respons1ble for recelpt 1nventory, and
destruction of used Kkits. The packaging identifies each kit by a unique number that-deesnot
eorrelateto-the-contents-and-therefores-doesnotunblind-study-site-staff, but due to the
commercial packaging of the comparator, the unblinded study staff'will be responsible to
maintain the blind. Unblinded study staff will be responsible for preparation (breaking tamper
proof sticker on kit, etc) of the clinical trial material, including recording the administration
information on source document.

Change #20
Section 7.6 Drug accountability

The Investigator may assign some of the Investigator’s duties for drug accountability at the study
site to an appropriate pharmacist/designee.

Has been changed to:

The Investigator mayshould assign some of theInvestigator’s duties for drug accountability at
the study site to an appropriate pharimacist/designee.

Change #21

Table 7-2 Prohibited psoriasis medi¢ations

Systemic retinoids 3 months

Has been changed(to:

Systemic retinoids 31 months

Change#22
Section 7.9 Blinding

For subjects receiving bimekizumab, bimekizumab will be administered at Baseline; placebo will
be administered at Week 1, Week 2, and Week 3; their second dose of bimekizumab will be at
Week 4; and bimekizumab doses Q4 W thereafter. Secukinumab subjects will receive
secukinumab at Baseline, Week 1, Week 2, Week 3, Week 4, and Q4W thereafter.

Has been changed to:

For subjects receiving bimekizumab, bimekizumab will be administered at Baseline; placebo will
be administered at Week 1, Week 2, and Week 3; their second dose of bimekizumab will be at
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Week 4; and bimekizumab doses Q4W thereafterthrough Week 16. At Week 16 subjects in
the bimekizumab 320mg treatment arm will be re-randomized 1:2 to receive bimekizumab
320mg Q4W or bimekizumab 320mg Q8W. To maintain the blind, subjects in the
bimekizumab 320mg Q8W treatment arm will receive placebo at Weeks 20, 28, 36, and 44.
Secukinumab subjects will receive secukinumab at Baseline, Week 1, Week 2, Week 3, Week 4,
and Q4W thereafter.

Change #23
Section 7.10 Randomization and numbering of subjects
The following was added:

At Week 16 subjects in the bimekizumab 320mg treatment arm will be re-randemized 1:2 to
receive bimekizumab 320mg Q4W or bimekizumab 320mg Q8W. To maintain-the blind after
re-randomization, subjects in the bimekizumab 320mg Q8W treatment arm, will reeéive placebo
at Weeks 20, 28, 36, and 44. Subjects in the secukinumab arm will continue to reeeive
secukinumab 300mg Q4W.

Change #24
Section 8 Study procedures by visit

e The dosing window from Baseline through Week 41542 daysirelative to the scheduled
dosing visit. From Week 8 through Week 24, the-desingwindow is +3 days relative to the
scheduled dosing visit. From Week 28.through the end.of the study, including the SFU visit,
the dosing window is £7 days relatiye to the'scheduled dosing visit.

e For the SFU Visit (20 weeks after the:final dose); the visit should occur no more than 3 days
prior to the scheduled visit date and within 7-days after the scheduled visit date
(-3 days/+7 days).

Has been changed to:

e The dosing window from Baselin¢.through Week 4 is £2 days relative to the scheduled
dosing visit. From Week 8 through Week 24, the dosing window is +3 days relative to the
scheduled dosing.visit. From»Week 28 through the end of the study, ineluding-the-SFU-visit;
the dosing windew is £7 days relative to the scheduled dosing visit.

e For the SFU Visit (20 weeks after the final dose) the visit sheuld—eee&r—nemre%han

E%d-ays#ﬂ—days)wmdow is i7 days relatlve to the scheduled visit date.
Change #25
Section 8.2.:1 Baseline Visit

e Inclusion/exclusion
Has been changed to:

e Inclusion/exclusion (includes evaluation of signs and symptoms of active TB and risk for
exposure to TB)
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Change #26
Section 8.2.1 Baseline Visit

After completion of the above-mentioned procedures, bimekizumab or secukinumab
administration will occur.

Has been changed to:

After completion of the above-mentioned procedures, bimekizamab-or-secukinumabIMP
administration will occur.
Change #27

Section 8.2.2 Week 1 and Week 2 Visits (£3 days relative to Baseline)

After completion of the above-mentioned procedures, placebo or secukinumab administration
will occur.

Has been changed to:
After completion of the above-mentioned procedures, IMPplacebe-or-seeukinumab

administration will occur.
Change #28
Section 8.2.3 Week 4 Visit (3 days relative to Baséline)

After completion of the above-mentioneéd procedures; administration of placebo or secukinumab
will occur.

Has been changed to:

After completion of the above-mentioned proceédures, administration of IMPplaeebe-or
seewkinwmab will occur.

Change #29

Sections 8.2.4 Week 4 Visit (£3.days relative to Baseline), 8.2.5 Week 8 and Week 12 Visits
(£3 days relative to Baseline), 8.2.7 Week 20 (£3 days relative to Baseline) and Week 28
Visits (7 days relative to Baseline), 8.2.8 Week 24 Visit (7 days relative to Baseline), 8.2.9
Week 32 Visit (+7days relative to Baseline), 8.2.10 Week 36 Visit (+7 days relative to
Baseline), 8.2:11 Week 40 Visit (7 days relative to Baseline), 8.2.12 Week 44 Visit (7 days
relative to Baseline)

After completion.of the above-mentioned procedures, administration of bimekizumab or
secukinumab-will occur.

Has been changed to:

After completion of the above-mentioned procedures, administration of IMPbimekizamab-or
seeukinwmab will occur.

Change #30
Section 8.2.6 Week 16 Visit (£3 days relative to Baseline)
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After completion of the above-mentioned procedures, administration of bimekizumab or
secukinumab will occur.

Has been changed to:

At Week 16 subjects in the bimekizumab 320mg treatment arm will be re-randomized 1:2
to receive bimekizumab 320mg Q4W or bimekizumab 320mg Q8W. After completion of the
above-mentioned procedures, administration of IMPbimekizumab-or-seeukinumab will oceut.

Change #31

Section 8.4 Safety Follow-Up Visit (20 weeks after final dose, -3 days/+7 days), séction title
8.4 Safety Follow-Up Visit (20 weeks after final dose, -3 days/+7 days)

Has been changed to:

8.4 Safety Follow-Up Visit (20 weeks after final dose, -3-days/++7 days)

Change #32

Section 9 Assessment of efficacy

The PASI, BSA, IGA, scalp IGA, mNAPSI, and pp;IGA shouldbe performed by the
Investigator, another delegated physician, or an‘appropriately qualified medical professional
(based on local requirements) who has had documented training on how to perform these
assessments correctly. Preferably the same assessor(should evaluate the subject at each
assessment.

Has been changed to:

The PASI, BSA, IGA, scalp IGA, mNAPSY, andpp-IGA should be performed by the
Investigator, another delegated physician, or an‘appropriately qualified medical professional
(based on local requirements) who has had-documented training on how to perform these
assessments correctly. Preferably-tThe same assessor should evaluate the subject at each
assessment.

Change #33
Section 9.11 PASE questionnaire

The Psoriatic Arthritis Sereening and Evaluation (PASE) questionnaire is a self-administered
tool to screen for active\PsA in patients with PSO (Husni et al, 2014). The questionnaire consists
of 15 items4hat are divided into a 7-item symptoms subscale and an 8-item functions subscale.
Standardized responses are based on 5 categories relating to agreement (strongly agree [5],

agre€ [4], noddea [3], disagree [2], and strongly disagree [1]). The total maximum score is

75 points (symptom score: 35 points and function score: 40 points). Psoriatic Arthritis Screening
and Evaluation questionnaire scores >47 points are indicative of active PsA. Subjects with scores
>47 should be referred to a rheumatologist for evaluation.

Has been changed to:

The Psoriatic Arthritis Screening and Evaluation (PASE) questionnaire is a self-administered
tool to screen for active PsA in patients with PSO (Husni et al, 2014). The questionnaire consists
of 15 items that are divided into a 7-item symptoms subscale and an §-item functions subscale.
Standardized responses are based on 5 categories relating to agreement (strongly agree [5],
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agree [4], no idea [3], disagree [2], and strongly disagree [1]). The total maximum score is
75 points (symptom score: 35 points and function score: 40 points). Psoriatic Arthritis Screening
and Evaluation questionnaire scores >47 points are indicative of active PsA. Subjeets-with

seores—=47-should-bereferred-to-arheuwmatologistfor-evaluation:
Change #34
Section 12.2.1.2.1 IMP restart/rechallenge

e The rechallenge is approved by the UCB responsible physician, DMC, and a hepatologist.
The hepatologist must be external to UCB but may be a member of the DMC. It is
recommended that the hepatologist be a local hepatology expert or the hepatologist treating
the subject.

Has been changed to:
The rechallenge is approved by the UCB responsible physician, DMC,and’a hepatologist. Fhe

D\

the-subjeet:
Change #35

Section 12.3.1 Assessment and management of TB and“TB risk factors

b. High risk of acquiring TB infection:

— Known exposure to another person withactive TB infection within the 3 months prior to
Screening.

— Time spent in a healthcafe delivery setting or institution where individuals infected with
TB are housed and where the'risk of tranSmission of infection is high.

c. Latent TB infection (unless appropriaté-prophylaxis is initiated at least 8 weeks prior to IMP
dosing and continued to,_completion. of prophylaxis):

— The absence of signs, symptoms, or physical findings suggestive of TB infection with a
positive IGRAtest (or 2'indeterminate IGRA test results) and a chest x-ray (or other
imaging) without evidence of TB infection. If the result of the IGRA test is
indeterminate, the particular IGRA test previously performed may be repeated once; if
positive or indeterminate on retest, the subject may not be randomized to IMP without
further evaludtion by a TB specialize and discussion with the Study Physician, if LTBI is
identified. The retest must be done during the protocol-defined Screening window.

Note:lf available, respiratory or other specimens must also be smear and culture negative
for TB (CDC diagnosis of LTBI) http://www.cdc.gov/TB/topic /testing/default.htm).

Has been changed to:
b. High risk of acquiring TB infection:

— Known close exposure to another person with active TB infection within the 3 months
prior to Screening.
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— Time spent in a healthcare delivery setting or institution where individuals infected with
TB are housed and where the risk of transmission of infection is high.

c. Latent TB infection (unless appropriate prophylaxis is initiated at least 8 weeks prior to IMP
dosing and continued to completion of prophylaxis):

— The absence of signs, symptoms, or physical findings suggestive of TB infection with a
positive IGRA test (or 2 indeterminate IGRA test results) and a chest x-ray (or other
imaging) without evidence of TB infection. If the result of the IGRA test is
indeterminate, the particular IGRA test previously performed may be repeated.onee; if
positive or indeterminate on retest, the subject may not be randomized to IMP, without
further evaluation by a TB specialistze and discussion with the Study Physician, if LTBI
is identified. The retest must be done during the protocol-defined Screening window.

Note: If available, respiratory or other specimens must also be smear and cultute negative
for TB (CDC diagnosis of LTBI) http://www.cdc.gov/TB/topicv/testing/default.htm).

Change #36
Section 12.3.1.1 Tuberculosis assessment by IGRA

If latent or active TB is identified, subject must undergo appropriate‘study-specified withdrawal
procedures.

Has been changed to:

If latent-er-active TB is identified, subjeet must undergo. appropriate study-specified withdrawal
procedures.

Change #37

Section 12.3.1.3 Tuberculosis questionnaire

The following sentence was deleted:

Subjects with a latent or active TB infection must be withdrawn from the study.
Change #38

Section 12.3.1.4 Tubeérculosis-management

During the study;.subjects who develop evidence of LTBI or active TB must immediately stop
further administration‘of IMP and will be referred to an appropriate TB specialist (pulmonologist
or infectious/disease specialist) for further evaluation. Evidence of LTBI is defined as subject’s
IGRA test conyerts to positive or indeterminate (and confirmed indeterminate on repeat), or the
subjéct’s questionnaire or history and physical indicates that TB infection or exposure may have
oceurred. Evidence of active TB includes, in addition to the aforementioned tests, signs and
symptoms of organ involvement. In either situation, the subject should be carefully assessed by a
TB specialist for active TB. Subjects diagnosed with active TB or LTBI should be withdrawn
from the study and receive appropriate TB or prophylaxis therapy.

Has been changed to:

During the study, subjects who develop evidence of LTBI or active TB must immediately stop
further administration of IMP and will be referred to an appropriate TB specialist (pulmonologist
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or infectious disease specialist) for further evaluation. Evidence of LTBI is defined as subject’s
IGRA test converts to positive or indeterminate (and confirmed indeterminate on repeat), or the
subject’s questionnaire or history and physical indicates that TB infection or exposure may have
occurred. Evidence of active TB includes, in addition to the aforementioned tests, signs and
symptoms of organ involvement. In either situation, the subject should be carefully assessed by a
TB specialist for active TB. Subjects diagnosed with active TB er=FBlsheuld-must be
withdrawn from the study and receive appropriate TB ex-prephylaxistherapy.

Change #39

Section 14.1 Definition of analysis sets

The following sentence has been added:

The Enrolled Set will consist of all subjects who have given informed consent.
Change #40

Section 14.1 Definition of analysis sets

The following sentence has been added:

The Maintenance Set (MS) will consist of all subjécts that reeeive atleast 1 dose of IMP at Week
16 or later in the Treatment Period (including the ' Week 116 dose):

Change #41
Figure 14-1 Hypotheses testing of secondary-efficacy endpoints

Bimekizumah 320Mng Test
a =0.05

PASI100 response at Week 16
ngn-inferiority versus secukinumab

PASI100 response at Week 16
superiority versus secukinumab

PASI75 response at Week 4
superiority versus secukinumab

PASI100 response at Week 48
superiority versus secukinumab

IGA 0/1 response at Week 16
superiority versus secukinumab

PASI90 response at Week 16
superiority versus secukinumab

o e

6
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Has been changed to:

Bimekizumab 320 mg Test

a
Il
=
o
o

PASI100 response at Week 16
non-inferiority versus secukinumab

PASI100 response at Week 16
superiority versus secukinumab

PASI7S response at Week 4
superiority versus secukinumab

PASI100 response at Week 4§
superiority versus secukinumab

PASI100 response at Wéek 48
BKZ Q4W superiority versus Secukinumab

PASI100 nesponse’at Week 48
BKZ Q8W sluperiority'wersus Secukinumab

6B

BKZ=bimekizumab; PASI=Psoriasis Area.Severity Index; Q4W=every 4 weeks; Q8W=every 8 weeks

Note: Tests for Hi, H2, H3, and H4 are based on all subjects initially randomized to bimekizumab compared to
secukinumab. For Hs and Hs, testing is,based on the subjects re-randomized at Week 16 to bimekizumab
320mg Q4W, and bimekizumaba 320mg Q8W, respectivély, compared to secukinumab.

Change #42
Section 14.3.1.1 Sensitivity analysis

In order to obtain reasonable estimates, of variability for a treatment arm at a given center, a
minimum of 10 subjects will be ¢onsidered acceptable for a center to be included in the model
without pooling. Given the 1:l{randomization allocation scheme, this should provide a minimum
of about 5 subjects-in.the bimekizumab arm and 5 subjects in the secukinumab arm. Centers with
fewer than 10 subjects will be eligible for pooling. The following center pooling algorithm will
be used for each-geographic region:

Has been changed to:

In order'to obtain reasonable estimates of variability for a treatment arm at a given center, a
minimum of,1'0 subjects will be considered acceptable for a center to be included in the model
without pooling. Given the 1:1 randomization allocation scheme at the start of the study, this
should provide a minimum of about 5 subjects in the bimekizumab arm and 5 subjects in the
secukinumab arm. Centers with fewer than 10 subjects will be eligible for pooling. The
following center pooling algorithm will be used for each geographic region:

Change #43

Section 14.3.2.1 Analysis of the secondary efficacy variables

Confidential Page 156 of 263



UCB 01 Oct 2021
Clinical Study Protocol Bimekizumab PS0015

The following has been added:

PASI75 response at Week 4 will be analyzed for all subjects in the RS based on the randomized
treatment group at Baseline.

Additionally, PASI100 at Week 48 will be evaluated as a secondary efficacy variable. The way
the analysis for this variable is conducted will depend on which comparison is being made. The
planned comparisons are as follows:

e Compare all subjects initially randomized to bimekizumab (regardless of re-randomization
assignment at Week 16) to all subjects initially randomized to secukinumab based.onthe RS
(Ha)

e Compare subjects who were assigned to bimekizumab 320mg Q4W at Week,16 to
secukinumab based on the MS (Hs)

e Compare subjects who were assigned to bimekizumab 320mg Q8W at-Week 16'to
secukinumab based on the MS (H6)

Change #44
Section 14.3.2.2 Analysis of the other efficacy variables

Other efficacy variables will be summarized by treatment and visitiand will generally be
summarized based on imputed data (NRI and multipl€ imputation [MI] for binary and continuous
variables, respectively, unless otherwise stated in the-SAP). In'some cases, variables may also be
summarized based on observed case data\(ie, subjects with-missing data or who have
prematurely discontinued IMP are. treated as missing). There may be cases where the multiple
imputation model fails to converge. In sueh-situations, the last observation carried forward
(LOCF) approach will instead be used toyimpute-the missing data. If LOCF is used instead of
multiple imputation for this reason,this will.be-clearly specified in the corresponding table
summary. Should there be no missifig datafor a study variable, then only observed case data will
be presented. Note that for LOCF imputation, any missing data or data collected following
discontinuation of IMP will be imputed with the most recent previous value. See Section 14.7 for
further details.

Time to PASI75/90/100 response will be estimated and presented using the Kaplan-Meier
product-limit method for €ach treatment. Time to a given response will be defined as the length
in days from the first.dose of IMP until the first date when the response is achieved. Subjects
who discontihue IMP'ptior to achieving a response will be censored at the date of IMP
discontinuationsSubjects who reach the Week 48 Visit without achieving the given PASI
response wilLbe censored at the date of the Week 48 Visit. The median time to response,
inecluding the 2-sided 95% CI, will be calculated for each treatment. Between group differences
(bimekizumab vs secukinumab) will be analyzed with the log-rank statistic.

In general, data will be summarized by visit through Week 48. However, for PASI responder
variables (PASI75, PASI90, PASI100) and IGA responder variables (IGA 0/1, IGA 0), as well as
selected other efficacy variables, summaries will be prepared for time points between Weeks 16
and 48 among those subjects who were responders at Week 16. Further details will be provided
in the SAP.

Has been changed to:
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Other efficacy variables will be summarized by treatment and visit and will generally be
summarized based on imputed data (NRI and multiple imputation [MI] for binary and continuous
variables, respectively, unless otherwise stated in the SAP). In some cases, variables may also be
summarized based on observed case data (ie, subjects with missing data or who have
prematurely discontinued IMP are treated as missing). There may be cases where the multiple
imputation model fails to converge. In such situations, the last observation carried forward
(LOCF) approach will instead be used to impute the missing data. If LOCF is used instead of
multiple imputation for this reason, this will be clearly specified in the corresponding table
summary. Should there be no missing data for a study variable, then only observed caseg-data will
be presented. Note that for LOCF imputation, any missing data or data collected following
discontinuation of IMP will be imputed with the most recent previous value. See S¢etion 14.7 for
further details.

Time to PASI75/90/100 response will.be estimated and presented using the Kaplan-Meier
product-limit method based on the RS by initially randomized treatment groups
(Bimekizumab vs secukinumab), This could make the interpretation of the data
challenging given that there aré¢two different bimekizumab dosing regimens starting at
Week 16, but it is.anticipated that most responses will be observed by Week 16 when all
bimekizumab subjeécts, are'on the same regimen. Time to a given response will be defined as
the length in-days frem-the first dose of IMP until the first date when the response is
achieved, Subjects who discontinue IMP prior to achieving a response will be censored at
the date of IMP discontinuation. Subjects who reach the Week 48 Visit without achieving
the given PASkresponse will be censored at the date of the Week 48 Visit. The median time
toresponse,including the 2-sided 95% CI, will be calculated for each treatment. Between
group differences (bimekizumab vs secukinumab) will be analyzed with the log-rank
statistic.

In general, data will be summarized by visit through Week 48. All summaries of data up to
Week 16 will be based on the RS for the 2 randomized treatment groups (bimekizumab
and secukinumab). For visits after Week 16, by-visit summaries will be prepared for the
following 3 groups of subjects:
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1. Subjects in the MS summarized by the 3 maintenance treatment groups (bimekizumab
320mg Q4W, bimekizumab 320mg Q8W, and secukinumab). Note that while the MS is
primarily defined for the evaluation of data after Week 16, these summary tables will
include data at all visits (Baseline to Week 48) to provide a comprehensive summary of
subjects by maintenance treatment group for the MS.

2. A subset of Group 1 above. Specifically, this will include only those subjects who are
responders at Week 16 for the variable being summarized. This will provide an
assessment of how efficacy is maintained among Week 16 responders.

3. Subjects in the RS summarized by the 2 randomized treatment groups (bimekizumab
and secukinumab). Data from Baseline to Week 48 will be included in these tables. This
provides an intent-to-treat analysis among all randomized subjects in the study,through
Week 48.

All efficacy variables will be summarized in the manner described-for-Group-1 above.
Summaries for Groups 2 and 3 will be done only for a subset of efficacy variables, namely,
PASI75/90/100, IGA Clear or Almost Clear, Scalp IGA Clear or-Almost.Clear, pp-IGA
Clear or Almost Clear, mNAPSI75/90/100, and DLQI 0/1. Further details on these analyses
will be provided in the SAP.

Change #45
Section 14.7 Handling of dropouts er missing data

Missing data for the secondary efficacy variables (whieh are all binary) will be imputed using
NRI. Additionally, the 2 additionalapproaches described above for the primary efficacy variable
will be used for the secondary efficacy variables.

Has been changed to:

Missing data for the secondary<efficacy.variables (which are all binary) will be imputed using
NRI. Additionally, the 2 additiepalmissing data-handling approaches described above for the
primary efficacy variable.will be.used for the secondary efficacy variables.

Change #46
Section 14;9,Determination of sample size

A totalof 700 subjects will be randomly assigned in a 1:1 ratio to one of the following treatment
groups:

e » Bimekizumab 320mg (350 subjects)
e Secukinumab (350 subjects)
Has been changed to:

A total of 700 subjects will be randomly assigned in a 1:1 ratio at Baseline to one of the
following treatment groups:

e Bimekizumab 320mg (350 subjects)
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e Secukinumab (350 subjects)
18.2 Protocol Amendment 1.1
Rationale for the amendment

The primary rationale for this local amendment was to incorporate the use of photographs of skin
and nails during Schedule of study assessments only for sites in the US, Australia, Belgium,
Poland, and Germany and only for patients who consent (see Table 5-1).

