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1.0 PROTOCOL SUMMARY
1.1 Synopsis
(5'\\0
Name of Sponsor: Bond Avillion 2 Development LP §\\0
e
2P
Name of Finished M1095 &
. O
Product: N
Q
Q
Name of Active M1095 ©
Ingredient: \Q;(\
Title of Study: A phase 2b randomized, double-blind, placebo co @%)lled, multi-center

12-week study with an additional 40-week ‘fe'@%w-up assessment of
efficacy, safety and tolerability of M1095 iR(bﬁ{ﬁ)jects with moderate to
severe chronic plaque-type psoriasis. q

Protocol No: AV002

o

)

Co-ordinating North America:

Investigators: O R
O
Study centers: Approxinéég@b sites, in Europe and North America
. 7
Study duration: 52 weeks Q’?@ Phase: 2b
Objectives: 0*(0
. >
Primary: O{\

e To evaluate tlg@%fﬁcacy of four dose regimens of M1095 compared to placebo on
achieveme t@cf’ an Investigator’s Global Assessment (IGA) score of 0 or 1 after 12 weeks of
treatmenbﬁl subjects with moderate to severe chronic plaque-type psoriasis.

Secondary: ¥

e Todvaluate the efficacy of four dose regimens of M1095 compared to placebo during a 12-
«Week treatment period on secondary endpoints: Psoriasis Area Severity Index (PASI) 75,

S?PASI 90, PASI 100, change in PASI and shift in IGA.

e To assess the dose-regimen efficacy relationship for M1095 after 12, 24, 36, and 48 weeks of

treatment.
e To evaluate the longer-term efficacy of M1095 at Week 24 and at Weeks 36 and 48.
e To assess the safety and tolerability of M1095.

X

Q
\\QJ
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Exploratory:
e Assessment of the quality of life and health outcomes of subjects treated with M1095 over
48 weeks via quality of life instruments evaluated every 12 weeks.

This is a multi-center phase 2b study in subjects with moderate to se@@e chronic plaque-type
psoriasis. Approximately 300 subjects will be enrolled at approximatel 60’ investigator sites in North
America and Europe. The study will consist of a 4-week screening pgfiod (Week -4 to Week 0), a 12
week treatment period which is placebo-controlled (Week 0 to Week 12), a 12 week maintenance/
escalation period where all subjects are on active treatme T\@Veek 12 to Week 24), a 24 week
response assessment/dose hold period where active tn@at\\ is withheld if subjects being treated
with M1095 have an IGA score of 0 at the beginnir@%f %@ period (Week 24 to Week 48) and a final
assessment period for safety follow up (Week %o \X& 52). The study will be double-blind up to
Week 24, with subject- and investigator-blin@i%@ned throughout.

O &
Subjects will be randomized in a 1:1:1'& 1\@0, with approximately 50 subjects randomized into
each of six treatment groups as show elor&} and in Figure 1:

oD
Placebo wk 0, 1, 2, 3,4, 6, 8, &)QQMIO% 120mg wk 12, 14, 16 and g4w.

M1095 30mg wk 0, 2, 4, 8,42 and q4w.
M1095 60mg wk 0, 2, 4, €, 12 and q4w.
M1095 120mg wk o&@fﬁ, 8, 12 and q8w.
M1095 120mg wk®;2, 4, 6, 8, 10, 12 and g4w.

6. Secukinumab%gg gwk0,1,2,3,4,8,12 and q4w.

Prior to Week 24:.*©

M1095 subjects-fn Arms 2 and 3 will receive placebo at Weeks 1, 3, 6, 10 and 14.
M1095 subjeots in Arm 4 will receive placebo at Weeks 1, 3, 6, 10, 14 and 16.
M1095 subjects in Arm 5 will receive placebo at Weeks 1, 3 and 14.
Secu\\’l@ﬁmab subjects in Arm 6 will receive placebo at Weeks 6, 10 and 14.