Modifications and changes
Specific changes

Change #1

Section 5 Study Design, Table 5-1.

The specific assessment requiring the taking of photographs of skin and nails during Baseline,
Weeks 1, 2, 4, 8, 12, 16, 32, and 48/EOT was added as stated below(table header used for
clarification and was not changed):

Visit?/ Treatment Period
Week

SFUP

Protocol
activity

48/
1 (2|3 (48 |12.016 |20+ 24 (28|32 (36|40 | 44 | pror

Screening
Baseline
(first

Photographs of
skin and nails
(subset of sites)

X
X
=
>
>~
o
o
o
o

Change #2
Section 8.1

Added the following text: “In case’subjects agree to participate in the photography sub-study
(see Section 9.12) they will need te sign a separate informed consent form.”

Change #3
Section 8.2 Treatment Period

Added textreferring.to the assessment requiring photographs of skin and nails during the
following time points:

. Baseline
] Week 1
. Week 2
° Week 4
J Week 8
. Week 12
J Week 16
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. Week 32

. Week 48/EOT

Change #4

Section 9.12 Photographs

The following text was added as subsection 9.14

At certain clinical sites, representative photographs of the changes in skin and nail appearance
will be captured. Subjects who consent to the procedure will have full body (anterior.and
posterior views) photographs taken. Only those subjects with nail disease at Baseline'will have
nail photographs taken. Only those subjects with palmoplantar disease at Baseline will have
photographs of their palms or soles of their feet taken. Only those subjects with-scalp disease at
Baseline will have scalp photographs taken. Photographs will be anonymized and will‘be used
for publication purposes.

Study sites selected for photography will be trained and receive standardized-photographic
equipment by a centralized photographic vendor. Photographs will be electronically transferred
from the site to the vendor.

At the end of the study, the site will receive an eleétronic file of all;sitbject photographs for
archiving.

The central photography vendor will tabulate and transfer all.subject photos to the Sponsor at the
end of the study.

18.3 Protocol Amendment 2

No subjects were enrolled under this amendment.
Rationale for the amendment

The protocol has been amended: for the-following reasons:

e Extended the study duration for‘an additional 96 weeks in an Open-Label Extension Period.
Changes include addition of @ new schedule of assessments for the additional 96 weeks,
additional other objectives.and endpoints, and updates to Section 8, Study procedures by
visit.

e Added planned re<tandomization by treatment regimens and PASI response at Week 48 in
the OLE Period:

e (Clarified secondary efficacy variable for IGA response at Week 16, and added other efficacy
variables'for IGAxBSA and PASE score suggestive of PsA.

o) Modified the text in Section 7 to include guidance for allowing subjects the option to
self-inject IMP at home after Week 48.

e Updated Section 12.2.1 (Evaluation of PDILI) for improved clarity and consistency with
other Phase 3 studies of bimekizumab in subjects with PSO.

e Added statistical analyses for the OLE Period.

Modifications and changes
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Global changes:
The following changes were made throughout the protocol:

e The maximum duration of the study has been changed from 69 weeks to 165 weeks
throughout the document.

e Cross references to the new schedule of assessments (Table 5-2) for the 2-year extension
have been made throughout the document.

e The term “Treatment Period” has been changed to “double-blind Treatment Period’’
throughout the document to clearly distinguish it from the OLE Period.

e The list of abbreviations was updated accordingly.

e Minor spelling, editorial, and formatting changes were made throughout.the document.
Change #1

Section 1 Summary, third and fourth paragraphs:

Approximately 935 subjects will be screened in order to have 700'subjects-randomized in the
study. For each subject, the study will last a maximum. of 69.veeks and will consist of 3 periods,
a Screening Period (2 to 5 weeks), a double-blind\ Treatment'Period\(48 weeks; final dose at

44 weeks), and a Safety Follow-Up (SFU) Period 20 weeks afterithe final dose of
investigational medicinal product [IMP]),

During the first 16 weeks of the Treatment Period, €ligible_subjects will be randomized 1:1 to
receive one of the following blinded IMP regimens:

Has been changed to:

Approximately 935 subjects will be sereened in-order to have 700 subjects randomized in the
study. For each subject, the study will last@maximum of 69165 weeks and will consist of

34 periods, a Screening Period(2 to 5 weeks), a double-blind Treatment Period (48 weeks; final
dose at 44-weeks); Week 44), an Open-Label Extension (OLE) Period (96 weeks; final dose
at Week 136 for subjects receiving bimekizumab 320mg Q8W and at Week 140 for subjects
receiving bimekizumab 320mg.Q4W); and a Safety Follow-Up (SFU) Period (20 weeks after
the final dose of investigational medicinal product [IMP]).

During the first 16" weeks)of the double-blind Treatment Period, eligible subjects will be
randomized.}; 1 to reeeive one of the following blinded IMP regimens:

Change #2
Section 1 Summary, 8" through 11" paragraphs:

At Week 48, all subjects will undergo the Week 48 study assessments and will enter the SFU
Period.

Has been changed to:

At the completion of the Week 48;-allvisit assessments, subjects may receive open-label
bimekizumab treatment for an additional 96 weeks. All subjects enrolling in the OLE
Period will-underge, after signing a new ICF, be evaluated for eligibility, be randomized,
and receive their first dose of bimekizumab in the OLE Period.
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During the OLE Period eligible subjects will receive the following IMP regimens as
determined by the subject’s treatment regimen and PASI response in the double-blind
Treatment Period.

At Week 48, subjects receiving:

e Bimekizumab 320mg Q4W who achieve PASI90 at Week 48 of the double-blind
Treatment Period will be randomized 1:1 to receive bimekizumab 320mg Q4W or
bimekizumab 320mg Q8W.

e Bimekizumab 320mg Q4W who do not achieve PASI90 at Week 48 of the double-blind
Treatment Period will receive bimekizumab 320mg Q4W.

e Bimekizumab 320mg Q8W who do not achieve PASI90 at Week 48 of the double-blind
Treatment Period will receive bimekizumab 320mg Q4W.

e Bimekizumab 320mg Q8W who achieve PASI90 at Week 48 of-the-double-blind
Treatment Period will receive bimekizumab 320mg Q8W.

e Secukinumab who do not achieve PASI90 at Week 48 of the*double-blind Treatment
Period will receive bimekizumab 320mg Q4 W.

e Secukinumab who achieve PASI90 at Week 48 of.the-double-blind Treatment Period
will be randomized 1:1 to receive bimekizumab-320mg Q4W or bimekizumab 320mg
Q8W.

At Week 96, for subjects receiving bimekizumab 320mg Q4W, if PASI90 is achieved, the
subject’s dosing interval will change from 320mg.Q4W to 320mg Q8W (default), unless,
based on medical judgment, the Investigator decides differently.

During the OLE Period, subjects will-attend study visits at Weeks 52, 56, 64, and 72, and
then every 12 weeks.

All subjects not enrolling in the OLE Period will have the Week 48 study assessments and
will enter the SFU Period.

Change #3

Section 3.3 Other/objectives:

The following:text was added:

e Assessthe mainteénance of efficacy of bimekizumab dosing Q4W versus Q8W

e AsSess thesafety and efficacy of initiating bimekizumab therapy in subjects who
received sécukinumab in the double-blind Treatment Period

Change #4
Section 4.2.1 Secondary efficacy variables:

e IGA response (0/1) (defined as Clear or Almost Clear with at least a 2-category improvement
relative to Baseline) at Week 16

Has been changed to:
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e IGA response (0/1) at-Week16(defined as Clear or Almost Clear with at least a 2-
category improvement relative to Baseline) at Week 16

Change #5

Section 4.3.1 Other efficacy variables:

The following text has been added:

e Absolute and percent change from Baseline in the product of IGA and BSA (IGAXBSA)
e Shift from Baseline in PASE score suggestive of PsA (<47 versus >47)

Change #6

Section 5.2 Study periods:

This study will include 3 periods, a Screening Period (2 to 5 weeks), a double-blind- Treatment
Period (48 weeks; final dose at 44 weeks), and a SFU Period (20 weeks after the final dose of
IMP). The end of the study is defined as the date of the last visit ofthe last subject in the study.

Has been changed to:

This study will include 34 periods, a Screening/Period (2 to-5 weeks), a double-blind Treatment
Period (48 weeks; final dose at Week 44), an optionall OLE Period (96 weeks)s; final dose at
Week 136 for subjects receiving bimekizumab 320mg Q8W and at Week 140 for subjects
receiving bimekizumab 320mg Q4W),.and an-SFU Period (20 weeks after the final dose of
IMP). The end of the study is defined-as'the date of the.last visit of the last subject in the study.

Change #7
The following section has been added:
5.2.3 OLE Period

After completion of the Week-48 visit.assessments, subjects will be allowed to enroll in the
OLE Period. All subjects.enrolling.in the OLE Period will sign a new ICF, and then receive
the following IMP regimens as determined by the subject’s treatment regimen and PASI
response in the double-blind Treatment Period.

At Week 48, subjects receiving:

¢ Bimekizomab 320mg Q4W who achieve PASI90 at Week 48 of the double-blind
Treatment Period will be randomized 1:1 to receive bimekizumab 320mg Q4W or
bimekizumab 320mg Q8W.

¢ (_Bimekizumab 320mg Q4W who do not achieve PASI90 at Week 48 of the double-blind
Treatment Period will receive bimekizumab 320mg Q4W.

e Bimekizumab 320mg Q8W who do not achieve PASI90 at Week 48 of the double-blind
Treatment Period will receive bimekizumab 320mg Q4W.

e Bimekizumab 320mg Q8W who achieve PASI90 at Week 48 of the double-blind
Treatment Period will receive bimekizumab 320mg Q8W.
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e Secukinumab who do not achieve PASI90 at Week 48 of the double-blind Treatment
Period will receive bimekizumab 320mg Q4W.

e Secukinumab who achieve PASI90 at Week 48 of the double-blind Treatment Period
will be randomized 1:1 to receive bimekizumab 320mg Q4W or bimekizumab 320mg
Q8W.

At Week 96, for subjects receiving bimekizumab 320mg Q4W, if PASI90 is achieved, the
subject’s dosing interval will change from 320mg Q4W to 320mg Q8W (default), unless;
based on medical judgment, the Investigator decides differently.

During the OLE Period, subjects will attend study visits at Weeks 52, 56, 64, and"72,.and
then every 12 weeks. At study visits, IMP will be administered in the clinic by‘sc injection
as applicable. In between study visits, subjects will self-inject IMP at home:

All subjects not enrolling in the open-label study will have the Week 48 study assessments
and will enter the SFU Period.

The assessments to be performed at each OLE Period visit are/présented in Table 5-2.
Change #8

Section 5.3 Study duration per subject:

For each subject, the study will last a maximum of upte'69 weeks, as follows:

e Screening Period: 2 to 5 weeks

e Double-blind Treatment Periods 48 weeks(final dose at Week 44)

e Safety Follow-Up Period: a' SFU Visit'is planned 20 weeks after the final dose of IMP
Has been changed to:

For each subject, the study will last'a maximum of up to 69165 weeks, as follows:

e Screening Period: 2 to S\weeks

e Double-blind Treatment Period: 48 weeks (final dose at Week 44)

e OLE Period: 96 weeks (final dose at Week 136 for subjects receiving bimekizumab
320mg Q8W_ and at Week 140 for subjects receiving bimekizumab 320mg Q4W)

e Safety Follow-Up Period: a SFU Visit is planned 20 weeks after the final dose of IMP visit
Change #9
Section 5.6 Schedule of study assessments

The schedule of study assessments is presented in Table 5-1. At each visit, all study assessments
should be performed prior to administration of IMP.
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Has been changed to:

The schedule of study assessments is presented in Table 5-1 for the Screening and double-
blind Treatment Periods, and in Table 5-2 for the OLE Period. At each visit, all study
assessments should be performed prior to administration of IMP.

Confidential Page 170 of 263



€97J0 [L1 98ed

[eNUSPLU0))

3897 SISO[NOIOqN) VIO

.&S-x 191D

Bunsa) ATH

48unsay O pue g spnedoy

o

53uns9) Koueugaig

DOH

sisATeurin

>

Ansmuayoolq pue A30[0jewoY

SRR E R R R

MU | P | 2R K| | K

,SUSIS [BUA

>
SRR A R Rl Be

SRR R

MR R | XK

y3om Apog

MR R | R

W31oH

>

2, WEBX3 [BIISAY]

>~

SOSBASIP JUBIIWOJUOD pUE
K10ys1y [eorpaw 3sed jueoiyiugdig

SASS-0°

K103S1Y SISBLIOSJ

eyep orydeiSowag

U2210S SNIp QuLI()

UOISN[OXd,/UOISN]OU]

JUISUOD PAULIOJU]

LOdd
/8%

oQ4S

44

or

9¢

(43

8¢

144

0T

91

(4! 8 4

1s.11y)
durseq

POLIdJ JUSUIJBIL],

BUIUIIIIG| < | < | < | < | | <

£)1A19€ 10303014

AP
[eMSIA

Spoliad juawieal] puljg-ajgnop pue Buiuaalog ‘syuawissasse Apnjs Jo a|jnpayss

:1-G a|qel

S100Sd
120T 0 10

qewnzjourg

10903014 ApmiS [eo1uI])
g0n



€97J0 7,1 98ed

[eNUSPLU0))

X X X X 0'CA dHS-IVdM

oX oX oX X vavod

X X dSVd

siseriosd

X X X X X | X X JO JUAWISSASSY [8qO[D) Judned

uX uX uX X :<OH|QQ

wX wX wX X wISdVNW

X X X X | X | X X X X VDI dress

X X X X X X X X X X X | X X X 6-OHd

(ureos pue

X X X X X X X ‘ured ‘yoyr) swoydwAg juaned

X X X | XANDX | X X 101d

X X X X X X X X X X X | X X | X X X VDI

4S9IPOgUL qRWINZIAWIq-1Uue

X X X X X X X X | X X | X X 103 o1duwres poojg

ySuonenuaouod ewseld

X X X X X X X X | X X | X X QEUNULINS9S/qBUUNZINIWIq

10y opdwes poorg

X X X X X X X X X X X | X X | X X X V'S€ Jo 95ejuaoiog

X X X X X X X X X X X | X X | X X X ISVd

X X X X X X X axreuuonsaonb sisonoraqny,
LOAd | vV | OF 9¢ € (8| vT | 0T | 91 (4! 8 L4 (4 I = & W

/8b 22 & Aande [00)0.1g
%) = Z.
Z : | R

° HPIM
POLId{ juduUI)RIL], [eMSIA
Spoliad juawjeal] puljg-ajqnop pue m:_:ww._ow ‘sjuswissoasse >3:uw Jo 9|npayds -G d|qel
S100Sd qeumzIyouly [000j014 ApmS [eoTuI])

120T 0 10

S10)81




€97 J0 €L1 98eq [enuapIyu0)

worqoid yresy oyroads-aareuuonsong) jusunredu AIAROY pue ANANONPOId JOM=dHS-TV.dA\ ‘SIsonoroqu=g [ ‘dn-mo[[0 A19JeS=AS JUSWSSISSYy

[eqo1D s Jorednsaau] dyoads-dieos=y D[ djeos ‘spupre onenosd=ysd Juowssassy [eqofn)’s Jojednsoau] Jeyjuejdowed=yD-dd g-arreuuonsand) yieoyq

juoned=6-OHd ‘ANANOY 9SeISI( JO JUSWISSISSY [BQO[D) S Judle =y (YDd IUowjear] jo pug aInjewdld=10Hd XOpUu] AJLI0AIS BAIY SISBLIOSJ=]SVd

‘uonen[eAyq pue SUIUOIOS SHLIYLY d1RLIOSJ=HSVd ‘XOPUFAILISAIG SISBLIOS] [FBNPAJIPON=]SJVNW AS0[0uyod} asuodsar dA1oRIONUI=] Y]

9onpoid [BUIDIPIW [RUOTIBS)SOAUI=JJA]] ‘ABSSE OSBI[OI BUUWEF-UOIOJIONUI=Y YD JUIWSSISSY [8qO[D) S J0JETISIAU[=YD)] SILIA AOUIIOIJOPOUNTULUT

uewny=AJH ‘snua O synedoy=ADH [oA9T-¢ Suolsuatmi(]-§ fig=go-Lendy ueadomng=T¢-qs-OH 2[eds Juney A110A9g opIoIng erqunjo))
JIUOJ}II[A=SYSS-D? ‘W0, 10day 9SB)) dTUONIII= YD WLIS0IPIBIONII=0) ) ‘Xpu] Afen() 3jr] ASojojewrod=[OTJ B2Ie 20BLINS APOq=YSH

X | X X X | X | X | xXOHx | X X | X¥|X|X|X X pUOTJRISIUIWPE JIA ]
X X X | X X X | X | X ™| %} X X/ X | X|X]| X X X aL¥I
X X uonezruopuey
X X X | X X X | XX | X X | X[ X | X | X|X|X X X SJUOAD OSIOAPY
X X X | X X X (I | XX | X | X | X|X|X|X|X X X UOTBOTPIU JUBITUIOIUO))
X X X X X T1¢-As-0d
LOAd | vy | OV | 9E}CE |8  bT | 0T | 91 | T | 8 |V | €| T | S m
" 8% 2 g m AyApdE (0903014
g 2 =
y MM
POLIdJ JUAW)BAL], [eMSIA

SpolLIad Jusawieal] puljg-ajgnop pue Buluaaldg ‘syuawissasse Apnjs Jo a|Npayss  :}-G d|qel

S100Sd qewnzyouwryg [0903014 Apmig [eoruI))
120T 0 10 aon



€97 J0 $L1 98eq [enuapIyu0)

“JISIA SuIsop
PI[NPaYOS ) 0} QATIR[AI SABP /F ST MOPUIM SUISOP Y} ‘Q NI APHISIHIFO-PHI-3HF [SNOIY) {7 JOOA WOLTIISTA SUISOP PI[NPIYOS Y} 0} JATIR[OI SABP ¢F
SI MOpUIM SUISOP AU} 47 I YSNOIy) § 99 A\ WOI] HSIA SUISOP Pa[NPaYds Y} 03 9ANR[AI SKBP-TF SI HJO3 A\ SN0y} durjoseg Wwolj mopuim 3uIsop oy [, p
"UOI}BZIWIOPURI UO PISeq ST UOTINSIUIpe JIN] q
"(L¥< ASVd 10 Vsd jo K1opsiy
Teorpaut 3sed e Se pauljop) aurjosed e ysd Ym s300lqns 10J A[uo S1 YV OJ Y3 ‘sysia juenbosqns fje 1y -ourjoseq e s300(qns [[e 10J passasse st YAVOd UL o
-aurjaseq 1e (< 2109s yDI-dd) juowaajoaur sejuedowred yum s10a[qns ur A[uo passasse oq [[IM yO[-dd oy
-aurjoseq 1e (< 91098 [SJV-NUT) JUSWIOATOAUL [TeU )M $)03[qns Ul AJUO passasse oq [[IM [SIVNW YL
durpaseq 18 (< 21098 YO d[eds) qusaAjoauld[ess yim s109(qns asoy) 10J A[uo passasse dq [[1m yOI d[eos ay ], |
"Sursop 03 Jo11d usye) sojdwes poo[q [[V
JSTIASUIUS410§,0) JoL1d SYJuUOW ¢ UIIIM INJ0 Jsnul ABI-X }SOUO SUIUSAIOS
"I 9Y) UI PApI0IAI 3q 10U [[IM SI[NSAI 1S ATH YL ,
*Kpoquue 2oepIns g snnedoy-1nue 10J paIsd) 9q OS[R M $109[dhS popndx.08[e a1 (uonoeal ureyd daserowk[od AQH ‘Odwexs 10]) ADH 10
159) A10jRULIIFUOD € BlA 2ANISOd (7 pue ‘Apoqnue D) snneday 1oj aAamisod (4 ise-paulep St ADH 10} 1593 2anIsod y "papn[oxa a1e Apoquue 2100 g snnedoy-nue
Joy aanisod (g ‘uagnue doeyms ¢ snneday 1oy aanisod (LBl SuImol[0f.ay) Jo'Aue £q g sniedoy 10§ oanIsod 189} 10 JO S0UIPIAd dARY OUYM S12[gng
*S}ISIA JQUI0 [[& 38 paunioyiad oq [1im Sunsay Aourugaad surin) “SurudaIdg dy) 38 SUIS) WNIIS JO ISISU0D [[Im Funsd) Aoueudald s
-d1qeorjdde a1oym ‘Sursop 03 Joud pue Fuijdwes.poo[q 01 1oud pamsedw 9q 01 216 (drnjeradwa) pue ‘o1l as[nd ‘samssaid poo[q) susis [elA
"G ¢ 71 uonoag 1ad se pawoyiad 2q [[14 uoneurwexd [eorsAyd oy, ,
"AJ0ISIY [BOIPAW Ul SAZUBYD JUBDIIUTIS OU dINSUY |,
"g.L 03 2Insodxo 10J YSLI pue ¢ ], 9A1)oE Jo swojdwAs pue Susis Jo uonen[eAd sapnjouy ,
"POLIdJ H'TO dY) Ul [[0.1Ud JoU S0P 1I3[qns JI ISOP [BUL Y} LY. SYIIM ()T N0 [[1M NSIA NAS YL 4
“9Jep JISTA PA[NPAYOS I} 0} QATJR[II SABP /F ST MOPUIM JISIA IS YL
*LOAd/S¥ OO YSNoIy) §7 YOO\ WOIL SABP /FJO SMOPUIM JISIA JISIA 7 JOOA\ U} 03 JISIA | YOI\ O} WOIJ 9SOP IS} OY} WOIJ SABP ¢F JO SMOPUIM JISTA

1odd | b | oy | 9shze |82\ v foz |9t [T |8 v | €| |1 [gw | &
/8% 2 2 & A)1andE [00)014
M o =]
° M
poLIdg JudunEa |, [MSIA
SpoLI9d Jusawieal] puljg-ajqnop pue Bulusalog ‘sjuswissasse Apnjs Jo 9|NPayYss -G ajgel
$100Sd qewnzryoulg 10903014 ApMIS [eotuI)

120210 10 S10)81



€97J0 6.1 98ed

[eNUSPLU0))

ASdVNW

VDI djeos

skl

Sllslle

sllslls

sllsile

6-OHd

(Surpeos
pue ‘ured ‘yoyr) swoidwAg juaned

1071

| P <

| P <

| | <

| | <

VDI

>
>

>

>

>

Serpoqnue
qewnzpjouwqg-nue 103 ojdwres poorg

Suonenudouod ewseld
qewnznjeulq 10y oduwres poorg

V'S4 JO 958eju001dd

| >

ISVd

llslle

Sllislleils

llslls

sllslls
PR | <

ikl

llalle

arreuuonsonb sisonoroqny,

159} SISO[NOIdqN) VYD

>

>
>

y(euLIN) SUNSI) AdULUSIL]

DOd

SISA[euLIn)

Ansnuayoolq pue A30[0jeWIOY

| P <
| | <

| P <

| P <

< | PR
allells

ol kel

,SUSIS [BIA

Jy31om Apog

»plIBXA [BOISAYJ

Hlislislislisiisllsitsilsl sl il tadle

e
e

el

Llislislislislisiisiisiisl el sl adle

el

SASS-0°

LANNQISIH

JUISUOD PAULIOJU]

Q
Q
o
o
Q
e

®)

Q||

LOAd/PI
ovI
9¢1
(44!
8C1

144!
0c1

91l

(43
801

{118
001

96

76
88

¥8
08
9L
L
89

¥9

09

9S

(45

qAS

CIBIX

T 18X

(3sop A10 51) 8F

£)IADIE [030)014

MNP
[eMSIA

poliad 370 ‘sjuawissasse Apnjs jJo a|jnpayss

:Z-G a|qel

S100Sd
120T 0 10

qewnzjourg

10903014 ApmiS [eo1uI])
g0n



€97J0 9L1 98eq [enuapIyu0)

"d1qeordde a1oym Bursop o3 Joud pue ‘Burdwes poo[q o3 Joud pamseawr 9q 03 a1 (drnyerodwoy pue djer osnd ‘sanssaid poo[q) susis [BHA

"G ¢ 7T uonoas 1od se paunogradaq [[Im uereurueXs [BdIsAyd oy, ,

"g 1, 01 21ns0dxa 10§ YSLI pue g [, 9ANOE JO swoldwAs pue SUSISJO UONBN[BAS SOPN[IU] |,

"€°9 UQHIIS ‘poLIdd HTO 10) BLDILLD

"9S0p [BUY YOI SHIM'()T INIJ0 [[1M NISIA NS YL q
“2)ep JISIA PA[NPAYDS I} 0} JAR[AI

SABD LF ST MOPUIM NISIA NAS UL "# YOI YSNOIY) 9/ YOI\ WOIJ SKEP [ F JO SMOPULM JISIA "7/ YOI\ YSNOIY) 879D\ WOLJ SKep /F JO SMOPUIM JISIA
worqod yreay dyroads-arreuuonsang) judwredw] AJALOY pue AIANINPOIJ YO M=dHS IVdM SIsomanqn=g,[, ‘dn-mo[oq £19JeS=4S JUOWSSISSY
[8qo[D s Joje3nsaau] oiy10ads-djeos=y 0] d[eos ‘spuyire onerosd=ysd Juawssassy [eqolD) s Joje3nsaAu] Jeydeidowed=y 0| dd ‘g-omreuuonsond) yiedy
uaned=6-QHd AIAOY 9SBISIJ JO JUSWISSASSY [BQO[D) S JUNRI=yYAVDJ JUoULdI1] JO PUF dIMILWIJ=[OHd XopuJ AJLIOAS BATY SISBLIOSJ=]SVd
‘uonen[eAq pue SUIUIOS SHLIYIY O1RLIOSJ=HSVd ‘Xopu] AJLIOAJS SISBLIOSJ [TEN PIYIPOIN=ISdV NW fA30[ouyod) asuodsal oanoeruli=1 Y[ onpoid
[RUIOIPAW [BUOTIEIIISIAUI=JIA]] ‘ABSSE 9SBI[OI BUIIES-UOIILIUI=Y YD JUSWSSISSY [2qO[H)'S J01BTUSIAUT=y D] SOITA AOUSIOJOPOUNUIT ULWNY=ATH
‘snaia O snieday=ADH QWOY=H {[9AdT-¢ SUOISUAWI-G JIT-Jo-Aend) ueddomng=T¢-ds-0OF 9[EdS Juney AILI9A0G opIoIng BIqUIN0D) OIUOII[O=SYSS

-D? ‘w10, 110day 9sE)) TMUONIAA=YD? ‘WeRIS0IPILI0NIP=0)H Xopu] ANjen() SJ¥T ASojojeurod=[O T OMUI[I=)) ‘BaIe dJBJINS AP0q=y'Sq

X X X X X X X X X X X X 0w M 8O — UONENSIUIWIPE JIA]
XXX XX XX XXX X[ X[ X[Xx[X|X[XFX|XhXx|[x[x[X]| X 0w M PO — UOENSIUIWPE JIA]
XX X X X X X X X X[x| x wl I
X uoneziwopuey
X[ X X X X X X X X XX SJUIAD ISIIAPY
X | X X X X X X X X X | X UONEIIPO JULIIUIOdU0))
X X 0CA dHS TVdM
X X vavod
X X ASVd
Om& mo uﬁoammomm< EDO_O Hcoﬁw&
X X X X T1€-Aas-04d
X X X X 4vDI-dd
dDlolalH|O[H[H|[D[H|H|[D{HIH][DTIH|[H|[D|[H|H|[D[H|D[H[D[D] O
[S=Y
LN £
Sl=lm == == (=de |2 == O |© | [0 [0 [9 |9 | |an | [ [ \o)o
SERBIRIRIBIGISIRIEISISESNBIRERIBIZIZIEIGIN|F Aapoe [030)01g
O -
. S
=
€.IBd X 7 183X =y
2 2
M N2 e
c [MSIA
poLiad 310 ‘sjudwssasse Apnjs Jo 9a|npayss :z-G d|gqel
S100Sd qewnzpjowg [0203014 Apmg [ed1uI])

20T 190 10 S10)81



€97 J0 LL1 98ed [enuapIyu0)

“JISIA OTIUI[O PA[NPAYDS JXU Y} I8 SISUIBIUOD PIsnun/pasn Aue [im«Jogje50) Uonejuatunoop ay) UInjal s10A13a1e9/5100[qns Y] ‘uonensuIwupe
oy 1933 Apoaarp Jourejuod (sdieys) resodsip ojqeidasoe ue ur 101e31soAU] Ay} Kq PoUItIIop St S19A1391.9/5109[qns Aq Jo pasodsIp 9q [[14 SoFULIAS pasn
IV "uonesIpaw Apnjs Jo UONEHSIUIWpE JO jutod oW pue Joquinu j1y ‘uonedo] Apoq 9yep oY) JUeWNOOop [[IM I9AISoIRd/309[qns o) ‘Ouioy Je pajoafur-J[os J1 o

“JISTA, SUISOP PA[NPAYDS Y} 03 JANE[AI SABD [ F SI MOPUIM FUISOP

oyl NSIA LOAd/P] MO 93 ySnoays 9/ oo\ WOl ‘JISIA SuISop Pojnpayds oy} 03-dATE[oI'SAep /F ST MOPUIM SUISOp oy} 7/ OO YSNoIy) g4 oo\ WOI
"UOI}RZIWOPUEI UO PIseq SI UOBNSIUTWPE JIA] w

(LY< ASVd 10 y$d JO Aroisiy fedipaw ised & se pauyap) auljaseq 18 ysd Yim s109[qns 10 A[uo passasse st y(qvOd YL
-durfasey Je (0£9100s yHI-dd) juowoajoaur rejueidowed yiim s10a[qns ut K[uo passasse oq [[im yO[-dd oy,
-durjaseg 18 (0<9109s [SIVNW) TUSWIA[OAUI [1BU 1M $103[qns ur A[uo passasse dq [[IM [SIVNW Y],

-durjasey 18 ((<-0100s YOI d[eos)TuouwroAjoaur d[eos yim s30a(qns asoy) 103 A[uo passasse dq [[1m yOI d[eos oy, |
"Sursop 01 Jorxd udye) sajdwes poo[q [V

"SYISIA [e e Sunso) Aoueudald aurm Jo ISISU09 [[1m Junsd) Aoueu3aid s

QDIHIH|D|H/H[{DOD|/H|[D|H|D|D| I

Q
Q
o
o
Q
e
s
Q
=
=
Q
=
o

o
N B
M 2 oo ID I o |22 |22 Y2 |© |v [ (v | |9 |2 | (o [a v |wn =
=S|S0 |® [&|S oy [RYR [S [ | (*® |& (S| N |® &S 58| g Ay1anoe 030y0.14
S S
~ =
=
CABIX FECEI a
o2 2
o
=] ~ AP
[eISIA

poliad 370 ‘sjuawissasse Apnjs Jo a|Npayoss  :z-G d|qel

$100Sd quunzryoug 10903014 ApMIS [eatuI)
1202190 10 aon



UCB 01 Oct 2021
Clinical Study Protocol Bimekizumab PS0015

Change #10

Section 5.7 Schematic diagram:

The study schematic diagram for PS0015 is presented in Figure 5-1.
Figure 5-1: Schematic diagram

| Screening | Treatment period (double-blind) |
n=350
mmm 4 Bimekizumab 320 mg Q4W Bimekizumab 320 mg Q4W

N
1:2re- g
randomization| Bimekizumab 320 mg Q8w afet ||QW up

Visi eeks
st dose

N=700
v

r

N

Secukinumab 300 mg Q4W

n=350

Dosing Dosing Dosing Dosing Dosmg Dosing Dosing Dosing Dosing |\ Dosing Dosing Dosing

P O O e O

Baseline 20 weeks
after last
Week dose

Primarysendpoint
PAS|100-veésponse

IGA=Investigator’s Global Assessment; [IMP=investigationalmedicinal product; PASI100=Psoriasis Area Severity
Index complete response; PBO=placebo; Q4W=every 4 weeks; Q8W=every 8 weeks; SEC=secukinumab

Note: At Week 28 and all following visitsgSubjects on-continuous treatment for at least 12 weeks with a persistent
IGA score >3 over at least a 4-week peried are defihed as nonresponders and should discontinue IMP.

Has been changed to:

The study schematic diagram fof PS0015 from Screening through Week 48 is presented in
Figure 5-1, and fromWeek 48-.through Week 144 is presented in Figure 5-2.

Confidential Page 178 of 263



UCB

01 Oct 2021
Clinical Study Protocol Bimekizumab PS0015
Figure 5-1: Schematic diagram, Screening and double-blind Treatment Period
(through Week 48)
| Screening | Treatment period (double-blind) |
n=350

\—> Bimekizumab 320 mg Q4W

Secukinumab 300 1.y, ™AW

Dosing Dosing Dosing Dosing Dosmg Dosing Dosing Dosing Dosing Dosing Dosing JDosing,

Bimekizumab 320 mg Q4W
12 .re- ] %
3 randofization Bimekizumab 320 mg Q8W

Dosing
(SEC or
2-5 weeks PBo)
O mlv U | |
Baselme 40 44
Week
Primary endpoint
PASI100 response

O
J
48 20 weeks

after last
dose

| Screening | Taatment perigth{double -blifiad)

n=350
Emmg Bimekizumab 320mg Q4W

Bimekizumab 320mg Q4W
12 re- %
randomjzatien

Bimekizumab 320mg Q8W

N=700
v

Secukinumab 300mg Q4W
n=350

Dosing Doging Dosing( JDosing Dosing Dosing Dosing Dosing Dosing Dosing Dosing

Dosing

Safety follow-up
visit 20 weeks
after last dose

Open-label
extension
period

SFU visit 20
weeks after

Basehne 4 8

Peosing
(SEE or
2-5 ks )
wegl
\ T T \\ ! ! ! ! ! ! !
12 16 20 32 36 40 44

Week
Primary endpoint
PASI100 response

last dose O

or

8 Open-label

extension
period

IGA=Investigator’s Global Assessment; IMP=investigational medicinal product; PASI100=Psoriasis Area Severity
Index complete response; PBO=placebo; Q4W=every 4 weeks; Q8W=every 8 weeks; SEC=secukinumab

Note: At Week 28 and all following visits, subjects on continuous treatment for at least 12 weeks with a persistent
IGA score >3 over at least a 4-week period are defined as nonresponders and should discontinue IMP
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Figure 5-2: Schematic diagram, OLE Period (Week 48 through Week 144)

| Week 48 | Open-label extension period |

Bimekizumab

320mg Q4W
Bimekizumab

320mg Q8W
Secukinumab Bimekizumab 320mg Q4W

300mg QAW

<PASI90

2PASI90

¢--------

Bimekizumab

320mg Q4W 2PASI90
11re-
randomization

Secukinumab
300mg Q4W

Bimekizumab 320mg Q8W

2PASI90

Bimekizumab
320mg Q8W

Week 52 56 60 64 68 72 76 80 84 88 92 96 100104 108 112 116 120424128 132 13¢ 14g*T44 20 weeks
after last
dose
Q4W=every 4 weeks; Q8W=every 8 weeks; PASI=Psoriasis Area Severity Index; PASI90=90% improvement
in the PASI score
*At Week 96, for subjects receiving bimekizumab 320mg Q4W; if. PASI90 is"achieved, the subject’s dosing
interval will change from 320mg Q4W to 320mg Q8W (default), unless, based on medical judgment, the
Investigator decides differently.

Change #11
Section 5.8.1 Study design:

The following text was added:

The addition of the OLE Period-will allow collection of long-term efficacy and safety data
from eligible subjects on open-label bimekizumab for an additional 96 weeks.

Change #12
The following section was added:
Section 6.3 Eligibility for the OLE Period:

Prior to entering the:OLE Period, subjects on double-blind study treatment must complete
all of the Week 48 visit assessments. Prior to initiating the OLE Period assessments, all
subjects-will be asked to read and sign a separate ICF. To be eligible to participate in the
OLE Period of this study, the subject must have completed the double-blind Treatment
Period without meeting any withdrawal criteria and have been compliant with the ongoing
clinical study requirements.

Change #13
Section 6.4 Withdrawal criteria:

8. At Week 28 and all following visits, subjects on continuous treatment for at least 12 weeks
with a persistent IGA score >3 over at least a 4-week period are defined as nonresponders
and should discontinue IMP.
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Has been changed to:

8a. At Week 28 and all following visits up to Week 48, subjects on continuous treatment for at
least 12 weeks with a persistent IGA score >3 over at least a 4-week period are defined as
nonresponders and should discontinue IMP.

Change #14
Section 7.2 Treatments to be administered, from 4" paragraph to end:

The dosing scheme is depicted in Table 7-1.
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Has been changed to:

The dosing scheme for Baseline through Week 44 is depicted in Table 7-1. The dosing scheme
from Week 48 through Week 140 is depicted in Table 7-2.
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During the OLE Period, IMP administration on weeks with no scheduled clinic visit should
primarily be performed by subjects at home. Self-injection training will be provided to the
subject/caregiver by qualified site personnel at Week 40 and Week 44. At Week 48 and
subsequent clinic visits, the subject/caregiver will perform self-administration under the
supervision of the site staff to ensure that study medication is being properly and safely
injected.

Once subjects/caregivers as determined by the Investigator (or designee) have been trained,
the study medication may be administered at home. The subject will receive the required
number of syringes for injections at each visit needed to perform the Q4W or Q8W
administrations at home. Subjects who are unable to or decide not to self-inject.IMP or
those without a family member/friend/caregiver who can help, will not be discontinued, but
may continue to visit the site for unscheduled visits for IMP administration-only.

If administered at home, the subject/caregiver will document the daté,”bodylocation, kit
number and time point of administration of study medication.

All used syringes will be disposed of by subjects/caregivers as detérmined by the
Investigator in an acceptable disposal (sharps) container directly aftér the administration.
The subjects/caregivers return the documentation together-with-any used/unused
containers at the next scheduled clinic visit.

Change # 15
Section 7.5 Handling and storage requirements:
The following text has been added:

In addition, the Investigator {or designee) willinstruct the subject on how to handle the
IMP during transport, and how to store the IMP following the instruction guide. Cooler
bags with freezer packs will be provided-to the subjects. Specific attention will be put on
the transport from site to home using cold bags, and the subject will be instructed to put
the IMP as quickly as possible’into-his/her refrigerator. In case of broken refrigerator, or
broken or lost syringes, the subject'will inform the site immediately and new IMP will be
supplied. All efforts should be.made to follow the treatment scheme as per protocol.

Change #16
Section 7.7 Procedures for monitoring subject compliance:

Investigational medicinal product will be administered in the clinic and compliance will be
determined at the visit by study personnel. Drug accountability must be recorded on the Drug
Accountability, Form.

Has been changed to:

InvestigationalDuring the double-blind Treatment Period (up to Week 44), investigational
medicinal product will be administered in the clinic and compliance will be determined at the
visit by study personnel. Drug accountability must be recorded on the Drug Accountability
Form.

After Week 48, self-injection at home will be possible at the following weeks: Weeks 60, 68,
76, 80, 88, 92, 100, 104, 112, 116, 124, 128, 136, and 140. Dates, body locations, kit numbers
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and time of self-injection will be captured using a home administration form. All used
syringes will be disposed of by subjects/caregivers as determined by the Investigator in an
acceptable disposal (sharps) container directly after the administration. The
subjects/caregivers return the documentation together with any used/unused containers at
the next scheduled clinic visit.

Completed home administration forms should be reviewed by the Investigator with the
subject. If a subject is noncompliant with the study procedures or medications that may
present a risk to the safety of the subject in the opinion of the Investigator, then thesubject
should be withdrawn as described in Section 6.4.

Change #17
Section 7.8.1.1 Topical medications, 2"? paragraph:

Mild and low potency topical steroids will be permitted for use limited tothe facesaxilla, and/or
genitalia, as needed. These topical medications should not be used within-approximately 24
hours prior to study visits requiring IGA and PASI measures.

Has been changed to:

MildIn the double-blind Treatment Period, mild’and low potency topical steroids will be
permitted for use limited to the face, axilla, and/or genitalia, as needed. These topical
medications should not be used within approximately(24*hours prior to study visits requiring
IGA and PASI measures.

In the OLE Period, the medications listed as permitted for the double-blind Treatment
Period will be allowed. In addition;topical steroids-and vitamin D analog ointment will be
permitted for use, as needed:

Change #18
Section 7.9 Blinding, first paragraph, 3"“paragraph, and last paragraph:

Due to differences in presentation between the bimekizumab and secukinumab, special
precautions will be taken-to-ensure study blinding and study sites will have blinded and
unblinded personnel.

During the study(the Sponsor will provide blinded and unblinded site monitors for the purposes
of verifying safety, efficacy, and drug administration and documentation records. Unblinded
study site personnelneed to be available in order to resolve queries. Study monitors and study
site personnel, blinded to treatment assignment, will not discuss or have access to any drug
related. information.

Has'been changed to:

Due to differences in presentation between the bimekizumab and secukinumab, special
precautions will be taken to ensure study blinding during the double-blind Treatment Period
and study sites will have blinded and unblinded personnel.

During the double-blind Treatment Period of the study, the Sponsor will provide blinded and
unblinded site monitors for the purposes of verifying safety, efficacy, and drug administration
and documentation records. Unblinded study site personnel need to be available in order to
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resolve queries. Study monitors and study site personnel, blinded to treatment assignment, will
not discuss or have access to any drug related information.

For subjects participating in the OLE Period, there will be no blinding and the blinding
procedures described above will no longer apply.

Change #19

Section 7.10 Randomization and numbering of subjects, last paragraph:
Subject numbers and kit numbers will be tracked via the IRT.

Has been changed to:

In the OLE Period, subjects:

e  Who received bimekizumab 320mg Q4W and achieved PASI90 at Week 48-of the
double-blind Treatment Period will be randomized 1:1 to receive ‘bimekizumab 320mg
Q4W or bimekizumab 320mg Q8W.

e  Who received bimekizumab 320mg Q4W and who did not’achieve PASI90 at Week 48
of the double-blind Treatment Period will receive bimekizumab 320mg Q4W.

e  Who received bimekizumab 320mg Q8W.and who did not achieve PASI90 at Week 48
of the double-blind Treatment Period will-receivé bimekizumab 320mg Q4W.

e  Who received bimekizumab 320mg Q8W and who achieved PASI90 at Week 48 of the
double-blind Treatment Period will receive bimekizanmab 320mg Q8W.

e Who received secukinumab and-who.did not achieve PASI90 at Week 48 of the double-
blind Treatment Period will réceive bimekizumab 320mg Q4W.

e  Who received secukinumab and’'who achiéved PASI90 at Week 48 of the double-blind
Treatment Period will be randomized1:1 to receive bimekizumab 320mg Q4W or
bimekizumab 320mg Q8W,

At Week 96, for subjectsareceiving bimekizumab 320mg Q4W, if PASI90 is achieved, the
subject’s dosing intervalwill change from 320mg Q4W to 320mg Q8W (default), unless,
based on medical judgment;the Investigator decides differently.

Subject numbersiand kit-niumbers will be tracked via the IRT during the double-blind
Treatment Period and.the OLE Period.

Change #20
Section’8 Study procedures by visit:

Table 5-1 (Schedule of study assessments) provides a general overview of study assessments. A
list of procedures to be completed at each visit is described below.

e Visit windows of £3 days on either side of the scheduled dosing are permitted up to and
including Week 24; however, the Investigator should try to keep the subjects on the original
dosing schedule. From the Week 28 Visit through the Week 48/PEOT Visit, visit windows of
+7 days on either side of the scheduled dosing are permitted; however, the Investigator
should try to keep the subjects on the original dosing schedule. The visit window is relative
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to Baseline and applicable for all subsequent visits. Changes to the dosing schedule outside
the visit window must be discussed with the Medical Monitor.

e The dosing window from Baseline through Week 4 is +2 days relative to the scheduled
dosing visit. From Week 8 through Week 24, the dosing window is =3 days relative to the
scheduled dosing visit. From Week 28 through the end of the study the dosing window is £7
days relative to the scheduled dosing visit.