AR

SQﬁﬁ\ects randomized to 30mg or 60mg M1095 who do not achieve an IGA score of 0 or 1 at Week
}013 will be dose escalated to 120mg q4w starting at Week 12.

Any subjects on M1095 who did not undergo dose escalation at Week 12 and who achieve an IGA
score of 0 at Week 24 will have study drug withheld and will receive placebo g4w. Subsequently, if
IGA score is 1 or more, these subjects will re-commence M 1095 at the dose they received prior to

e Assessment of the population pharmacokinetics (PK) of various doses and dose regimens of O
M1095. '\\0@
e Assessment of the development of anti-drug antibodies for various doses and dose regimena}géQ
of M1095. O
e Assessment of change in efficacy from Week 12 to Week 24 in subjects who undergoegose
escalation. O
e Assessment of M1095 efficacy after being withheld in subjects with an IGA(fo\ore of 0 at
Week 24. g
S
Study Design: o)
N
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Week 24 on a g4w regimen at the visits scheduled by the protocol until the end of the treatment
period. Dose will not be withheld for a second time, irrespective of subsequent IGA scores.

Subjects receiving secukinumab will continue to receive 300mg g4w throughout the study.

The subject blind will be maintained by the use of M1095 and matched placebo. The syringes used
for all M1095 and placebo doses will be identical. All subjects will receive two injections of ImL at
each visit. There is also physical protection of the blind. Subjects will be asked to wear an eye-m@@l@

for all injections. %\\,0
Randomization will be stratified by prior biologic use (yes or no) and weight (<90kg, >90k s\
O
N
Figure 1 Flow chart / design diagram Q)Q\%
"
oF
K
‘ INDUCTION | | MAINTENANCE/ESCALATION | ‘ RESPONSEAS,S{QSB\ / DOSE HOLD |
N
A — . ‘\' f e o o
(1) Placebo L H M1095 120mg H |+ - IEM1095 dose has been |—»
Week 0,1,2,3.4.6.8, 10 Week 12, 14, 16 & gdw ated from 30mg or
K%ﬂmgat“fe&k 12, stay IR
< (" on 120mg gdw. Ne - & 2
3 @)M109530mg || || =IGALMI09S30mguki2&qdwt || (M| furtherdosechanges. | F | | ® || *
== Week 0,2, 4, 8* ~IGA1->M1095 120mg wk12 & qw* [ . B||\&| D
F e { s + IFIGAis 1 or mome, LN L
? ; AN N\ stay on current dose. :ﬂ E E
=B (3) M1095 60mg L) | ZIOALAIS m@” H . wicAisoMioSwil FHe || 2] | @
e | | Week 0,2, 4, 8* < || =IeAl —>M1095/1%4Q1g wk(lg@’q-ﬂw‘ < be withhald (placebo § g =4
? - ﬁ- O 2 will be given). Restart &l |® ‘g
» Ll previous dose at gdw
F||F (4) M1095 120mg = 11005 1)Bimg b~ interval when IGA is 1 22| =
< | a Week 0, 2, 4, 8* sl % 8w ™ [ ormore N
it g L 2.4, A &E& q8w . = é g
2| |§ RN AEE
g||3 GM095120mg || |1 L G11005 120mg L H 5| 5|4
g Week 0,2, 4, 6,8, 10* ;\\Q%eek 12 & gdw* =g g
. (g &l|3||3
(6) Secukimimab 300mg | | Qé\ Secukinumab 300mg L
Week 0,1,2,3.4.8° | & Week 12 & gdw*
\.{b(\
\

* Prior to Week 24
g.rms 2 and 3 will receive placebo at Week 1, 3. 6, 10 and 14.

M1095 subject Q

M1095 sub'e&u.ﬂum‘i will receive placebo at Week 1, 3, 6. 10, 14 and 16.
M1095 subjects in Arm 5 will receive placebo at Week 1. 3 and 14.
Smﬂgfhab subjects in Arm 6 will receive placebo at Week 6. 10 and 14.