Has been changed to:

Table 5-1(Sechedule-of study-assessments)previdesand Table 5-2 provide a general.overview
of study assessments during the double-blind Treatment Period and the OLE Period,

respectively. A list of procedures to be completed at each visit is described below!

e Visit windows of £3 days on either side of the scheduled dosing are permitted up to-and
including Week 24; however, the Investigator should try to keep the stibjects.on the original
dosing schedule. From the Week 28 Visit through the Week 48/PEOQF72 Visit, visit
windows of £7 days on either side of the scheduled dosing are petmitted;however, the
Investigator should try to keep the subjects on the original dosing schedule. From the Week
76 Visit through the Week 144/PEOT Visit, visit windews of £14,days on either side of
the scheduled dosing are permitted; however, the Inyestigator should try to keep the
subjects on the original dosing schedule. The visit window is'telative to Baseline and
applicable for all subsequent visits. Changes to the dosing schedule outside the visit window
must be discussed with the Medical.-Monitor.

e The dosing window from Baselifie through-Week 4.is =2 days relative to the scheduled
dosing visit. From Week 8 through Week 24, the dosing window is +3 days relative to the
scheduled dosing visit. From Week28 through the end-efthrough the studyWeek 72 Visit,
the dosing window is £7 days relative to the-scheduled dosing visit. From Week 76 Visit
through the Week 144/PEOT, the dosing window is +£14 days relative to the scheduled
dosing visit.

Change #21

The following sections-have been added:

Section 8.3 OLE Period

Section 8.3.1 Week-48 Visit (7 days relative to Baseline)

The following procédures/assessments will be performed/recorded after completion of
assessments listed for Week 48 (Section 8.2.13) and prior to administration of IMP:

e ~Sign a separate ICF for the OLE Period

¢~ Inclusion/exclusion: Confirm that subject completed the double-blind Treatment Period
without meeting any withdrawal criteria and has been compliant with the ongoing
clinical study requirements

e Upon confirmation of subject’s eligibility, randomization will occur

e (Contact IRT
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After completion of the above-mentioned procedures, IMP administration will occur,
preferably by self-injection under supervision of the site personnel.

Section 8.3.2 Week 52 Visit (+7 days relative to Baseline)

The following procedures/assessments will be performed/recorded prior to administration
of IMP:

e Vital signs (sitting systolic and diastolic BP, pulse rate, and body temperature) should
be obtained prior to blood sampling

e Collection of blood and urine samples for the following tests should be obtained prior to
dosing:

— Hematology and biochemistry
— Urine pregnancy test

e PASI

e Percentage of BSA

o IGA
e PHQ-9
e ¢eC-SSRS

e (Concomitant medication
e AEs
e (Contact IRT

After completion of the above-méntioned procedures, administration of IMP will occur for
subjects on bimekizumab 320mg'Q4W dosing only, preferably by self-injection under
supervision of the site personnel.

Section 8.3.3 Week 56 Visit (£7 days relative to Baseline)

The following procedures/assessments will be performed/recorded prior to administration
of IMP:

e Vital signs (sitting systolic and diastolic BP, pulse rate, and body temperature) should
be obtained prior to blood sampling

e Collection/of blood and urine samples for the following tests should be obtained prior to
dosing;

— Hematology and biochemistry
— Urine pregnancy test

e Tuberculosis questionnaire

e PASI

e Percentage of BSA
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e IGA

e Patient symptoms (itch, pain, and scaling)
e PHQ-9

e ¢eC-SSRS

e Concomitant medication

e AEs

e Contact IRT

After completion of the above-mentioned procedures, administration of IMP will occur,
preferably by self-injection under supervision of the site personnel.

Distribution of IMP and accountability activities for home administration te bé-performed
as described in Section 7.2, Section 7.5, and Section 7.7.

Section 8.3.4 Self-injection at home (Weeks 60, 68, 76, 80,88, 92,,100, 104, 112,
116, 124, 128, 136 and 140)

Subjects receiving bimekizumab 320mg Q4W will be given the opportunity for self-
injection of bimekizumab at home on the following weeks: Wee€ks 60, 68, 76, 80, 88, 92, 100,
104, 112, 116, 124, 128, 136 and 140.

Subjects receiving bimekizumab 320mg.Q8W will*be given the opportunity for self-
injection of bimekizumab at home-on the following weeks: Weeks 80, 88, 104, 112, 128, and
136.

e Adverse events will be captured spontaneously if the subject decides to visit the site to
receive the bimekizumab administration.

e All used syringes will be disposed of by subjects/caregivers as determined by the
Investigator in an acceptable disposal (sharps) container directly after the
administration. The Subjects/caregivers return the documentation together with any
used/unused containers at-the next scheduled clinic visit.

Section 8.3.5 Week 64, Week 84, Week 108, Week 132 Visits (¥14 days relative to
Baseline)

The following procedures/assessments will be performed/recorded prior to administration
of IMP:

e Physicaleexam including evaluation of signs and symptoms of active TB and risk for
exposure to TB

e Vital signs (sitting systolic and diastolic BP, pulse rate, and body temperature) should
be obtained prior to blood sampling

e Collection of blood and urine samples for the following tests should be obtained prior to
dosing:

— Hematology and biochemistry

— Urinalysis
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— Urine pregnancy test

e Tuberculosis questionnaire

e PASI

e Percentage of BSA

e IGA

e Patient symptoms (itch, pain, and scaling)
e PHQ-9

e ¢C-SSRS

e Concomitant medication

e AEs

e Contact IRT

After completion of the above-mentioned procedures, administration.of IMP will occur

e at each of these visits for subjects on bimekizumab 320mg Q4W dosing, preferably by
self-injection under supervision of the site personnel

e at Week 64 for subjects on bimekizumab 320mg'Q8W dosing, preferably by self-
injection under supervision of the'site personnel

Distribution of IMP and accountability activities for home administration to be performed
as described in Section 7.2, Section 7.5,7and Section 7.7.

Section 8.3.6 Week 72 and Week- 120 Visits (14 days relative to Baseline)

The following procedures/assessments will be performed/recorded prior to administration
of IMP:

e Physical exam including evaluation of signs and symptoms of active TB and risk for
exposure to TB

e Vital signs (sitting systolic and diastolic BP, pulse rate, and body temperature) should
be obtained prior te-blood sampling

e Collection of bloed and urine samples for the following tests should be obtained prior to
dosing:

+ ~Hematology and biochemistry
— Urinalysis
— Urine pregnancy test
— Bimekizumab plasma concentrations
— Anti-bimekizumab antibodies
e Tuberculosis questionnaire

e PASI
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Percentage of BSA

IGA

DLOQI

Patient symptoms (itch, pain, and scaling)

PHQ-9

scalp IGA for subjects with scalp involvement at Baseline
mNAPSI for subjects with nail involvement at Baseline
pp-1GA for subjects with palmoplantar involvement at Baseline
EQ-5D-3L

eC-SSRS

Concomitant medication

AEs

Contact IRT

After completion of the above-mentioned procedures, administration of IMP will occur,
preferably by self-injection under supervision of the site personnel

Distribution of IMP and accountability activitiesfor home administration to be
performed as described in Section 7.2, Section 7.5, and Section 7.7.

Section 8.3.7 Week 96 Visit (¥14 days relative to Baseline)

The following procedures/assessments will be performed/recorded prior to administration
of IMP:

Physical exam including-evaluation’of signs and symptoms of active TB and risk for
exposure to TB

Body weight

Vital signs (sitting systolic and diastolic BP, pulse rate, and body temperature) should
be obtaineéd prior-te.blood sampling

Collection of blood and urine samples for the following tests should be obtained prior to
dosing:

- Hematology and biochemistry

— Urinalysis

— Urine pregnancy test

— IGRA tuberculosis test

— Bimekizumab plasma concentrations

— Anti-bimekizumab antibodies
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e Record 12-lead ECG

e Tuberculosis questionnaire

e PASI

e Percentage of BSA
e IGA

e DLOQI

e Patient symptoms (itch, pain, and scaling)

e PHQ-9

e scalp IGA for subjects with scalp involvement at Baseline
e mNAPSI for subjects with nail involvement at Baseline

e pp-IGA for subjects with palmoplantar involvement at Baseline
e PASE

e PGADA (only for subjects with PsA)

e WPAI-SHP V2.0

e EQ-5D-3L

e eC-SSRS

e Concomitant medication

e AEs

e Contact IRT

At week 96, after completion ‘of thelabove-mentioned procedures, administration of IMP
will occur, preferably by‘self-injection under supervision of the site personnel

Distribution of IMP.and accountability activities for home administration to be performed
as described in Section 7.2, Section 7.5, and Section 7.7.

Section 8.3.8 Week.144 Visit (14 days relative to Baseline)

The following procédures/assessments will be performed/recorded prior to administration
of IMP:

e _Physical exam including evaluation of signs and symptoms of active TB and risk for
exposure to TB

e Body weight

e Vital signs (sitting systolic and diastolic BP, pulse rate, and body temperature) should
be obtained prior to blood sampling

e C(Collection of blood and urine samples for the following tests should be obtained prior to
dosing:
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— Hematology and biochemistry
— Urinalysis
— Urine pregnancy test
— IGRA tuberculosis test
— Bimekizumab plasma concentrations
— Anti-bimekizumab antibodies
e Record 12-lead ECG
e Tuberculosis questionnaire
e PASI
e Percentage of BSA
e IGA
e DLOQI
e Patient symptoms (itch, pain, and scaling)
e PHQ-9
e scalp IGA for subjects with scalp involvement-at Baseline
e mNAPSI for subjects with nail'involvement at Baseline
e pp-IGA for subjects with palmoplantar involvement at Baseline
e PASE
e PGADA (only for subjects with PsA)
e WPAI-SHP V2.0
e EQ-5D-3L
e ¢eC-SSRS
e Concomitant.medication
e AEs
e Contact IRT

Return of EIMP and accountability activities for home administration to be performed as
described in Section 7.2, Section 7.5, and Section 7.7.
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Change #21
Section 8.4 Premature End of Treatment Visit:
The following bullet has been added:

— If the subject will be withdrawn from IMP prior to the Week 144 visit of the OLE
Period, the subject will undergo the same assessments as the Week 144 visit (see
Section 8.3.8), and will enter the SFU Period.

Change #22

Section 8.5 Safety Follow-Up Visit (20 weeks after final dose, =7 days)
— Bimekizumab/ secukinumab plasma concentrations

Has been changed to:

— Bimekizumab# (secukinumab for subjects not entering the OLE-Period) plasma
concentrations

Change #23
Section 8.6 Unscheduled visit, 2" paragraph:

If an Unscheduled Visit is conducted due to safety or efficacy reasons, an eC-SSRS assessment
will be performed with the subject during thewvisit. If an Unscheduled Visit is conducted for
reasons other than safety or efficacy concerns (egs repeated collection of a laboratory specimen
due to collection or analysis issues),.dn eC-SSRSwill not.be required at these visits.

Has been changed to:

If an Unscheduled Visit is conducted due-to saféty or efficacy reasons, an eC-SSRS assessment
will be performed with the subject during the visit. If an Unscheduled Visit is conducted for
reasons other than safety or efficacy concerns (eg, repeated collection of a laboratory specimen
due to collection or analysis issues, injéction for subjects not making use of home self-
injections), an eC-SSRS willnot b€ tequired at these visits.

Change #24

Section 12.2 Laboratory measurements, Table 12-2

Table 18-6:.‘Laboratory measurements

Hematology Chemistry Urinalysis dipstick®

Basophils Calcium pH

Eosinophils Chloride Albumin (protein)

Lymphocytes Magnesium Glucose

Monocytes Potassium Blood

Neutrophils Sodium Leukocyte esterase

Hematocrit Glucose Nitrite

Hemoglobin BUN Urine dipstick for pregnancy testing®
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Table 18-6: Laboratory measurements

Hematology Chemistry Urinalysis dipstick®
MCH Creatinine
MCHC ALP
MCV AST
Platelet count ALT
RBC count GGT
WBC count Total bilirubin
LDH
CRP
Lipid panel
NT-proBNP

Serum pregnancy testing®

ALP=alkaline phosphatase; ALT=alanine aminotransferas¢; AST=aspartate aminotransferase; BUN=blood urea

nitrogen; CRP=C-reactive protein; GGT=gamma glutamyltransferase; LDH=lactate dehydrogenase;

MCH=mean corpuscular hemoglobin; MCHC=mean corpuscular hemoglobin concentration; MCV=mean
corpuscular volume; NT-proBNP=N-terminal pro B-type natriuretic peptide; RBC=red blood cell; WBC=white

blood cell

* A urine microscopic examination will be performed if the‘tesult-for-albumin (protein), leukocyte esterase, blood
or nitrite is abnormal. A urine microscopieseXamination will include: WBC, RBC, epithelial cells (squamous,
transitional and renal tubular), hyaline casts, WBCjcasts, RBC casts, waxy casts, granular casts, calcium oxalate
crystals, uric acid crystals, triphosphate’crystals,wyeast, bacteria, amorphous urates, and amorphous phosphates.

b Pregnancy testing will consist of serum testing at the Screening. Urine pregnancy testing will be performed at

all other visits.

Has been changed to:
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Table 18-7: Laboratory measurements

Hematology Chemistry Urinalysis dipstick®
Basophils Calcium pH
Eosinophils Chloride Albumin (protein)
Lymphocytes Magnesium Glucose
Monocytes Potassium Blood
Neutrophils Sodium Leukocyte esterase
Hematocrit Glucose Nitrite
Hemoglobin BUN Urine dipstick for pregnancy testing®
MCH Creatinine Urine drug screen
MCHC ALP
MCV AST
Platelet count ALT
RBC count GGT
WBC count Total bilirubin

LDH

CRP?

Lipid/panel

NT-proBNP®

Serum’pregnancy testing®

ALP=alkaline phosphatase; ALT=alanine aminotransferase; AST=aspartate aminotransferase; BUN=blood urea
nitrogen; CRP=C-reactive protein;GGT=gamma glutamyltransferase; LDH=lactate dehydrogenase;
MCH=mean corpuscular hemoglobin; MCHC=mean corpuscular hemoglobin concentration; MCV=mean
corpuscular volume; NT-proBNP=N-terminal pro B-type natriuretic peptide; RBC=red blood cell; WBC=white

blood cell

* A urine microscopic examination will be performed if the result for albumin (protein), leukocyte esterase, blood
or nitrite is abnormaly A urine microscopic examination will include: WBC, RBC, epithelial cells (squamous,
transitional and renal tubular), hyaline casts, WBC casts, RBC casts, waxy casts, granular casts, calcium oxalate
crystals, uric.acid crystals;-triphosphate crystals, yeast, bacteria, amorphous urates, and amorphous phosphates.

b Assessments.of NT-proBNP and CRP will not be performed during the OLE Period.

¢ PregnarCy. testing, will consist of serum testing at the Screening. Urine pregnancy testing will be performed at

all other visits,

Change #25

Section 12.2.1 Evaluation of PDILI, Table 12-3:
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Change #26
Section 12.2.1.2.1 IMP restart/rechallenge:
Rechallenge with IMP can occur only if ALL of the following requirements are met:

e The results of additional testing and monitoring described in Section 12.2.1.3 and
Section 12.2.1.1 confirm a nondrug-related cause for the abnormal hepatic laboratory
parameters and any associated symptoms (ie, a subsequent alternative diagnosis fully
explains the hepatic findings).

e The subject has shown clear therapeutic benefit from the IMP.

e Subject’s ALT or AST elevations do not exceed >5xULN.

e Subject’s total bilirubin is <2xULN.

e Subject has no signs or symptoms of hypersensitivity or hepatitis.

e The rechallenge is approved by the UCB responsible physician, DMC, and-a hepatologist.
e Subject agrees to the Investigator-recommended monitoring, plan.

Has been changed to:

Subjects who are immediately discontinued from IMP-due to-having met certain criteria
for PDILI (as described in Section 6.4.1-and"Tahle 12-3),-but for whom an alternative
diagnosis is confirmed, ie, drug-induced.liver injury is-excluded, can rarely restart IMP.

Rechallenge with IMP can occur only1f ALL ‘of the following requirements are met at the time
of the rechallenge:

e The results of additional testing and-monitoring described in Section 12.2.1.3 and
Section 12.2.1.4 confirm a nondrug-related cause for the abnormal hepatic laboratory
parameters and any associatedsymptoms (ie, a subsequent alternative diagnosis fully
explains the hepatic findings).

e The subject has shown,clear therapeutic benefit from the IMP.

e Subject’s ALT of AST elevations do not exceed >5SxULN.

e Subject’s total bilirubin is <2xULN.

e Subjecthas no signs or symptoms of hypersensitivity or hepatitis.

e TheDuring the double-blind Treatment Period, the rechallenge is approved by the UCB
responsible physician, DMC, and a hepatologist.

¢ During the OLE Period, the rechallenge is approved by the UCB responsible physician.
e Subject agrees to the Investigator-recommended monitoring plan.

Change #27

Section 12.4.4 Data Monitoring and Adjudication Committees

The DMC membership includes experienced clinicians and a statistician, all of whom have
expertise in clinical trials. Cardiovascular and Neuropsychiatric Adjudication Committees will
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also periodically review data from this trial. Both Data Monitoring and Adjudication Committee
members may not participate in the study as principal or co-Investigators, or as study subject
care physicians. The duration of membership for the committees will be inclusive of planned
analyses for PS0015. Detailed role, scope, responsibilities, and complete procedures, as well as
the identity of members, are described in the separate committee charters.

Has been changed to:

The DMC membership includes experienced clinicians and a statistician, all of whom have
expertise in clinical trials. Cardiovascular and Neuropsychiatric Adjudication Committees-will
also periodically review data from this trial. Both Data Monitoring and Adjudication\Committee
members may not participate in the study as principal or co-Investigators, or as study subject
care physicians. The duration of membership for the committees will be inclusive of planned
analysesdata through the last subject completing the Week 48 Visit for’ PS0015, Detailed
role, scope, responsibilities, and complete procedures, as well as the identity of meémbers, are
described in the separate committee charters.

Change #28
Section 14.1 Definition of analysis sets:
The following text has been added:

The Open-label Set (OLS) will consist of all subjects)that receive at least 1 dose of IMP at
Week 48 or later in the OLE Period (including the Week'48 dose).

Change #29

Section 14.2 General statistical\considerations, séeond and fifth paragraphs and title of
figure 14-1:

The statistical analysis of the primaty €fficacy-variable and secondary efficacy variables will
account for multiplicity and contrel the familywise Type I error rate at a 2-sided alpha level of
0.05 by using a fixed sequeneedesting procedure.

The hypotheses associated with the subsequent tests are for secondary efficacy endpoints and are
based on testing for superiority relative to secukinumab. Figure 14-1 presents the details on this
procedure.
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Figure 14 1: Hypotheses testing of secondary efficacy endpoints

Bimekizumab 320 mg Test
a =0.05 . OQ
PASI100 response at Week 16 N
non-inferiority versus secukinumab . ,\/(b
N\
PASI100 response at Week 16 O&
superiority versus secukinumab \s§§\
PASI75 response at Week 4 ‘ c‘)\
superiority versus secukinumab ,\Q) \Q

VAN
PASI100 response at Week 487, 4
superiority versus secukinu&‘ab . X
AN L}
PASI100 response at 48 -\
BKZ Q4W superiority versus Secukinumab
Q9 0

A F-El—E

PASI ponse’at 48
BKZ Q8W riority wersus Secukinumab
O d N

BKZ=bimekizumab; PASI=Psoriasis Area Seye Indegﬁw = %4 weeks; Q8W=every 8 weeks

Note: Tests for H;, H, Hs, and Hy are ba 1 subjects initi andomized to bimekizumab compared to
secukinumab. For Hs and He, testing i d o t@subjec -randomized at Week 16 to bimekizumab 320mg
Q4W, and bimekizumab 320mg QQ R spege , CO to secukinumab.

Has been changed to: %) \@

The statistical analysis of the priﬁs}y efl 1&y variable and selected secondary efficacy variables

will account for multiplicit con e familywise Type I error rate at a 2-sided alpha level

of 0.05 by using a fixed sequenc tésting procedure.

The hypotheses associ@e wi subsequent tests are for selected secondary efficacy

endpoints and are on testing for superiority relative to secukinumab. Figure 14-1 presents

the details on thi§ procedure.
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Figure14-1:—HypothesesHypothesis testing-of secondary-efficacy-endpoints

Bimekizumab 320 mg Test

a
Il
=
o
o

PASI100 response at Week 16
non-inferiority versus secukinumab

PASI100 response at Week 16
superiority versus secukinumab

PASI7S response at Week 4
superiority versus secukinumab

PASI100 response at Week 4§
superiority versus secukinumab

PASI100 response at Wéek 48
BKZ Q4W superiority versus Secukinumab

6B

PASI100 nesponse’at Week 48
BKZ Q8W sluperiority'wersus Secukinumab

BKZ=bimekizumab; PASI=Psoriasis Area Severity Index; Q4W=every 4 weeks; Q8W=every 8 weeks

Note: Tests for Hi, Hz, Hs, and Hy are based.on‘all subjects initially randomized to bimekizumab compared to
secukinumab. For Hs and Hs, testing is based on thejsubjects.re-randomized at Week 16 to bimekizumab 320mg
Q4W, and bimekizumab 320mg Q8W, réspectively, compared to secukinumab.

Change #30

Section 14.3.2.2 Analysis of the other efficacy variables, third paragraph through end of
section:

In general, data will be sammarized by visit through Week 48. All summaries of data up to Week
16 will be based on thé RS for.the2 randomized treatment groups (bimekizumab and
secukinumab). Foryyisits afte Week 16, by-visit summaries will be prepared for the following 3
groups of subjects:

4. Subjects in'the MS'summarized by the 3 maintenance treatment groups (bimekizumab
320mg Q4 W, bimekizumab 320mg Q8W, and secukinumab). Note that while the MS is
primarily defined for the evaluation of data after Week 16, these summary tables will include
data at all.visits (Baseline to Week 48) to provide a comprehensive summary of subjects by
maintenance treatment group for the MS.

5. A subset of Group 1 above. Specifically, this will include only those subjects who are
responders at Week 16 for the variable being summarized. This will provide an assessment of
how efficacy is maintained among Week 16 responders.

6. Subjects in the RS summarized by the 2 randomized treatment groups (bimekizumab and
secukinumab). Data from Baseline to Week 48 will be included in these tables. This provides
an intent-to-treat analysis among all randomized subjects in the study through Week 48.
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All efficacy variables will be summarized in the manner described for Group 1 above.
Summaries for Groups 2 and 3 will be done only for a subset of efficacy variables, namely,
PASI75/90/100, IGA Clear or Almost Clear, Scalp IGA Clear or Almost Clear, pp-IGA Clear or
Almost Clear, mNAPSI75/90/100, and DLQI 0/1. Further details on these analyses will be
provided in the SAP.