&
(7
The last s@ﬁy drug injection is at Week 44, with key safety and efficacy evaluations at Week 48 and
final sgigty and efficacy assessments at Week 52.
O

nned number of 300
“subjects:
Diagnosis and Inclusion Criteria:
fnam ?rlterla for 1. Ambulatory male and female subjects between 18 and 75 years
inclusion: .
of age at time of consent.
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Exclusion Criteria: o)

Subject has had stable moderate to severe plaque-type psoriasis
for at least 6 months prior to randomization (e.g., no morphology
changes or significant flares of disease activity in the opinion of
the investigator).

Subject must be considered, in the opinion of the investigator, not
adequately controlled by photo, topical or previous systemi@
treatments and a candidate for systemic biologic therapy. \\,

Subject has IGA >3, involved body surface area (BSépglo%,

and PASI >12 at screening and at baseline. %\0

Subject is in the opinion of the investigator able\ig comply with

the study procedures. C§

Following verbal and written information‘\&%ut the study, subject
must provide signed and dated informgg@onsent before any study
related activity is carried out. AA

X

(&

X
5

1.

Subject diagnosed with;;OQe\rythrodermic psoriasis, pustular
psoriasis, guttate rla\ , or other skin conditions at the time of
the screenin @sn g., eczema) that would interfere with
evaluation g? 8§0r1a51s (Note: psoriatic arthritis is NOT
exclusi ),\/‘b

Subaoéb? hgbodrug induced psoriasis (i.e. new onset or current
exdce bﬁon from beta-blockers, calcium channel inhibitors or

llth,k

3@@\%her medical conditions:

a. At the time of consent, subject has a planned in-patient
surgical intervention between baseline and the Week 52
evaluation.

b. Subject has an active infection or history of infections as
follows:

1. Any active infection for which systemic anti-
infectives were used within 28 days prior to
randomization.

ii. A serious infection, defined as requiring
hospitalization or intravenous anti-infectives
within 8 weeks prior to randomization.

iii. Any history of bone infection requiring surgical
intervention and/or intravenous antibiotics.

iv. Recurrent or chronic infections or other active
infection that, in the opinion of the investigator,
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C.

d.

Ny
@
<
D
2
N
QQO h.
OOJQ
xS
S
&
NS 1
\QQ
O
W
I
O
& j
&
\@;
k.

might cause this study to be detrimental to the
subject.

Subject has active tuberculosis.

Subject has a positive QuantiFERON®-TB Gold test for

tuberculosis at screening, or the first test and a repeat test

are both indeterminate, unless (i) subject has a known
history of latent TB and has completed a coyrsg’ of
treatment or (ii) subject has received sufficient g@atment
for latent TB to allow concomitant treatr%éht with a
biological therapy as per local guidelin\'é\ (note these
subjects must continue their conconmitant latent TB
treatment to completion while partigipating in the study).
If these subjects are outside of thesscreening window (>28
days since consent) when ghey become eligible to
participate, they should be (E.\l y re-screened for the study.

Subject has an underlﬁn{g condition (including, but not
limited to meta%qﬁc, hematologic, renal, hepatic,
pulmonar ,{nel&g%gic, endocrine, cardiac, infectious or
gastroinétin@ which in the opinion of the investigator
placg%e@a}bject at unacceptable risk for receiving an

11ﬂﬁ§gr/teiﬁmdulatory therapy.

\
@%u\b@ct has known history of inflammatory bowel
&

€asc.

ng\.\ Subject with known chronic liver disease or tests positive

for hepatitis B virus (HBV) infection or has antibodies to
hepatitis C virus (HCV) at screening (see Section 10.5,
Appendix 5 in the protocol main text).

Subject has antibodies to human immunodeficiency
virus (HIV) at screening (see Section 10.5, Appendix 5
in the protocol main text).

Subject has history of heart failure, myocardial infarction
or unstable angina pectoris within the 12 months prior to
randomization.