Has been changed to:

In general, data will be summarized by visit through Week 48 in the double-blind Treatment
Period and then by visit in the OLE Period separately. All summaries of data up to Week 16
will be based on the RS for the 2 randomized treatment groups (bimekizumab and secukinumab).
For visits after Week 16 in the double-blind Treatment Period, by-visit summaries will*be
prepared for the following 3 groups of subjects:

7. Subjects in the MS summarized by the 3 maintenance treatment groups‘(bimekizuumab
320mg Q4W, bimekizumab 320mg Q8W, and secukinumab). Note.that while the MS is
primarily defined for the evaluation of data after Week 16, these summary-tables will include
data at all visits (Baseline to Week 48) to provide a comprehensive summary of subjects by
maintenance treatment group for the MS.

8. A subset of Group 1 above. Specifically, this Will include only those subjects who are
responders at Week 16 for the variable being summarized. This-will provide an assessment of
how efficacy is maintained among Week\16 responders.

9. Subjects in the RS summarized by the-2'randomized treatment groups (bimekizumab and
secukinumab). Data from Baseline'to' Week-48 will be included in these tables. This provides
an intent-to-treat analysis among'all randomized suibjects in the study through Week 48.

All efficacy variables in the double-blind Treatment Period will be summarized in the manner
described for Group 1 and 3 above,-Summaries for Groups 2-and-3 will be done only for a
subset of efficacy variables, namely, PASI7Z5/90/100, IGA Clear or Almost Clear, Scalp IGA
Clear or Almost Clear, pp-IGAClear or-Almost Clear, mNAPSI75/90/100, and DLQI 0/1.

In the OLE treatment peériod, efficacy variables of interest generally will be summarized
descriptively by the combined.treatment regimen in the double-blind treatment period and
re-randomized treatment in'the OLE,

In general, efficacy variables will be summarized using descriptive statistics by treatment
group and scheduled visit during the OLE Period based on Baseline at beginning of the
study unless otherwise specified.

Further details‘on thesethe above analyses including analysis in the OLE Period will be
provided in-the SAP.

Change #31
Section 14.4 Subgroup analyses:

Subgroup analyses will be performed on the primary and secondary efficacy variables that are
part of the fixed sequence testing procedure described in Section 14.2. The following variables
for subgroup analyses will be defined: age, gender, disease duration, region, weight, body mass
index, prior systemic chemotherapy or phototherapy, prior biologic exposure, prior systemic
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therapy of any kind, Baseline disease severity, and antibody positivity. These summaries will be
based on imputed data (NRI) and will include descriptive statistics only.

Has been changed to:

Subgroup analyses will be performed on the primary and secondary efficacy variables that are
part of the fixed sequence testing procedure described in Section 14.2. The following variables
for subgroup analyses will be defined: age, gender, disease duration, region, weight, body mass
index, prior systemic chemotherapy or phototherapy, prior biologic exposure, prior primary
failure to biologics, prior systemic therapy of any kind, Baseline disease severity, and-antibody
positivity. These summaries will be based on imputed data (NRI) and will include deseriptive
statistics only.

Change #32
Section 14.5.1 Safety analyses, first paragraph:

Safety variables will be analyzed for all subjects in the SS. This will ificlude all,subjects who
took at least one dose of study medication. Adverse events will be.€eded aceording to the
Medical Dictionary for Regulatory Activities. Adverse events will'be samnmarized descriptively
by treatment group, primary system organ class, High\Level.Term (HLT), and PT. Additional
tables will summarize AEs by intensity and relationship.to' IMP, AEs'leading to withdrawal from
the study, SAEs, and deaths. Safety topics of‘interest will be surhmarized and will be described
in greater detail in the SAP.

Has been changed to:

Safety variables will be analyzed forall subjects in the-SS. This will include all subjects who
took at least one dose of studydnedication."Selected-analyses will also be presented for MS
and OLS. Adverse events will be coded-according to the Medical Dictionary for Regulatory
Activities. Adverse events will be summarized descriptively by treatment group, primary system
organ class, High Level Term (HINT), and PT. Additional tables will summarize AEs by intensity
and relationship to IMP, AEs-léadingfo.withdrawal from the study, SAEs, and deaths. Safety
topics of interest will be summarized/and will be described in greater detail in the SAP.

Change #33
Section 14.8 Planned interim analysis:

After the finak Week 48.Visit, an interim analysis will be performed based on all data available at
that time. Further details related to this interim analysis will be outlined in the SAP. A final
analysisiand final clinical study report will be prepared once all data (through the SFU Visit)
have-been colleeted.

Has been changed to:

After the final Week 48 Visit, anAn interim analysis will be performed based on all data
availableis planned at that time. FurtherWecek 48, details related to this interim analysisof
which will be eutlineddocumented in the SAP. Additional interim analyses may be
performed (details of which will be documented in the SAP). Corresponding interim
Clinical Study Reports (CSRs) may be written. A final analysis and updated final elinieal
study-reportCSR will be prepared once all data (through the SFU Visitvisit and including the
OLE Period) have been collected.
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18.4 Protocol Amendment 3

This was a global amendment. The changes are detailed below in Amendment 3.1.
18.5 Protocol Amendment 3.1

Rationale for the amendment

The protocol has been amended for the following reasons:

e Moved subject self-injection training into the start of the OLE Period at Week 48.

e Added the description of the Patient Global Assessment of PSO, which was inadvertently
deleted in global Protocol Amendment #2, back into Section 9.

e Updated the name and contact information of the Clinical Trial Biostatistieian.
Global changes:

Minor spelling, editorial, and formatting changes were made throughout the document.
Specific changes:

Change #1

Clinical Trial Biostatistician

Name: ]
Address: UCB Biosciences
8010 Arco Corporate\DrivesRaleigh, NE27617, USA
Phone: I
Fax: —

Has been changed to:

Name: [
Address: UEB
208 Bath Road, Slough, SL1 3WE, UK
Phone: ]
Fax: I
Change #2

Table 5-2: Schedule of study assessments, OLE Period
Table Footnote “n”

n From Week 48 through Week 72, the dosing window is +7 days relative to the scheduled
dosing visit. From Week 76 through the Week 144/PEOT visit, the dosing window is =14
days relative to the scheduled dosing visit.

Has been changed to:
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n From Week 48 through Week 72, the dosing window is £7 days relative to the scheduled
dosing visit. From Week 76 through the Week 140 Visit, the dosing window is +14 days
relative to the scheduled dosing visit.

Change #3
Section 7.2  Treatments to be administered, paragraph S

During the OLE Period, IMP administration on weeks with no scheduled clinic visit should
primarily be performed by subjects at home. Self-injection training will be provided to the
subject/caregiver by qualified site personnel at Week 40 and Week 44. At Week 48 and
subsequent clinic visits, the subject/caregiver will perform self-administration under. the
supervision of the site staff to ensure that study medication is being properly and safely injected.

Has been changed to:

During the OLE Period, IMP administration on weeks with no scheduled‘¢linic wisit should
primarily be performed by subjects at home. Self-injection training will be provided to the
subject/caregiver by qualified site personnel at Week40-and-Weelk44 Week 48. Additional
training may be provided by site staff at subsequent clinic visits as needed. At Week 48 and
subsequent clinic visits, the subject/caregiver will petform self-administration under the
supervision of the site staff to ensure that study,medication ds beingproperly and safely injected.

Change #4
Section 7.5 Handling and storage.requiréments;paragraph 6

In addition, the Investigator (or designe€) will-instruct the subject on how to handle the IMP
during transport, and how to store the IMP following, the instruction guide. Cooler bags with
freezer packs will be provided to the subjects. Specific attention will be put on the transport from
site to home using cold bags, and the'subjectwill be instructed to put the IMP as quickly as
possible into his/her refrigerator..In ease of‘broken refrigerator, or broken or lost syringes, the
subject will inform the site immediately-and new IMP will be supplied. All efforts should be
made to follow the treatment.scheme.as per protocol.

Has been changed to:

In addition, the Investigator (or designee) will instruct the subject/caregiver on how to handle
the IMP during ttansport, and how to store the IMP following the instruction guide. Cooler bags
with freezer packs will'be provided to the subjects/caregivers. Specific attention will be put on
the transpott from site'to home using cold bags, and the subject/caregiver will be instructed to
put the IMP as quickly as possible into his/her refrigerator. In case of broken refrigerator, or
broken-or lost'syringes, the subject will inform the site immediately and new IMP will be
supplied. All-efforts should be made to follow the treatment scheme as per protocol.

Change #5
Section 7.8.1.1 Topical medications; paragraph 3

In the OLE Period, the medications listed as permitted for the double-blind Treatment Period
will be allowed. In addition, topical steroids and vitamin D analog ointment will be permitted for
use, as needed.

Has been changed to:
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In the OLE Period, the medications listed as permitted for the double-blind Treatment Period
will be allowed. In addition, any topical steroids and vitamin D analog ointment will be
permitted for use, as needed. These topical medications should not be used within
approximately 24 hours prior to study visits requiring IGA and PASI measures.

Change #6
Section 7.9  Blinding; paragraphs 4-7

During the double-blind Treatment Period of the study, the Sponsor will provide blinded‘and
unblinded site monitors for the purposes of verifying safety, efficacy, and drug administration
and documentation records. Unblinded study site personnel need to be available imerder to
resolve queries. Study monitors and study site personnel, blinded to treatment assignment, 'will
not discuss or have access to any drug related information.

Study sites will be required to have a written blinding plan in place, signed’by the Principal
Investigator, which will detail the site’s steps for ensuring that the double-blind nature of the
study is maintained. Sites will be instructed to keep study subjectsblind to.the IMP as detailed in
the site blinding plan.

Further details are provided in the study manual and site blinding plan.

For subjects participating in the OLE Period,there will‘be'no blinding and the blinding
procedures described above will no longer.apply.

Has been changed to:

During the double-blind Treatment Périod of the study, the Sponsor will provide blinded and
unblinded site monitors for thé\purposes.of verifying safety, efficacy, and drug administration
and documentation records. Unblindéd;study;site personnel need to be available in order to
resolve queries. Study monitors and-studysite personnel, blinded to treatment assignment, will
not discuss or have access to any drug related information. This will continue at least until all
subjects have completed the double¢-blind Treatment Period of the study.

During the double-blind\Treatment Period of the study, the Sponsor will provide blinded and
unblinded site moniters for the-purposes of verifying safety, efficacy, and drug administration
and documentation'‘records.~Unblinded study site personnel need to be available in order to
resolve queries: Study menitors and study site personnel, blinded to treatment assignment, will
not discuss(or-have.aceess to any drug related information.

Study sites will-be required to have a written blinding plan in place, signed by the Principal
Investigator,‘which will detail the site’s steps for ensuring that the double-blind nature of the
study is maintained. Sites will be instructed to keep study subjects blind to the IMP as detailed in
the site blinding plan.

Further details are provided in the study manual and site blinding plan.
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Change #7
Section 8 STUDY PROCEDURES BY VISIT; paragraph 1, second bullet

e The dosing window from Baseline through Week 4 is +2 days relative to the scheduled
dosing visit. From Week 8 through Week 24, the dosing window is +3 days relative to the
scheduled dosing visit. From Week 28 through the Week 72 Visit, the dosing window is
+7 days relative to the scheduled dosing visit. From the Week 76 Visit through the
Week 144/PEOT, the dosing window is +14 days relative to the scheduled dosing visit:

Has been changed to:

e The dosing window from Baseline through Week 4 is +2 days relative to the scheduled
dosing visit. From Week 8 through Week 24, the dosing window is +3 days relative-fo.the
scheduled dosing visit. From Week 28 through the Week 72 Visit, the dosing window is
+7 days relative to the scheduled dosing visit. From the Week 76 Visitthroughithc Week 140
VisitWeek1H44/PEOT, the dosing window is £14 days relative to the.scheduled dosing visit.

Change #8
Section 8.3.1 Week 48 Visit (7 days relative to Baseline); paragraph 1

The following procedures/assessments will be performed/recorded after completion of
assessments listed for Week 48 (Section 8.2.13)-and priorto administration of IMP:

Has been changed to:

The following procedures/assessments\will be-performed/iecorded after completion of
assessments listed for Week 48 of the/double-blind Freatment Period (Section 8.2.13) and
prior to administration of IMP;

And the following paragraph regarding subject self-injection was added:

Self-injection training will be provided to'the subject/caregiver by qualified site personnel
to allow self-injection to be performed at home after Week 48. Additional training may be
provided by site staff at subsequent-clinic visits as needed (see Section 7.2).

Change #9
Section 8.3.5 Week 64, Week 84, Week 108, Week 132 Visits (14 days relative to Baseline)
Has been changed to:

Section 8.3.5 Week-64 (£7 days relative to Baseline), Week 84, Week 108, Week 132 Visits
(14 days relative to Baseline)

Change #10
Section 8.3.6 Week 72 and Week 120 Visits (£14 days relative to Baseline)

Has been changed to:

Section 8.3.6 Week 72 (£7 days relative to Baseline) and Week 120 Visits (=14 days relative
to Baseline)
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Change #11

The following subsection was inadvertently deleted from global Protocol Amendment #2.
The subsection has been added back and subsequent subsections were renumbered.

Section 9.9  Patient Global Assessment of psoriasis

The Patient Global Assessment of PSO is a PSO-specific item in which the patient responds
to the multiple-choice question, “How severe are your psoriasis-related symptoms right
now?” Possible responses to the question are “no symptoms,” “mild symptoms,” “mederate
symptoms,” “severe symptoms,” or “very severe symptoms.”

The Patient Global Assessment of psoriasis will be performed at the visits specified
Table 5-1.

Change #12
Section 15.1 Informed consent
The following sentence was added:

All subjects enrolling in the OLE Period will sign a new ICF,

18.6 Protocol Amendment 4
Rationale for the amendment
The protocol has been amended for.the\following reasens:

e Change the sponsor companyname from' “UCBBiopharma SPRL” to “UCB Biopharma
SRL” since the name of thelegal form of the entity UCB Biopharma has changed into
“société a responsabilité limitée”.abbreviated “SRL”.

e Update the name and contact information for the Study Physician.
e Update withdrawal criterion to be,valid through the entire study, not just up to Week 48.
e Moved the PHQ-9variableArem an other efficacy variable to an other safety variable

e Moved the PHQ-9 description from the assessment of efficacy section to the assessment of
safety section

e C(Clarifyduration/of monitoring for the DMC and the Cardiovascular and Neuropsychiatric
Adjudication Committee.
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Specific changes:

Change #1

Change #1

Sponsor name on the cover page
Sponsor

UCB Biopharma SPRL
Allée de la Recherche 60
1070 Brussels
BELGIUM

Has been changed to:
Sponsor

UCB Biopharma SRL
Allée de la Recherche 60
1070 Brussels
BELGIUM

Change #2

Sponsor name on the title page in thé study contact information

Sponsor

UCB Biopharma SPRL
Allée de la Recherche 60
1070 Brussels BELGIUM
Has been changed(to:
Sponsor

UCB Bigpharma SRL
Allée'de la Recherche 60
1070 Brussels BELGIUM
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Change #3
Study Physician

Name: —

Address: UCB Biosciences

8010 Arco Corporation Drive
Raleigh, NC 27617

USA
Phone: ]
Fax: I
Has been changed to:
Name: e
Address: UCB Biopharma SRL

Chemin du Foriest
B-1420 Braine-1’Alleud

Belgium
Phone: I
Fax: —
Change #4

Section 4.3.1 Other efficacy variables
The following bullet has'been deleted

e Change from Baseline in‘Patient Health Questionnaire-9 (PHQ-9) scores

Change #5
Section4.3.2 Other safety variables
The'following'bullet has been added:

o Change from Baseline in Patient Health Questionnaire-9 (PHQ-9) scores
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Change #6
Section 6.4 Withdrawal criteria

8a. At Week 28 and all following visits up to Week 48, subjects on continuous treatment for at
least 12 weeks with a persistent IGA score >3 over at least a 4-week period are defined as
nonresponders and should discontinue IMP.

Has been changed to:

8b. At Week 28 and all following visits, subjects on continuous treatment for at least 12.weeks
with a persistent IGA score >3 over at least a 4-week period are defined as nonresponders
and should discontinue IMP.

Change #7
Section 9.4  Patient Health Questionnaire-9

This subsection has been moved to Section 12.3.8

Change #8
Section 12.3.8 — Patient Health Questionnaire-9
A new subsection has been added (moved from.Section9.4):

The PHQ-9 is a multipurpose instrument for’screening, diagnosing, monitoring, and
measuring the severity of depression (Kroenke étal, 2001). The PHQ-9 scores for
depression range from 0 to 27, with higher scores indicating worse state. A score of 5 to 9 is
considered to be minimal symptoms.of depression. A score of 10 to 14 is considered minor
depression, dysthymia, or mild-major depression. A score of 15 to 19 is considered to
indicate moderately severe major depression, and a score >20 is considered to be severe
major depression.

The PHQ-9 will be assessed at the visits specified in Table 5-1 and Table 5-2.
Refer Section 6.4 for PHQ-9-related withdrawal criteria.

Change #9
Section 12.4.4.* Data Monitoring and Adjudication Committees

The,\DMC membership includes experienced clinicians and a statistician, all of whom have
expertise in clinical trials. Cardiovascular and Neuropsychiatric Adjudication Committees will
also periodically review data from this trial. Both Data Monitoring and Adjudication Committee
members may not participate in the study as principal or co-Investigators, or as study subject
care physicians. The duration of membership for the committees will be inclusive of data
through the last subject completing the Week 48 Visit for PS0015. Detailed role, scope,
responsibilities, and complete procedures, as well as the identity of members, are described in
the separate committee charters.
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Has been changed to:

The DMC membership includes experienced clinicians and a statistician, all of whom have
expertise in clinical trials. Cardiovascular and Neuropsychiatric Adjudication Committees will
also periodically review data from this trial. Both Data Monitoring and Adjudication Committee
members may not participate in the study as principal or co-Investigators, or as study subject
care physicians. The DMC will monitor the study through the last subject completing the
Week 48 and SFU visit (for subjects not participating in the OLE period). The
Cardiovascular and Neuropsychiatric Adjudication Committees will monitor the study
through the last subject completing the OLE and SFU Periods for PS0015. Detailed role,
scope, responsibilities, and complete procedures, as well as the identity of members;.are
described in the separate committee charters.

18.7 Protocol Amendment 5

This was a global amendment. The changes are detailed below in Amendment 5:1:
18.8 Protocol Amendment 5.1

Rationale for the amendment

Change the dose regimen at Week 64 (or at the néxt scheduled clinic.visit after implementation
of Protocol Amendment #5.1 if the subject has ‘already completed the Week 64 visit) from
bimekizumab 320mg Q4W to bimekizumab 320mg Q8W, based on pooled data from the Phase 3
studies (PS0008, PS0009, and PS0013), which demonstrated-that during the maintenance period
bimekizumab 320mg Q8W provided essentially.the same.efficacy as bimekizumab 320mg Q4W.

Add pregnancy tests every 4 weeks\during the OLE:-Petiod.
Corrected the visit window for the Week)24 visit.from 7 days to 3 days.

Added provision for collecting a concurrent sample for central laboratory testing if laboratory
tests are performed locally.

In addition, minor corrections, including typographical/grammatical errors, have been made.

Modifications and changes
Global changes

No global changes have.been made.
Specific changes

Change #1

Section 1, Summary; Section 5.2.3, OLE Period; Section 7.10, Randomization and
numbering of subjects

At Week 96, for subjects receiving bimekizumab 320mg Q4 W, if PASIOO0 is achieved, the
subject’s dosing interval will change from 320mg Q4W to 320mg Q8W (default), unless, based
on medical judgment, the Investigator decides differently.

Has been changed to:
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The subject’s dosing interval will change from bimekizumab 320mg Q4W to
bimekizumab 320mg Q8W at Week 64 or at the next scheduled clinic visit after
implementation of Protocol Amendment #5.1 if the subject has already completed Week 64.

Change #2

Section 5.6, Schedule of study assessments
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Change #3
Section 5.7, Schematic diagram
Figure 5-2: Schematic diagram, OLE Period (Week 48 through Week 144)

*
| Week 48 | Open-label extension period | Q

Bimekizumab

320mg Q4W PRSI0 K
Bimekizumab O
320mg Q8W

Secukinumab Bimekizumab 320mg Q4W w

300mg Q4W

Bimekizumab

320mg Q4W 2PASI90
Seauliiiel ram;o:’lmri;tion
300mg Q4W

2PASI90

Bimekizumab 320mg Q8W

L

—r r 1 T 1 1T T 17T
Week 52 56 60 64 68 72 76 80 84 96 10%

U7 O &
PASI=Psoriasis Area Severity Index; PASI90=@npro°ngt in @9&81 score; Q4W=every 4 weeks;

Q8W=every 8 weeks

2PASI90

Bimekizumab
320mg Q8W

20 weeks
after last
dose

*At Week 96, for subjects receiving bim ab 320@ Q4 @ ASI90 is achieved, the subject’s dosing interval
will change from 320mg Q4 W to 320mg Q8W @ﬂt), , based on medical judgment, the Investigator
decides differently.
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Has been changed to:
Figure 5-2: Schematic diagram, OLE Period (Week 48 through Week 144)

| Week 48 | Open-label extension period |

Bimekizumab

320mg Q4W
Bimekizumab

320mg Q8W
Secukinumab

300mg QAW

<PASI90

Bimekizumab 320mg Q4W

1 1
1 1
1 1 1 1
Bimekizumab Default switch from Q4Wto Q8W % follow-up

320mg Q4W 2PASIS0 !
1:1 re-
randomization

Secukinumab
300mg Q4W

Bimekizumab 320mg Q8W

2PASIS0 Qsw  aQsw Qsw Q8w Q8w Qsw Q8w Qsw Q8w
(Q4W) (Q4W) (Q4W) (Q4W) (Q4W) (Q4W) (Q4W) (QawW) (DdW.

Dosing Q4W AII QAW (QAW) (QA.W) (@aw) (QAW) (QAW) (@aw) (Q4W) (Q4W) (QA.W)QBW
i
i

Lo
Week 52 56 60 . ea @ 76 ao . 88 92 100104@112116@124128@136140144 20 weeks

after last
dose

Bimekizumab
320mg Q8W

(Q4W) Q4W dosing is only applicable for subjects nojeyet Switcited to Q8 doSiag
===P  Q4W dosing will be skipped at this visit in ordegioswitch subjects to/ Q8W dosingNif not done previously

D On site visits where subjects will syitch to GBW dosing #ferWeek 64 oply, ifhet already done at a previous on site visit

PASI=Psoriasis Area Severity Index; PASI90=90% improvementin the PASI score; Q4W=every 4 weeks;
Q8W=every 8 weeks

Note: The subject’s dosing interval’'will'change from bimekizumab 320mg Q4W to bimekizumab 320mg Q8W
at Week 64, or at the next scheduled clinic'visit (ie, Week 72, Week 84, Week 96, Week 108, Week 120, or
Week 132) if the subject has already completed the Week 64 visit prior to implementation of
Protocol Amendment #5.1.

Change #4
Section 5.8.2, Dose selection

Therefore, a bimekizumab dose of 320mg Q4 W through Week 16 and 320mg Q4W or Q8W
thereafter was's€lected. for this study.

Has been changed-to:
Therefore, a.bimekizumab dose of 320mg Q4W through Week 16 was selected for this study.

Based on pooled data from the Phase 3 studies (PS0008, PS0009, and PS0013), during the
maintenance period bimekizumab 320mg Q8W provided efficacy results similar to
bimekizumab 320mg Q4W. Therefore, at Week 64, subjects receiving

bimekizumab 320mg Q4W will switch to receive bimekizumab 320mg Q8W. Subjects who
are receiving bimekizumab 320mg Q4W treatment who already completed the Week 64
visit at the time of implementation of Protocol Amendment #5.1 will be switched to
bimekizumab 320mg Q8W at the next scheduled clinic visit. This change in dosing interval
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will reduce subject and site burden, while allowing collection of more long-term safety data
on the bimekizumab 320mg Q8W dosing regimen.

Change #5
Section 7.2, Treatments to be administered
The following text has been added:

The subject’s dosing interval will change from bimekizumab 320mg Q4W to
bimekizumab 320mg Q8W at Week 64 or at the next scheduled clinic visit after
implementation of Protocol Amendment #5.1 if the subject has already completed the
Week 64 visit.
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Change #6

Section 7.9, Blinding

The following text has been added:

After all subjects have completed the double-blind Treatment Period of the study and the

interim analysis has occurred, unblinded study site personnel can perform assessments/in
the OLE Period of the study.

Change #7

Section 8.2.8, Week 24 Visit (7 days relative to Baseline)
Has been changed to:

Section 8.2.8, Week 24 Visit (£3 days relative to Baseline)

Change #8

Section 8.3.4, Self-injection at home (Weeks 60, 68,76, 80,88, 92, 100, 104, 112, 116, 124,
128, 136 and 140)

Subjects receiving bimekizumab 320mg Q4 W.will be given the opportunity for self-injection of
bimekizumab at home on the following weeks:"Weeks.60, 68, 76, 80, 88, 92, 100, 104, 112, 116,
124, 128, 136 and 140.

Subjects receiving bimekizumab 320mg Q8 W-will be given the opportunity for self-injection of
bimekizumab at home on the following weeks: Weeks 80, 88, 104, 112, 128, and 136.

Has been changed to:

The subject’s dosing interval will change from bimekizumab 320mg Q4W to
bimekizumab 320mgQ8W at-Week 64 or at the next scheduled clinic visit (ie, Week 72,
Week 84, Week 96, Week 108, Week 120, or Week 132) after implementation of
Protocol Amendment #5.1:if the subject has already completed the Week 64 visit.

Subjects receiving bimekizumab 320mg Q4W will be given the opportunity for self-injection of
bimekizumab at home on the following weeks: Weeks 60, 68, 76, 80, 88, 92, 100, 104, 112, 116,
124, 128, 136, and' 140. This only applies to those subjects who have not yet changed to
bimekizumab)320mg Q8W.

Subjects receiving bimekizumab 320mg Q8W will be given the opportunity for self-injection of
bimekizumab at home on the following weeks: Weeks 80, 88, 104, 112, 128, and 136.

Subjects of childbearing potential should conduct a home pregnancy test every 4 weeks. In
case of a scheduled home self-injection the pregnancy test needs to be performed
immediately prior to self-injecting bimekizumab at home. If the pregnancy test result is
positive, IMP should not be administered and the site should be contacted.
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Change #9

Section 8.3.5, Week 64 (£7 days relative to Baseline), Week 84, Week 108, Week 132 Visits
(x14 days relative to Baseline)

The following procedures/assessments will be performed/recorded prior to administration of
IMP:

Has been changed to:

The subject’s dosing interval will change from bimekizumab 320mg Q4W to
bimekizumab 320mg Q8W as follows:

e At Week 64 if the subject has not completed the Week 64 visit prior to implementation
of Protocol Amendment #5.1.

e At Week 84 if the subject has already completed the Week 72 visit prior-te
implementation of Protocol Amendment #5.1.

e At Week 108 if the subject has already completed the Week 96 visit prior to
implementation of Protocol Amendment #.15.

e At Week 132 if the subject has already completed the Week 120 visit prior to
implementation of Protocol Amendment #5.1.

Subjects whose dosing interval is being.changed to bimekizumab 320mg Q8W will receive
kits for home administration as follows:

e Subjects whose dosing intervalis being changed to bimekizumab 320mg Q8W at Week
64 should be dosed at this visit, andwill receive kits for home administration 8 weeks
later (Table 7-2).

e Subjects whose dosing intervalis being changed to bimekizumab 320mg Q8W at
Week 84, Week 108, or Week' 132 should NOT be dosed at that visit, and will receive
kits for home administration 4 weeks later (Table 7-2).

The following proceduresfassessments will be performed/recorded. If IMP is administered on
site during this visit, they neéd to be performed/recorded prior to administration of IMP:

Change #10

Section8.3.5, Week 64 (£7 days relative to Baseline), Week 84, Week 108, Week 132 Visits
(£14-days relative to Baseline)

After completion of the above-mentioned procedures, administration of IMP will occur

e at each of these visits for subjects on bimekizumab 320mg Q4 W dosing, preferably by self-
injection under supervision of the site personnel

e at Week 64 for subjects on bimekizumab 320mg Q8W dosing, preferably by self-injection
under supervision of the site personnel.

Distribution of IMP and accountability activities for home administration to be performed as
described in Section 7.2, Section 7.5, and Section 7.7.
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Has been changed to:
After completion of the above-mentioned procedures, administration of IMP will occur:

e At each of these visits for subjects on bimekizumab 320mg Q4W dosing, preferably by
self-injection under supervision of the site personnel. This only applies to those subjects
who have not yet changed to Q8W after implementation of Protocol Amendment #S.

o At Week 64 only for those subjects on bimekizumab 320mg Q8W dosing, preferably.by
self-injection under supervision of the site personnel.

Distribution of IMP and accountability activities for home administration to be performed-as
described in Section 7.2, Section 7.5, and Section 7.7. Home pregnancy tests.will be provided
for testing every 4 weeks as appropriate (Table 5-2).

Change #11

Section 8.3.6, Week 72 (£7 days relative to Baseline) and Week 120 Visits (14 days relative
to Baseline)

The following text has been added:

The subject’s dosing interval will change from.bimekizumab 320mg Q4W to
bimekizumab 320mg Q8W as follows:

e At Week 72 if the subject has already completed the Week 64 visit prior to
implementation of Protocol Amendment #5.1.

e At Week 120 if the subject has already ecompleted the Week 108 visit prior to
implementation of Protocol*”Amendment #5.1.

As depicted in Table 7-2, sabjects whose dosing interval is being changed to
bimekizumab 320mg Q8W at one of these visits should be dosed at this visit and will
receive Kits for home@administration 8 weeks later.

Change #12

Section 8.3.6, Week 72 (+7 days relative to Baseline) and Week 120 Visits (+14 days relative
to Baseline)

Distributionof IMP and accountability activities for home administration to be performed as
described in Section 7.2, Section 7.5, and Section 7.7.

Has been changed to:

Distribution of IMP and accountability activities for home administration to be performed as
described in Section 7.2, Section 7.5, and Section 7.7. Home pregnancy tests will be provided
for testing every 4 weeks as appropriate (Table 5-2).

Confidential Page 228 of 263



UCB 01 Oct 2021
Clinical Study Protocol Bimekizumab PS0015

Section 8.3.7, Week 96 Visit (14 days relative to Baseline)
The following text has been added:

The subject’s dosing interval will change from bimekizumab 320mg Q4W to
bimekizumab 320mg Q8W at Week 96 if the subject has already completed the Week 84
visit prior to implementation of Protocol Amendment #5.1. As depicted in Table 7-2,
subjects whose dosing interval is being changed to bimekizumab 320mg Q8W at Week 96
should be dosed at this visit, and will receive Kkits for home administration 8 weeks later.

Change #13
Section 8.3.7, Week 96 Visit (£14 days relative to Baseline)

Distribution of IMP and accountability activities for home administration'to be performed as
described in Section 7.2, Section 7.5, and Section 7.7.

Has been changed to:

Distribution of IMP and accountability activities for-home adniinistration’to be performed as
described in Section 7.2, Section 7.5, and Section7.7. Home. pregnancy tests will be provided
for testing every 4 weeks as appropriate (Table 5-2).

Change #14
Section 12.2, Laboratory measurements

Clinical laboratory assessments consist of serumi chemistry, hematology, and urinalysis. A
centralized laboratory will be used to)supply all laboratory test supplies and analyze all blood
and urine samples for hematology;biochemistry, and urinalysis measurements. Any unscheduled
laboratory testing should alse-be collected using the central laboratory.

Has been changed to:

Clinical laboratory agsessments consist of serum chemistry, hematology, and urinalysis. A
centralized laboratory will*be used to supply all laboratory test supplies and analyze all blood
and urine samples for-hematology, biochemistry, and urinalysis measurements. Any unscheduled
laboratory testing should also be collected using the central laboratory. If tests are done locally,
a concurrent sample should also be sent to the central laboratory whenever possible.

Change #15
Section 12.3.2, Pregnancy testing
The following text has been added:

Subjects of child-bearing potential should conduct a home pregnancy test every 4 weeks.
Home pregnancy tests will be provided to participants for use at Weeks 60, 68, 76, 80, 88,
92,100,104, 112, 116, 124, 128, 136, and 140. At weeks on which IMP dosing is scheduled
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(specified in Table 5-1 and Table 5-2), a negative urine pregnancy test result should be
obtained immediately prior to the administration of IMP. In the case of a positive
pregnancy test result, IMP should not be administered and the site should be contacted.

Change #16
Section 14.7, Handling of dropouts or missing data

Missing data for the secondary efficacy variables (which are all binary) will be imputed using
NRI. Additionally, the 2 missing data-handling approaches described above for the primary
efficacy variable will be used for the secondary efficacy variables.

Has been changed to:

Missing data for the secondary efficacy variables (which are all binary) wall be imputed using
NRI. Additionally, the 2 missing data-handling approaches described. above for the primary
efficacy variable will be used for the secondary efficacy variables, Additional missing data
handling approaches may be described in the SAP.

18.9 Protocol Amendment 5.4
Rationale for the amendment

The protocol has been amended for the following réasons:
e To collect additional long-term safety datas

e To explore safety data with subjects who’have temporarily stopped bimekizumab and could
have been exposed to othertreatments, and

e To provide an additional 48-weg€k treatment period for subjects continuing their current
treatment or reinitiating treatment at the‘Week 144/OLE2 Baseline Visit.

Modifications and changes

Global changes

The following global changes were made throughout the protocol:

e An additienal 48-week open label treatment period was added (OLE2 Period).

e The maximum(duration of the study has been changed. For the subjects in the OLE2 Period,
maximum study duration will depend on the time between their participation in the OLE until
Week 144 and the start of the OLE2 Period; ie, 209 weeks for subjects still being treated in
the OLE/Period and who will directly roll over to the OLE2 Period at Week 144; 225 weeks
for subjects who have completed Week 144 and the SFU; these subjects will have a 4-week
Screening Period before reinitiating treatment in the OLE2 Period; Between 209 and 225
weeks for subjects who have completed Week 144 and are participating the in the SFU (for
these subjects, the maximum study duration will depend upon when they stop the 20-week
SFU period to enter the 4-week OLE2 Screening Period).

e Implementation of a new schedule of assessments (Table 5-3) for the OLE2 Period have been
made.
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e Schematic diagram (Figure 5-3) for the for the 4-year extension have been made
e A list of inclusion and exclusion criteria has been added for participating in OLE2 Period

e The description of the treatment to be administered has been adapted to take into account the
treatment to be administered in OLE2 Period. A new dosing scheme from Week 144/OLE2
Baseline through OLE2 Week 40 has been added (Table 7-3).

e Addition of the study procedures by visit has been made for the OLE2 Period (Section 8.4)
Specific changes

Change #1
Section 1, Summary

Approximately 935 subjects will be screened in order to have 700 subjectstandomized in the
study. For each subject, the study will last a maximum of 165 weeks andwill consist of

4 periods, a Screening Period (2 to 5 weeks), a double-blind Treatment Period (48 weeks; final
dose at Week 44), an Open-Label Extension (OLE) Period (96 weeks; final ) dose at Week 136 for
subjects receiving bimekizumab 320mg Q8W and at. Week 140-for subjeets receiving
bimekizumab 320mg Q4W); and a Safety Follow<Up (SFU)\Period (20 weeks after the final dose
of investigational medicinal product [IMP

Has been changed to:

Approximately 935 subjects will be screened in order to-have 700 subjects randomized in the
study. For each subject, the study willjlast a maximum of 165 weeks and will consist of

S periods: a Screening Period (2.to 5 weeks), a double-blind Treatment Period (48 weeks; final
dose at Week 44), an Open-Label Extension (OLE) Period (96 weeks; final dose at Week 136 for
subjects receiving bimekizumab 320mg Q8W and at Week 140 for subjects receiving
bimekizumab 320mg Q4 W) followed by aSafety Follow-Up (SFU) Period (20 weeks after the
final dose of investigational medicinal.product [IMP] depending on subject’s participation in
the second OLE Period [OLE2 Period]; see paragraph below).

And the following paragraph was.added

Subjects participating in the¢ OLE2 Period (implemented as part of Protocol amendment
5.4) will enter the’/OLE2 Period after completing the OLE Period (at Week 144), including
subjects in the SFU period and subjects who have completed the SFU Period. The OLE2
Period will’lbe a 48-week treatment period with final visit at OLE2 Week 48, followed by a
SFU Period (SEU2, 20 weeks after the final dose of IMP administered in the OLE2 Period).

Change #2
Section 1, Summary

The following text was added

After the implementation of Protocol Amendment #5.4 (addition of a 48-week treatment
period, ie, OLE2 Period), subjects will be invited to continue or reinitiate their treatment as
per the following OLE2 Groups:
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e OLE2 Group A: Subjects in the treatment phase of the OLE Period at the time of
Protocol Amendment #5.4 implementation will attend the Week 144 Visit and directly
roll over to the OLE2 Period. These subjects will continue receiving bimekizumab
320mg Q8W for 40 additional weeks, starting from the first treatment visit of the OLE2
Period (ie, Week 144/OLE2 Baseline Visit; the Week 144 Visit will coincide with the
Week 144/OLE2 Baseline Visit and data collected at this visit will be used as baseline
data for subjects entering the OLE2 Period).

e OLE2 Group B: Eligible subjects who have completed the Week 144 Visit and are in
the SFU or have completed the SFU of the OLE Period at the time of Protocol
Amendment #5.4 implementation, will reinitiate their treatment in the OLE2Period
after having undergone Screening assessments during a 4-week OLE2 Screening
Period. The first dose will be administered at the Week 144/OLE2 BaSeline Visit and
data collected at this visit will be used as baseline data for the OLE2.PeriodSubjects in
OLE2 Group B with an IGA score >3 at the Week 144/OLE2 Baseline Visit will be
treated with bimekizumab Q4W for the first 16 weeks, and then will-switch to
bimekizumab 320mg Q8W. Subjects in OLE2 Group B with an 1GA'score <3 at the
Week 144/OLE2 Baseline Visit will be treated with bimekizumab.Q8W from the Week
144/OLE2 Baseline Visit.

During the OLE2 Period (Week 144/OLE2-Baseline t0-OLE2.Week 48), all subjects will
attend study visits every 12 weeks. All subjects will.be treated until OLE2 Week 40 (last
dose of bimekizumab 320mg Q8W).

Following completion or early withdrawal from the OLE2 Period, subjects will undergo the
SFU of the OLE2 Period (SFU2) and will return_for the SFU2 Visit 20 weeks after the last
dose of IMP administration.

Change #3
2.2.1.2 Ongoing studies
Eight additional studi¢s of bimekizumab in the treatment of PSO are ongoing.

e PS0008 is a Phase 3, multicenter, randomized, double-blind, parallel-group, active-
comparatot-controlled study to evaluate the efficacy and safety of bimekizumab in adult
subjects;with moderate to severe chronic plaque PSO.

e PS0009 is a-Phase 3 randomized, double-blind, placebo- and active comparator-controlled
study to €valuate the efficacy and safety of bimekizumab administered sc to adult subjects
with maderate to severe plaque PSO.

e PS0010 is a Phase 2b, double-blind, placebo-controlled, dose ranging study to evaluate the
safety, efficacy, PK, and pharmacodynamics (PD) of bimekizumab in adult subjects with
moderate to severe chronic plaque PSO.

e PS0011 is a long-term extension study for subjects who completed PS0010 to assess the
long-term safety, tolerability, and efficacy of bimekizumab.

Confidential Page 232 of 263



UCB 01 Oct 2021
Clinical Study Protocol Bimekizumab PS0015

e PS0013 is a Phase 3, multicenter, randomized withdrawal, double-blind, placebo-controlled
study to evaluate the efficacy and safety of bimekizumab in adult subjects with moderate to
severe chronic plaque PSO.

e PS0014 is a Phase 3, multicenter, open-label study to assess the long-term safety, tolerability,
and efficacy of bimekizumab in adult subjects with moderate to severe chronic plaque
psoriasis.

e PS0016 is a Phase 2a, subject-blind, investigator-blind study to evaluate the time course of
PD response, safety, and PK of bimekizumab in adult subjects with moderate to seyere
chronic plaque PSO.

e PS0018 is a long-term extension study for eligible subjects from PS0016 to.assess the safety,
tolerability, and efficacy of bimekizumab.

Bimekizumab is also being evaluated in the treatment of other indications(eg, PsAj.axSpA,
hidradenitis suppurativa). Additional information on the clinical data for-bimekizumab is
available in the current version of the IB.

was changed to:

All ongoing studies at the time of Protocol Améndment #5.4 implementation are presented
and described in the current version of the IB.

Change #4

Section 5.2 Study periods

Screening Period (2 to 5 weeks),"a double-blind Tréatment Period (48 weeks; final dose at Week
44), an optional OLE Period (96 weeks; final dese at Week 136 for subjects receiving
bimekizumab 320mg Q8W and at Week 140ifor subjects receiving bimekizumab 320mg Q4 W),
and an SFU Period (20 weeks afterthe final dose of IMP).

Was changes to:

This study will include the'following periods:

e A Screening Periody(2 to/5, weeks)

e A double-blind Treatment Period (48 weeks; final dose at Week 44)

e An optional OLE;Period (96 weeks; final dose at Week 136 for subjects receiving
bimekizumab, 320mg Q8W and at Week 140 for subjects receiving bimekizumab 320mg
Q4W) followed by a SFU Period (20 weeks after the final dose of IMP administered in the
OLE Period depending upon subject’s participation in the OLE2 Period), and

o) An optional 48-week OLE?2 Period followed by a SFU Period (SFU2, 20 weeks after the
final dose of IMP administered in the OLE2 Period).

The OLE?2 Period was added as per Protocol Amendment #5.4 at the time when subjects
will still be treated in the OLE (prior to Week 144 Visit) or will have finished treatment in
the OLE (after completing Week 144 Visit):

e Subjects in the treatment phase of the OLE Period at the time of Protocol Amendment
#5.4 implementation will attend the Week 144 Visit and directly roll over to the OLE2
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Period. These subjects will continue receiving bimekizumab 320mg Q8W for 40
additional weeks, starting from the first treatment visit of the OLE2 Period (ie, Week
144/OLE?2 Baseline Visit; the Week 144 Visit will coincide with the Week 144/OLE2
Baseline Visit and data collected at this visit will be used as baseline data for subjects
entering the OLE2 Period).

e Eligible subjects who have completed the Week 144 Visit and are in the SFU or have
completed the SFU of the OLE Period at the time of Protocol Amendment #5.4
implementation, will reinitiate their treatment in the OLE2 Period after having
undergone Screening assessments during a 4-week OLE2 Screening Period. The first
dose will be administered at the Week 144/OLE2 Baseline Visit and data collected at
this visit will be used as baseline data for the OLE2 Period. Subjects in OLE2 Group B
with an IGA score >3 at the Week 144/OLE2 Baseline Visit will be treated with
bimekizumab Q4W for the first 16 weeks, and will then switch to bimekizumab 320mg
Q8W. Subjects in OLE2 Group B with an IGA score <3 at the Week 144/OLE2
Baseline Visit will be treated with bimekizumab Q8W from the Week-144/OLE2
Baseline Visit.

During the OLE2 Period (Week 144/OLE2 Baseline to OLE2 Week)48), all subjects will
attend study visits every 12 weeks. All subjects will be treated until OLE2 Week 40 (last
dose of bimekizumab 320mg Q8W).

Following completion or early withdrawal from the OLE2)Period, subjects will undergo the
SFU of the OLE2 Period (SFU2) and will return-for the)SFU2 Visit 20 weeks after the last
dose of IMP administration.

Change #5
Section 5.2.3 OLE Period
The following sentence was added:

The last dose bimekizumab.320mg Q8W in the OLE Period will be administered at Week
136. The End of Treatment Visit of the OLE Period will be the Week 144 Visit.

Change #6
The following.section-was added:
Section 5.2.5'OLE2Period

Subjects.enrolled as per Protocol Amendment #5.1 will be treated in the OLE Period until
Week; 136 (last dose of bimekizumab 320mg Q8W) and will be followed in a SFU Period for
20'weeks after attending the Week 144 Visit (see Section 5.2.3). After the implementation of
Protocol Amendment #5.4 (addition of a 48-week treatment period, ie, OLE2 Period),
subjects will be invited to continue or reinitiate their treatment as per the following OLE2
Groups:

e OLE2 Group A: Subjects in the treatment phase of the OLE Period at the time of
Protocol Amendment #5.4 implementation will attend the Week 144 Visit and directly
roll over to the OLE2 Period. These subjects will continue receiving bimekizumab
320mg Q8W for 40 additional weeks, starting from the first treatment visit of the OLE2
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Period (ie, Week 144/OLE2 Baseline Visit; the Week 144 Visit will coincide with the
Week 144/OLE2 Baseline Visit and data collected at this visit will be used as baseline
data for subjects entering the OLE2 Period).

e OLE2 Group B: Eligible subjects who have completed the Week 144 Visit and are in
the SFU or have completed the SFU of the OLE Period at the time of Protocol
Amendment #5.4 implementation, will reinitiate their treatment in the OLE2 Period
after having undergone Screening assessments during a 4-week OLE2 Screening
Period. The first dose will be administered at the Week 144/OLE2 Baseline Visit and
data collected at this visit will be used as baseline data for the OLE2 Period. Subjects in
OLE2 Group B with an IGA score >3 at the Week 144/OLE2 Baseline Visit'will be
treated with bimekizumab Q4W for the first 16 weeks, and then will switch' to
bimekizumab 320mg Q8W. Subjects in OLE2 Group B with an IGA score <3 at'the
Week 144/OLE2 Baseline Visit will be treated with bimekizumab Q8W from/the Week
144/OLE2 Baseline Visit.

During the OLE2 Period (Week 144/OLE2 Baseline to OLE2 Week 48); all subjects will
attend study visits every 12 weeks. All subjects will be treated until OLE2 Week 40 (last
dose of bimekizumab 320mg Q8W).

Following completion or early withdrawal from the OLE2 Period, subjects will undergo the
SFU of the OLE2 Period (SFU2) and will return for.the SEU2 Visit 20 weeks after the last
dose of IMP administration.

The assessments to be performed at.each visit of the OLLE2 Period are presented in
Table 5-3.

Change #7

Section 5.2.5 Safety Follow-up

All subjects, including those withdrawn from IMP, will have a SFU Visit 20 weeks after their
final dose of IMP.

The assessments for.the SFU @re presented in Table 5-1 and Table 5-2.

Was changes to:

Section 5.2.5 Safety/Follow-up Period

The assessments-for the SFU Visits are presented in Table 5-1, Table 5-2_ and Table 5-3.

Twe SFU Periods are considered since Protocol Amendment #5.4 implementation: a first
SFU following the OLE Period and a second SFU (SFU2) following the OLE2 Period
(added as per Protocol Amendment #5.4 implementation).

Subjects having completed Week 144 Visit and who are in the SFU or have completed the
SFU will be invited to reinitiate their treatment in the OLE2 Period.

Subjects still being treated in the OLE Period (not having attended Week 144 yet) will have
the opportunity to directly roll over in the OLE2 Period without participating in the first
SFU.
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Subjects who decide not to participate in OLE2 Period will undergo the first SFU period
for 20 weeks after their last dose in the OLE Period.

All subjects who have completed treatment in the OLE2 Period (ie, have completed the
OLE2 Week 48 Visit), or have withdrawn from IMP during the OLE2 Period before OLE2
Week 48, will have a SFU2 Visit 20 weeks after their final dose of IMP administered up to
OLE2 Week 48.

Change #8

Section 5.4 Study duration per subject

For each subject, the study will last a maximum of up to 165 weeks, as follows:

e Screening Period: 2 to 5 weeks

e Double-blind Treatment Period: 48 weeks (final dose at Week 44)

e OLE Period: 96 weeks (final dose at Week 136 for subjects receiving bimekizumab 320mg
Q8W and at Week 140 for subjects receiving bimekizumab 320mg Q4W)

Safety Follow-Up Period a SFU Visit is planned 20weeks after the final)dose of IMP visit

Was changed to:

For each subject, the study will last a maximum efup to 165 weeks, as follows:
e Screening Period: 2 to 5 weeks

e Double-blind Treatment Périod: 48 weeks (final dose at Week 44)

e OLE Period: 96 weeks (final dose“at Week 136 for subjects receiving bimekizumab 320mg
Q8W and at Week 140 for subjects receiving bimekizumab 320mg Q4 W) followed by a
Safety Follow-Up Period:a SFU-Visit is planned 20 weeks after the final dose of IMP
visit in the OLE Period (this SFU will not apply to subjects directly rolling over from
the OLE to the OLE2 Period)[see Section 5.2.5])

Subjects eligible for.the OILE2 Period (added as part of Protocol Amendment #5.4) will
enter the OLE2Period after completing Week 144 of the OLE Period. The OLE2 Period
will include a 48-week treatment period with a final visit at OLE2 Week 48 and a SFU
Period (SEU2) of 20 weeks after the final dose of IMP administered in the OLE2 Period.

For the subjects'in the OLE2 Period, maximum study duration will depend on the time
between their)participation in the OLE until Week 144 and the start of the OLE2 Period:

e ) 209 weeks for subjects still being treated in the OLE Period and who will directly roll
over to the OLE2 Period at Week 144

e 225 weeks for subjects who have completed Week 144 and the SFU; these subjects will
have a 4-week Screening Period before reinitiating treatment in the OLE2 Period. Note:
for, these subjects the study duration will not be continuous.

e Between 209 and 225 weeks for subjects who have completed Week 144 and are
participating the in the SFU. For these subjects, the maximum study duration will
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depend upon when they stop the 20-week SFU period to enter the 4-week OLE2
Screening Period.

Change #9
Section 5.6 Schedule of study assessments
Table 5-3 Schedule of study assessments, OLE2 Period, was added:
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Change #10
Section 5.7 Schematic diagram

Figure 5-3 was added:

Figure 5-3 Schematic diagram, OLE2 period (from OLE2 Screening through OLE2
Week 48)

| OLE2 Screening* | OLE2 Period |

Bimekizumab 320mg Q4W

OLE2 Group B* i
IGA 23 : Bimekizumab !
320mg Q4W Switch from Q4W to Q8W at OLE2

IGA <3 : Bimekizumab Week 16

320mg QBW i
SFU2 Visit 20
OLEZ Group A* Bimekizumab 320mg QtW Pweeks after ast
dose

Q8w Q8w
(Q4w) (QaV Q8W

Dosing (Qaw) :CMW:
Subjects
will not be End-of-
dosed at Treatment
this visit Visit
is visi isi s

T T T Rl
Visit/tWeek 0LE2 OLE2 0LE2 OL OLEZ OLEZ OLE2 OLEZ OLE2 |OLE2| 20 weeks
Baseline 12 W16 W24 w32 W4l] wi4a after last
dose
- OLE2 Group A: Subjects being treated in the ONE Period at the tifre implemedtattan®of protocol amendment #5.4 can directly roll over into the OLE2

Period and continue receiving QBW dosing. These pamuperns will not need ¥ Und€rge Screening
- OLE2 Group B: Screening will apply only for subjects yio Wabbe ongoingdg i SFU of the OLE Period, or who will have completed the SFU of the OLE
Period at the time implementation of protocol amendmen® #.-: 4, and wyillbe reinitiating treatment in the OLE2 Period.

(Q4W) Q4W dosing is only applicable for subjects not yet switehed to Q8W dosing. Subjects receiving Q4W dosing will receive this dosing for 16 weeks and will
switch to Q8W dosing

On-site visits. Atthe other timepoints, the Study medicatipfygay be administered at home. Subjects who are unable to or decide not to self-inject IMP or
those without a family member/fiend/@regivér whg canh€lg"may continue to visit the site for unscheduled wisits for IMP administration only

IGA=Investigator’s Global/Assessment; IMP=investigational medicinal product; OLE=Open Label Extension;
Q4W=every 4 weeks; Q8W=every)8 weeks; SFU2=Safety follow-up; W=week

Note: Q4W/Q8W IMPadministration only applies to those subjects who have entered the OLE2 Period as part of
Group B, and had an IGA 23jupon entry of OLE2 Period. These subjects will receive Q4W dosing for 16 weeks,
then will change from Q4W to Q8W dosing.

Change #14

Section

5.8 Rationale for study design and selection of dose
5.8.1 Study design

The following paragraph was added:

The OLE2 Period will 1) collect additional long-term safety data; 2) explore safety data in
subjects who have temporarily stopped bimekizumab and could have been exposed to other
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treatments; and 3) provide an additional 48-week treatment period for subjects continuing
their current treatment or reinitiating treatment at the Week 144/OLE2 Baseline Visit.

Change #12
5.8.2 Dose selection
The following paragraph was added:

Subjects who are participating in the OLE Period can directly roll over to the OLE2.Period
and continue receiving bimekizumab 320mg Q8W. Eligible subjects who are in the SFU of
the OLE Period or who have completed the SFU at the time of Protocol Amendment #5.4
implementation can reinitiate their treatment in the OLE2 Period based on their current
disease activity, as measured by IGA: subjects with IGA score <3 will receive bimékizumab
320mg Q8W, whereas subjects with IGA score >3 will receive 16 weeks of bimekizumab
320mg Q4W, in line with the original initial treatment period, followed by 320mg Q8W for
the remaining dosing timepoints of the OLE2 Period.

Change #13
The following sections were added:

6.4 Eligibility for the OLE2 Period

Prior to initiating the OLE2 Period assessments,@all subjécts will be asked to read and sign
a separate ICF.

6.4.1 All subjects (OLE2 Groups/A and B)

To be eligible to participate in/the OLE2-Period; all of the following inclusion criteria must
be confirmed for all subjects:

10. Subject provided informed consent.

11. Subject is considered reliable and.capable of adhering to the protocol (eg, able to
understand and complete diaries), visit schedule, and medication intake according to
the judgment of the Investigator.

12. Subject completes the OLE Period to Week 144 without meeting any withdrawal
criteria defined in Section 6.5.

6.4.2 OLE2 Period,Group A subjects

To participate in'the OLE2 Period, subjects still treated in the OLE Period and who
completed the Week 144 Visit by the time of the implementation of Protocol Amendment
#5.4 will not-need to fulfil other eligibility criteria than those listed in Section 6.4.1 and will
continue their treatment from the Week 144/OLE2 Baseline Visit if they do not meet any of
the withdrawal criteria defined in Section 6.5.

6.4.3 OLE2 Period Group B subjects
Inclusion criteria

To be eligible to participate in the OLE2 Period, all of the additional following inclusion
criteria must be confirmed during the OLE2 Screening Period for subjects who have
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attended Week 144 and are in the SFU or have completed the SFU before Protocol
Amendment #5.4 implementation:

13. Female subjects must be:

— Postmenopausal: Menopause is defined as 12 consecutive months of amenorrhea,
for which there is no other obvious pathological or physiological cause.

— Permanently sterilized (eg, tubal occlusion, hysterectomy, bilateral salpingectomy)

—  Or, if of childbearing potential (and engaged in sexual activity that could result in
procreation), must be willing to use a highly effective method of contraception
throughout the duration of the study until 20 weeks after last administration of
IMP, and have a negative pregnancy test at OLE2 Screening. The following methods
are considered highly effective when used consistently and correctly

o Combined (estrogen and progestogen) hormonal contraception associated with
inhibition of ovulation (oral, intravaginal, or transdermal)

o Progestogen-only hormonal contraception associated with inhibition of ovulation
(oral, injectable, implantable)

o Intrauterine device
o Intrauterine hormone-releasing system
o Vasectomized partner

o Abstinence as a form of birth control is generally not allowed in the study unless
abstinence is in accordance with a subject’s preferred and common lifestyle.
Study personnel must confirm the-centinued use of abstinence is still in
accordance with the subject’s lifestyle at regular intervals during the study.

14. Subjects with a diagnosis of Crohn’s‘disease or ulcerative colitis are allowed as long as
they have no active symptomatic-disease.

Exclusion criteria

Subjects in the OLILE2 Group B are not permitted to enroll in the OLE2 Period if any of the
following exclusion criteria is met:

15. Female‘subjects-who plan to become pregnant during the OLE2 Period or within
20 weeks following final dose of study medication.

16-Subjecthas developed any medical or psychiatric condition that, in the opinion of the
Investigator, could jeopardize or would compromise the subject’s ability to participate
in the OLE2 Period.

17. Any subjects with an ongoing SAE, or a history of serious infections, the Medical
Monitor must be consulted prior to the subject’s entry in the OLE2 Period, although
the decision on whether to enroll the subject remains with the Investigator.
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18.

19.

20.

21.

22,
23.

24,

25.

26.

Subject had a positive or indeterminate IGRA in the OLE study to Week 144, unless
appropriately evaluated and treated as per Section 12.3.1.

Subject may not participate in another study of a medicinal product or device under
investigation

Subject has a history of chronic alcohol or drug abuse within 6 months prior to reentry
as assessed by medical history, site interview, and/or results of the urine drug screen.,

Subjects who have used systemic treatments after Week 144 must have stopped this
treatment 1 month prior to receiving the first bimekizumab injection in the QLE2
Period (See Section 7.8.2 regarding prohibited medications).

Subject has erythrodermic, guttate, or pustular form of PSO.

Subject is noncompliant with the study procedures or medications-.in'the opinion of the
Investigator.

Subject has a clinical laboratory value meeting any of the following Criteria:

h. >3.0x ULN of any of the following: ALT, AST, alkaline phosphatase (ALP); or
>ULN total bilirubin (>1.5xULN total bilirubin if known Gilbert’s syndrome)

i. A laboratory value meeting any of the following criteria:
o Absolute neutrophil count <1:0x10%/pk
o Absolute lymphocyte count <0.2x10%/pL

Subjects may enter the OLE2 Period/if the result is transient. If a retest is required, it
must be done within 1 to 2 weeks:

Subject has concurrent acute or/chronicwviral hepatitis B or C or HIV infection.
Subjects who have evidence of;or tested positive for hepatitis B or hepatitis C are
excluded. A positive test for the hepatitis B virus is defined as: (1) positive for
hepatitis B surface antigen or (2) positive for anti-hepatitis B core antibody. A positive
test for the hepatitis"C-virus\(HCV) is defined as: (1) positive for hepatitis C antibody
(HCV Ab) and (2).positive via a confirmatory test for HCV (for example, HCV
polymerase chain reaction).

There is confirmation of a pregnancy, as evidenced by a positive pregnancy test (see
Section-12.1.4 for. more information regarding pregnancies).

Confidential Page 245 of 263



UCB 01 Oct 2021
Clinical Study Protocol Bimekizumab PS0015

27. Subjects showing:

e Suicidal ideation in the past month prior to the OLE2 Screening Visit as indicated
by a positive response (""Yes") to either Question 4 or Question 5 of the eC-SSRS.

e Any suicidal behavior since last visit.

28. Subject has presence of moderately severe or severe major depression, indicated by a
score >15 on the PHQ-9. Medication used to treat depression should be stable for
4 weeks prior to Week 144/OLE?2 Baseline.

29. Subject has developed any active malignancy or history of malignancy prior.te'the
OLE2 Screening Visit EXCEPT treated and considered cured cutaneous sguamous or
basal cell carcinoma, or in situ cervical cancer.

30. Subject has received any live (includes attenuated) vaccination within the 8 'weeks prior
to the Week 144/OLE2 Baseline Visit.

Change #13

Section 7.2 Treatments to be administered
The following text and Table 7-3 were added:

After the implementation of Protocol. Amendment #5.4. (addition of a 48-week treatment
period, ie, OLE2 Period), subjects will.be invited to continue or reinitiate their treatment as
per the following OLE2 Groups:

e OLE2 Group A: Subjects.in the treatment phase of the OLE Period at the time of
Protocol Amendment #5.4 implementation will attend the Week 144 Visit and directly
roll over to the OLE2 Period: Fhese subjects will continue receiving bimekizumab
320mg Q8W for 40 additienal weeks, starting from the first treatment visit of the OLE2
Period (ie, Week 144/OLE?2 Baseline Visit; the Week 144 Visit will coincide with the
Week 144/OLE2 Baseline Visit-and data collected at this visit will be used as baseline
data for subjects éntering the OLE2 Period).

e OLE2 Group B: Eligible subjects who have completed the Week 144 Visit and are in
the SFU or have completed the SFU of the OLE Period at the time of Protocol
Amendment #54 implementation, will reinitiate their treatment in the OLE2 Period
afterthaving undergone Screening assessments during a 4-week OLE2 Screening
Period. The first dose will be administered at the Week 144/OLE2 Baseline Visit and
data collected at this visit will be used as baseline data for the OLE2 Period. Subjects in
OLE2 Group B with an IGA score >3 at the Week 144/OLE2 Baseline Visit will be
treated with bimekizumab Q4W for the first 16 weeks, then will switch to bimekizumab
320mg Q8W. Subjects in OLE2 Group B with an IGA score <3 at the Week 144/OLE2
Baseline Visit will be treated with bimekizumab Q8W from the Week 144/OLE2
Baseline Visit.

During the OLE2 Period (Week 144/OLE2 Baseline to OLE2 Week 48), all subjects will
attend study visits every 12 weeks. All subjects will be treated until OLE2 Week 40 (last
dose of bimekizumab 320mg Q8W).
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The dosing scheme from Week 144/OLE2 Baseline through OLE2 Week 40 is depicted in

Table 7-3.
"\\OQ
.4,’0
g\
O
&
> &
O
LN
Q@ N
> Q@
((\ ;\\O
NP
O O «
G QQ @O
O
O QO o
TR E
2 A
NS <
‘QQ) (\*
X, 0
& &
,00 >
v O
X O
QX
< . 0(0
SN
> RN
GO 00}
L

Confidential Page 247 of 263



€9T J0 8% 93ed [enuapIyu0)

YT APIM THTO HSIA OIUI[O PI[MPIYOS 3Y) J8 9S0p

JXOU JI1Y) QA1 [[1M Pue AA]0) 03 MO WO 93UBYD [[IM U] ‘9 YOI ZAAOIUNSSOM 9 J0J SUISOp M0 A1 [[IM s3oalqns 9say [, ‘podd A 10
Jo Anus uodn ¢Z yOI ue pey pue ‘g dnoi jo 1red se poudd 71O Yk ppiaius aartoym s10afgns asoy 03 sarjdde Ajuo uonensunupe JINI MSO/MPO »
“I0)E[ SYOOM { UONRHSIUTIPEOWIOY J0] SI'OAIdII [[IM PUE JISIA SIY) J& PIsOp 9q [ ON PInoys s309[qng ,
#19)B[ SHOOM § UOHRISIUIWIPE SWIOY I0J ST DA [[1M $109[gng 4
“10)e] SYOOM { UONBNSIUTWPE SWOY JI0J SIIY QAIO0I [[Im §302[qng
‘(@ )vo10110 oB[q B Aq pajordop st uonoofur Sw(g| qewunzowlq y S9I0N

Noam=A\ ‘uorsuo)xy [oqe] uadO=gT0 SYoom § A10A0=p\8() ‘SYoom § AI0AD
KQ pomO[[0] ‘SYoaM 9 I0J SYOIM  AI0Ad=MO/M O 3onpoid Jeutorpowr [2UONESNSIAUI=JIA] JUSWSSISSY [BQO[D) S, J0JBSNSIAU[=Y D] ‘QWOY=[] OMUI[D=)

Y oo Y Y] oo oo MS8O SW(ZE qewnzjoug
o0 oo o0 oo Y o0 o0 o0 » MSO/M PO SW(ZE qeunzZyowng
H J H J H J H H J
JUIWUSISSY IS0
=
o =) o
= = S = S g = = @ F | MOIM/SHSIA
< & b 3 b % - - g
¥ Ut S} g S %) = = 2 =
z z £ z < z z | =z S
S & 8 R = S 3 g g m
(]
pord TH'TO

polad z310 ‘awayds Buisoq ¢-/ alqel

$100Sd qewnznjowlg 10903014 ApMIS [eatuI)
1202190 10 aon



UCB 01 Oct 2021
Clinical Study Protocol Bimekizumab PS0015

Change #13
Section 7.6 Dug accountability
The following sentence was added:

The OLE2 Period will be unblinded and blinding precautions will not be applicable.
Change #14

Section 7.7  Procedures for monitoring subject compliance

After Week 48, self-injection at home will be possible at the following weeks: Weeks 60,68, 76,
80, 88, 92, 100, 104, 112, 116, 124, 128, 136, and 140. Dates, body locations, kit.numbers’and
time of self-injection will be captured using a home administration form. All'used syfinges will
be disposed of by subjects/caregivers as determined by the Investigator inCan acceptable disposal
(sharps) container directly after the administration. The subjects/caregivers return-the
documentation together with any used/unused containers at the next scheduléd-Clinic visit.

Was changes to:

After Week 48, self-injection at home will be possible at the,following weeks: Weeks 60, 68, 76,
80, 88,92, 100, 104, 112, 116, 124, 128, 136,.140, and at.the OLE2 Weeks 4, 8, 16, 32, and
40. Dates, body locations, kit numbers and time of self-injection will be captured using a home
administration form. All used syringes will be dispesed of by-subjects/caregivers as determined
by the Investigator in an acceptable disposal (shatps) container directly after the administration.
The subjects/caregivers return the deCumentation togéther with any used/unused containers at the
next scheduled clinic visit.

Change #14
Section 7.8.1.1  Topical medications

In the OLE Period, the medicationsdisted as permitted for the double-blind Treatment Period
will be allowed. In addition; any tepical steroids and vitamin D analog ointment will be
permitted for use, as needed. These topical medications should not be used within approximately
24 hours prior to study visits tequiring IGA and PASI measures.

Was changed-to:

In the OLE.and OLE2 Periods, the medications listed as permitted for the double-blind
Treatment Period will be allowed. In addition, any topical steroids and vitamin D analog
ointment willbe/permitted for use, as needed. These topical medications should not be used
within apptoximately 24 hours prior to study visits requiring IGA and PASI measures.

Change #15
Section 7.8.2 Prohibited concomitant treatments (medications and therapies)

Subjects who take prohibited medications may be withdrawn from IMP but followed until the
SFU Visit. The decision to withdraw a subject for taking prohibited medications should be made
in consultation with the Medical Monitor.
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Was changed to:
Up to Week 144

Subjects who take prohibited medications may be withdrawn from IMP but followed until the
SFU Visit. The decision to withdraw a subject for taking prohibited medications should be made
in consultation with the Medical Monitor.

Post Week 144 (OLE?2 Period)

Subjects who have used systemic treatments after Week 144 must have stopped this
treatment 1 month prior to receiving the first bimekizumab injection in the OLE2 Period.
Subjects receiving systemic immunomodulatory medications for an indication other-than
PSO must have their eligibility confirmed by the Medical Monitor prior to.enrollment in
the OLE2 Period.

Change #16
Section 7.10 Randomization and numbering of subjects
The following paragraph was added:

Subjects who roll over directly from the OLE Period.inte the OLE2 Period will continue
receiving bimekizumab 320mg Q8W and will Keep-their unique 5-digit identification
number. Subjects who reinitiate bimekizumab after having completed treatment (subjects
in the SFU of the OLE Period or who have completed the SFU of the OLE Period) will
receive either bimekizumab 320mg Q4W/Q8W or bimekizumab 320mg Q8W depending on
their disease activity at time of.reentry (bimekizamab 320mg Q4W/Q8W for subjects with
IGA score >3 or bimekizumab'320mg-Q8W for. subjects with IGA score <3). For these
subjects, the same unique 5-digit identification number used in the study will be reused.

Change #17
Section 8 STUDY PROCEDURES BY VISIT

Table 51 and_Table 5/2-provide.a general overview of study assessments during the double-
blind Treatment Period ‘and the OLE Period, respectively. A list of procedures to be completed at
each visit is described below.

e Visit windews of %3 days on either side of the scheduled dosing are permitted up to and
including Week 24; however, the Investigator should try to keep the subjects on the original
dosing schedule. From the Week 28 Visit through the Week 72 Visit, visit windows of
7 days enyeither side of the scheduled dosing are permitted; however, the Investigator
shouldtry to keep the subjects on the original dosing schedule. From the Week 76 Visit
through the Week 144/PEOT Visit, visit windows of 14 days on either side of the scheduled
dosing are permitted; however, the Investigator should try to keep the subjects on the original
dosing schedule. The visit window is relative to Baseline and applicable for all subsequent
visits Changes to the dosing schedule outside the visit window must be discussed with the
Medical Monitor.

e The dosing window from Baseline through Week 4 is +2 days relative to the scheduled
dosing visit. From Week 8 through Week 24, the dosing window is +3 days relative to the
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scheduled dosing visit. From Week 28 through the Week 72 Visit, the dosing window is
+7 days relative to the scheduled dosing visit. From the Week 76 Visit through the Week 140
Visit the dosing window is =14 days relative to the scheduled dosing visit.

e For the SFU Visit (20 weeks after the final dose), the visit window is +7 days relative to the
scheduled visit date.

Was changed to:

Table 5-1, Table 5-2, Table 5-3 provide a general overview of study assessments during-the
double-blind Treatment Period, the OLE Period, and the OLE2 Period, respectively. A list of
procedures to be completed at each visit is described below.

e Visit windows of £3 days on either side of the scheduled dosing are permitted up to-and
including Week 24; however, the Investigator should try to keep the subjectson the-original
dosing schedule. From the Week 28 Visit through the Week 72 Visit,¥isit windows of
+7 days on either side of the scheduled dosing are permitted; howevet, the Investigator
should try to keep the subjects on the original dosing schedule. From the"Week 76 Visit
through the Week 144/PEOT Visit, visit windows of +14 days.on either’side of the scheduled
dosing are permitted; however, the Investigator should try-te\keepthe subjects on the original
dosing schedule. The visit window is relative to'Baseline.and applicable for all subsequent
visits up to Week 144/OLE2 Baseline Visit. From the Week'144/OLE2 Baseline Visit
through the OLE2 Week 48/PEOT Visit, visit windows of £14 days relative to the Week
144/OLE2 Baseline Visit on either. side of the scheduled dosing are permitted; however,
the Investigator should try to keep the subjects ofirthe original dosing schedule. Changes
to the dosing schedule outside the visit window must be discussed with the Medical Monitor.

e The dosing window from Baseline through Week 4 is +2 days relative to the scheduled
dosing visit. From Week 8 through;Week 24; the dosing window is +3 days relative to the
scheduled dosing visit. From Week 28through the Week 72 Visit, the dosing window is
+7 days relative to the scheduled dosing visit. From the Week 76 Visit through the OLE2
Week 40 Visit, the dosihg window.1s £14 days relative to the scheduled dosing visit.

e For the SFU and SFU2 Visits (20 weeks after the final dose), the visit window is £7 days
relative to the scheduled wisit date.

Change #18
Section'8.3.8 Week 144 Visit (14 days relative to Baseline)
The followingparagraphs were added:

If'Protocol Amendment #5.4 is implemented at the time subjects are treated in the OLE
Period (ie, up to Week 144; OLE2 Group A subjects), these subjects will be invited to
participate in the OLE2 Period and may directly roll over and continue their treatment
from the Week 144/OLE2 Baseline Visit as long as they do not meet any of the withdrawal
criteria and have provided informed consent.

If Protocol Amendment #5.4 is implemented at the time subjects have completed the Week
144 Visit and are in the SFU Period of the OLE Period or have completed the SFU of the

Confidential Page 251 of 263



UCB 01 Oct 2021
Clinical Study Protocol Bimekizumab PS0015

OLE Period (Group B subjects), these subjects will be invited to enter the OLE2 Period to
reinitiate their treatment in the OLE2 Period. However, before receiving the first dose at
the Week 144/OLE2 Baseline Visit, they will first undergo screening during the 4-week
OLE2 Screening Period (Section 8.4.1).

Change #19

The following sections were added

8.4 OLE2 Period

8.4.1 OLE2 Screening (up to 4 weeks) — applicable for OLE2 Group B only

Prior to any study specific activities of the OLE2 Period, subjects who completed the Week
144 Visit and are in the SFU or have completed the SFU of the OLE Period (OLE2-Group
B subjects) will undergo screening. Subjects who have used systemic treatments after Week
144 must have stopped this treatment 1 month prior to receiving the-first bimekizumab
injection in the OLE2 Period. Screening procedures may be performed during this time.
Subjects receiving systemic immunomodulatory medications for an indication other than
PSO must have their eligibility confirmed by the Medical Monitorprior to enrollment in
the OLE2 Period.

At the Screening Visit of the OLE2 Period(OL/E2 S¢reening-Visit), subjects will be asked to
read, sign, and date an ICF that has been approyved-by the Sponsor and an IRB/IEC and
that complies with regulatory requirements. Subjects will be given adequate time to
consider any information concerning the study given to them by the Investigator or
designee. As part of the informed.consent-procedure, subjects will be given the opportunity
to ask the Investigator any queéstions.regarding potential risks and benefits of continued
participation in the study.

The following procedures/assessments will'be performed at the OLE2 Screening Visit for
subjects in the OLE2 Group(B;

e Informed consent
e Inclusion/exclusion
e Urine drug screen

¢ Significant'past medical history including clinically relevant past or coexisting medical
conditions and surgeries (only applicable for subjects who completed the SFU, only new
or modified medical history since completing the SFU should be entered in eCRF)

o _AEs (only-for subjects in the SFU)
o~ Physical exam

e Vital signs (sitting systolic and diastolic BP, pulse rate, and body temperature) should
be obtained prior to blood sampling

e Collection of blood and urine samples for the following clinical laboratory tests:
— Hematology and biochemistry

— Urinalysis
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— Urine pregnancy test

— Hepatitis B and Hepatitis C

- HIV
e Tuberculosis questionnaire
e PASI
e Percentage of BSA
e IGA
e PHQ-9
e ¢eC-SSRS

e Prior and concomitant medication (including new or modified medications initiated
after SFU)

e Contact IRT
8.4.2 OLE2 Baseline Visit

Subjects who will still be treated in the OLE Period at the time‘of implementing Protocol
Amendment #5.4 (OLE2 Group A subjects) will attend Week 144 Visit and directly roll
over to the OLE2 Period to continue their treatment (bimekizumab 320mg Q8W). They
will undergo all study assessments of the Week 144 Visit and will receive bimekizumab
320mg Q8W at this visit, which will also coincide with the first visit of the OLE2 Period, ie,
the Week 144/OLE2 Baseline Visit.

Subjects who have completed Week>144 Visit-and are in the SFU of the OLE or have
completed the SFU Period at the time of-‘Protocol Amendment #5.4 implementation (OLE2
Group B subjects) will reinitiate-their treatment at the Week 144/OLE2 Baseline Visit, and
will be assigned a treatment'regimen based on their disease severity at the Week 144/OLE2
Baseline Visit (bimekizumab 320mg Q4W/Q8W for subjects with IGA score >3 or
bimekizumab 320mgQ8W for subjects with IGA score <3).

Applicable for OLE2 GroupsA and B:
e Physical exam
e Body,weight

e Vital signs (sitting systolic and diastolic BP, pulse rate, and body temperature) should
be obtained prior to blood sampling

¢~ Collection of blood and urine samples for the following clinical laboratory tests:
— Hematology and biochemistry
— Urinalysis
— Urine pregnancy test

e ¢C-SSRS
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e Tuberculosis questionnaire

e PASI

e Percentage of BSA
e IGA

e PHQ-9

e DLOQI

e Patient symptoms (itch, pain, and scaling)

e Concomitant medication

e AEs

e Contact IRT

Additional Procedures/assessments applicable for OLE2 Group A
e Informed Consent

e ECG

e Blood sample for bimekizumab plasma concentrations

¢ Blood sample for anti-bimekizumab antibodies

e IGRA TB test

e scalp IGA
e mNAPSI

e pp-IGA

e EQ-5D-3L
e PASE

e PGADA

e WPAI-SHP V2.0

At the Week 144/OLE2 Baseline Visit, after completion of the above-mentioned
procedures, administration of IMP will occur, preferably by self-injection under
supervision of the site personnel.

Distribution of IMP and accountability activities for home administration to be performed
as described in Section 7.2, Section 7.5, and Section 7.7.
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8.4.3 Self-injection at home (OLE2 Weeks 4, 8, 16, 32, and 40)

Subjects receiving bimekizumab 320mg Q8W will be given the opportunity for self-
injection of bimekizumab at home on the following weeks: OLE2 Weeks 8, 16, 32, and 40.

Subjects receiving bimekizumab 320mg Q4W/Q8W will be given the opportunity for self-
injection of bimekizumab at home on the following weeks: OLE2 Weeks 4, 8, and 16. At
OLE2 Week 16, subjects receiving bimekizumab 320mg Q4W/Q8W will switch to
bimekizumab 320mg Q8W regimen and will be given the opportunity for self-injection‘of
bimekizumab at home dosed at OLE2 Weeks 32 and 40.

Subjects of childbearing potential should conduct a home pregnancy test every-4)weeks. In
case of a scheduled home self-injection the pregnancy test needs to be performed
immediately prior to self-injecting bimekizumab at home. If the pregnaney-test résult is
positive, IMP should not be administered and the site should be contacted.

Adverse events will be captured spontaneously if the subject decides:to visit the site to
receive the bimekizumab administration.

All used syringes will be disposed of by subjects/caregivers as determined by the
Investigator in an acceptable disposal (sharps) eontainer directly.after the administration.
The subjects/caregivers return the documentation together with,any used/unused
containers at the next scheduled clinic visit:

8.44 OLE2 Week 12, Week 24, and Week 36 Visits (x14.days relative to OLE2 Baseline)

As depicted in Table 7-3, subjects-receiving-bimekizumab 320mg Q4W/Q8W should
receive IMP at the OLE2 Week 12\Visit,-and all subjects will receive Kkits for home
administration 4 weeks lateraat OLE2 Week 16: All subjects will receive IMP
administration at the OLE2 Week 24-Visityand will receive kits for home administration
8 weeks later. At the OLE2 WeeK-36 Visit, subjects will not be dosed and will receive Kits
for home administration 4 weeks'later, at OLE2 Week 40.

The following procedures/assessments will be performed/recorded at every clinic visit prior
to administration of IMP:

e Physical exam

e Vital signs (sitting systolic and diastolic BP, pulse rate, and body temperature) should
be obtaimed-prior. to blood sampling

e Uriné pregnancy test, for applicable subjects
e Tuberculosis questionnaire

¢ PASI

e Percentage of BSA

e IGA

e Patient symptoms (itch, pain, and scaling)
e PHQ-9

e ¢eC-SSRS
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e (Concomitant medication
e AEs
e (Contact IRT

The following will be additional assessments will be performed / recorded every 24 weeks
(ie, OLE2Weeks 24 and 48) prior to administration of IMP

e Collection of blood and urine samples for the following tests should be obtained prior to
dosing:

— Hematology and biochemistry
— Urinalysis

e DLOQI

At the OLE2 Week 12 and Week 24 Visit, after completion-of the aboeve-mentioned
procedures, administration of IMP will occur, preferably by self-injection under
supervision of the site personnel.

Distribution of IMP and accountabilityactivitiesfor home administration to be performed
as described in Section 7.2, Section 7.5,and Se¢tion 7.7.. Home pregnancy tests will be
provided for testing every 4 weeks-as appropriate (Fable 5-2 and Table 5-3).

8.4.5 OLE2 Week 48 Visit (14 days relative to-OLE2 Baseline)
The following procedures/assessments-will.be performed/recorded:
e Physical exam

e Body weight

e Vital signs (sitting systolic BP and diastolic BP, pulse rate, and body temperature)
should be obtained prior-to.blood sampling

e Collection of-blood and urine samples for the following clinical laboratory tests should
be obtained prior.to dosing:

— Hematology @nd chemistry
— . ‘Urinalysis

5 Urine pregnancy test

— IGRA TB test

e Tuberculosis questionnaire

e PASI
e Percentage of BSA
e IGA
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e DLQI

e Patient symptoms (itch, pain, and scaling)

e PHQ-9

e eC-SSRS

e Concomitant medication
e AEs
e (Contact IRT

Return of IMP and accountability activities for home administration to be performed as
described in Section 7.2, Section 7.5, and Section 7.7.

Change #20

Section 8.5  Premature End of Treatment Visit

The following text was added:

If a subject is withdrawn from the study during the OLE2 Period:

e The subject will be withdrawn from IMP;.will undergo the same assessments as the
OLE?2 Week 48 Visit (see Section_8.4.5)-and will.enter-the SFU2 Period.

e The subject will be encouraged to return forthe SFU2 Visit (20 weeks after the last
received dose; see Section 8.7).

Change #21

The following section was added:

8.7 Safety Follow-Up Visit 2-(20 weeks after final dose in the OLE2 Period, £7 days)
The following procedures/assessments will be performed/recorded:

e Physical exam

e Vital signs (sitting systolic and diastolic BP, pulse rate, and body temperature) should
be obtained prior.to blood sampling

e Collection of - blood and urine samples for the following tests should be obtained at this
visit:

— Hematology and biochemistry
— Urinalysis
— Urine pregnancy test

e ¢eC-SSRS

e Concomitant medication

e AEs
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e (Contact IRT

Change #22
Section 8.8 Unscheduled Visit

At the Investigator’s discretion, an Unscheduled Visit may be completed at any time during the
study but prior to the SFU Visit, if deemed necessary for the subject’s safety and well-being.

Was changed to:

At the Investigator’s discretion, an Unscheduled Visit may be completed at any time during the
study but prior to the SFU Visit or SFU2 Visit (depending on which period, OLE orOLE?2,
the participant is in), if deemed necessary for the subject’s safety and well=being.

Change #23

Section 10.1 Pharmacokinetic variables

The following sentence was added:

Blood samples for the measurement of PK assessments will not’be collected in the OLE2
Period.

Change #24
Section 11 ASSESSMENT OF IMMUNOLOGICAL, VARIABLES
The following sentence was added:

Blood samples for the measurement of antibodies to bimekizumab will not be collected in
the OLE2 Period.

Change #25

Section 12.2 Laboratery measurements

Table 12-2 Laboratory measurements

Hematology Chemistry Urinalysis dipstick®

Lipid panel

NT-proBNP®

Serum pregnancy testing®

b/ Assessments of NT-proBNP and CRP will not be performed during the OLE Period.
¢ Pregnancy testing will consist of serum testing at the Screening. Urine pregnancy testing will be performed at
all other visits.
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Was changed to:
Table 12-2 Laboratory measurements
Hematology Chemistry Urinalysis dipstick®
Lipid panel®
NT-proBNP®
Serum pregnancy testing®

b Assessments of NT-proBNP and CRP will not be performed during any OLE Period; in addition,lipid panel
will not be performed during OLE2 Period.

¢ Pregnancy testing will consist of serum testing at the initial Screening. Urine pregnancy testing ‘will be
performed at all other visits.

Change #26
Section 12.3.2 Pregnancy testing

Pregnancy testing will consist of serum testing at the Screening, The preghancy test will be urine
at other visits.

The Screening Visit serum pregnancy testing results must be negative and received and reviewed
prior to randomization.A negative urine pregnancy testresult should be obtained immediately
prior to each administration of IMP as spéecified in. Table 5—1 and Table 5-2. Pregnancy tests
should be administered to all female subjects of childbearinig potential, regardless of their use of
birth control.

Subjects of childbearing potential'should conduct-a home pregnancy test every 4 weeks. Home
pregnancy tests will be provided to participantsfor use at Weeks 60, 68, 76, 80, 88, 92, 100, 104,
112, 116, 124, 128, 136, and 140. At-weeks-on which IMP dosing is scheduled (specified in
Table 51 and Table 5-2), a negative uriné-pregnancy test result should be obtained immediately
prior to the administration of IMIP. In the case of a positive pregnancy test result, IMP should not
be administered and the site should‘be contacted.

Was changed to:

Pregnancy testing Will consist’of serum testing at the initial Screening. The pregnancy test will
be urine at other visits, including at the OLE2 Screening Visit.

The Screening Visit'serum pregnancy testing results must be negative and received and reviewed
prior to.randomization.

A négative utine pregnancy test result should be obtained immediately prior to each
administration of IMP at the visits specified in Table 5-1, Table 5-2, and Table 5-3. Pregnancy
tests should be administered to all female subjects of childbearing potential, regardless of their
use of birth control.

Subjects of childbearing potential should conduct a home pregnancy test every 4 weeks. Home
pregnancy tests will be provided to participants for use at Weeks 60, 68, 76, 80, 88, 92, 100, 104,
112, 116, 124, 128, 136, and 140, and at the OLE2 Weeks 4, 8, 16, 32, and 40. At weeks on
which IMP dosing is scheduled (specified in Table 51, Table 5-2, and Table 5-3), a negative
urine pregnancy test result should be obtained immediately prior to the administration of IMP. In
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the case of a positive pregnancy test result, IMP should not be administered and the site should
be contacted.

Change #27

Section 12.4.2 Medical history

A complete medical history will be collected as part of the Screening assessment and include all
clinically relevant past or coexisting medical conditions and surgeries. Findings will be recorded
in the eCRF.

Was changed to:

A complete medical history will be collected as part of the initial Screening assessment and
include all clinically relevant past or coexisting medical conditions and surgeties- Findings will
be recorded in the eCRF.

For OLE2 Group B, only new or modified medical history since completing the SFU will be
collected at OLE2 Screening and entered in eCRF.

Change #28

Section 12.4.4 Data Monitoring and Adjudication Committees

The Cardiovascular and Neuropsychiatric Adjudication)\Committees will monitor the study
through the last subject completing the OLE and SEW Periods'for PS0015.

Was changed to:

The Cardiovascular and NeuropsychiatriccAdjudication Committees will monitor the study
through the last subject completing the(OLE, SFU, OLE2, and SFU2 Periods for PS0015.
Change #29

Section 14.1 Definition of analysis sets

The following paragraph-was added:

The OLE2 Period Set(OL2S).will consist of all subjects that receive at least 1 dose of IMP
at the Week 144/OL.E2 Baseline or later in the OLE2 Period (including the Week
144/OLE2 Baseline dose).

Change #30

Section)14.3.2.2) “ Analysis of the other efficacy variables

In'general, data will be summarized by visit through Week 48 in the double-blind Treatment
Period and then by visit in the OLE Period separately. All summaries of data up to Week 16 will
be based on the RS for the 2 randomized treatment groups (bimekizumab and secukinumab). For
visits after Week 16 in the double-blind Treatment Period, by-visit summaries will be prepared
for the following 3 groups of subjects:

Was changed to:

In general, data will be summarized by visit through Week 48 in the double-blind Treatment
Period and then by visit in the OLE Period and OLE2 Period separately. All summaries of data
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up to Week 16 will be based on the RS for the 2 randomized treatment groups (bimekizumab and
secukinumab). For visits after Week 16 in the double-blind Treatment Period, by-visit summaries
will be prepared for the following 3 groups of subjects:

And the folloing sentence was added:

In the OLE2 Period, selected efficacy variables of interest will be summarized descriptively
by OLE2 Period Treatment Group during the OLE2 Period.

Change #31

Section 14.5.1 Safety analyses

Safety variables will be analyzed for all subjects in the SS. This will include all-subjects Who
took at least one dose of study medication. Selected analyses will also be presented forMS and
OLS.

Was changed to

Safety variables will be analyzed for all subjects in the SS. This will'include all subjects who
took at least one dose of study medication. Selected analyses will also be.presented for MS,
OLS, and OL2S.

Change #32

Section 14.8 Planned interim analysis

An interim analysis is planned at Week48, details of which will be documented in the SAP.
Additional interim analyses may.be\performed (details-of which will be documented in the SAP).
Corresponding interim Clinical Study Reports (CSRs) may be written. A final analysis and
updated final CSR will be prepared once’all data‘through the SFU visit and including the OLE
Period have been collected.

Was changed to
An interim analysis is planined at. Week 48 and Week 144, details of which will be documented

in the SAP. Additional-interim analyses may be performed (details of which will be documented
in the SAP). Corresponding ifiterim Clinical Study Reports (CSRs) may be written. A final
analysis and updated final €SR will be prepared once all data through the OLE2 Period and
SFU2 Visit have been collected.

Change#33

Section’'15.1~Informed consent

Allsubjects-enrolling in the OLE Period will sign a new ICF.

Was changed to

All subjects enrolling in the OLE Period will sign a new ICF. Similarly, all subjects enrolling
in the OLE2 Period will sign a new ICF.
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19 DECLARATION AND SIGNATURE OF INVESTIGATOR

I confirm that I have carefully read and understood this protocol and agree to conduct this
clinical study as outlined in this protocol, according to current GCP and local laws and
requirements.

I will ensure that all subinvestigators and other staff members read and understand all aspects of
this protocol.

I have received and read all study-related information provided to me.

The objectives and content of this protocol as well as the results deriving from it wilkbe'treated
confidentially, and will not be made available to third parties without prior authorization by
UCB.

All rights of publication of the results reside with UCB, unless other agreements were made in a
separate contract.

Investigator:

Printed name Date/Signature
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20 SPONSOR DECLARATION

I confirm that I have carefully read and understand this protocol and agree to conduct this
clinical study as outlined in this protocol and according to current GCP.
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