Subject has uncontrolled hypertension characterized by
two blood pressure measurements separated by at least 15
minutes with systolic >160mmHg or diastolic
>100mmHg.

Subject has clinically significant electrocardiogram
(ECG) abnormalities on centrally read ECG.

- O
'\\0(5\\
»
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4. Subject has laboratory abnormalities at screesdng, including any
of the following:

a.

b.
C.

d.

eovgfz(\s@‘t/l&e lymphocyte count <0.50 x 103/uL.
X
Qfé/ Riatelet count <100,000/pL.

Q,}g&\ Creatinine clearance of <30mL/min (calculated via

Subject has any active malignancy, including evidence of
cutaneous basal or squamous cell carcinoma or
melanoma.

Subject has history of malignancy within 5 years
EXCEPT cutaneous squamous or basal cell carcinoma, in

situ cervical cancer, or in situ breast ductal carcinom%<
which has been treated and considered cured. %\\’O

Subject has any concurrent medical condition t%afé\ in the
opinion of the investigator, could cause this‘%@udy to be
detrimental to the subject. \Qf\
oF

&
Aspartate  aminotransferase {\(b(AST) or alanine
aminotransferase (ALT) >2§§ the upper limit of normal
(one  retest is all ed for aminotransferase
abnormalities). (\O

O
Serum diregkt bi@n >1.5 mg/dL.
White (a%d,gﬁl (WBC) count <3.00 x 103/uL.

Ak@.lg%ﬁ(e\utrophil count <1.50 x 10%/uL.

Cockcroft Gault). A subsequent 24-hour urine
collection may be performed with the prior approval of
the Medical Monitor, and if via urine collection the
creatinine clearance is >30mL/min the subject is eligible
for the study.

AMENDMENT FOR CZECH REPUBLIC

Creatinine clearance of <60 mL/min (calculated via
Cockcroft Gault). A subsequent 24-hour urine collection
may be performed with the prior approval of the Medical
Monitor, and if via urine collection the creatinine
clearance is >60mL/min the subject is eligible for the
study.

Any other laboratory abnormality, which, in the opinion
of the investigator, will prevent the subject from
completing the study or will interfere with the

interpretation of the study results.
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5. Subject has used topical therapy as follows:

a. Topical psoriasis treatment within 14 days of
randomization, including, but not limited to,
corticosteroids, anthralin, calcipotriene, topical vitamin D W
derivatives, topical calcineurin inhibitors, retinoids QQ
tazarotene, as well as emollients and other nen-
prescription topical products that contain urea,,ﬁ?‘;}
salicylic acid, or alpha- or beta-hydroxyl acids, and
medicated shampoos (e.g. those that c%i@ain >3%
salicylic acid, corticosteroids, coal tar, @\ vitamin D3

analogues). Q

S

Exceptions: mild/least potent;\@%pical steroids are
permitted during screening f‘%‘\%se limited to the face,
axillae, and/or genitalia b “must be discontinued 24
hours prior to the basoegﬁ& visit (randomization).

b. Bland emollients Q@it\hout alpha or beta hydroxy acids)
within 24 hourgfet baseline visit (randomization). Note
that aSé)ﬁ S@Qﬁon 6.5 bland emollients (without alpha

or beta hydroxy acids) may be used during the study
@ Vi YY NOT be used within 24 hours prior to any
visit.

Q
6. Subje t‘ﬁ%s used the following within 28 days of randomization:
ultraViolet A (UVA) light therapy (with or without psoralen);
aviolet B (UVB) light therapy; excimer laser; oral retinoids;
Cmethotrexate;  cyclosporine;  systemically  administered
O calcineurin inhibitors; azathioprine; thioguanine; hydroxyurea;
0{\' cyclophosphamide; fumarates; apremilast; or oral or parenteral
\\’QQ corticosteroids  including intramuscular or intraarticular
2 administration (exception: otic, nasal, ophthalmic, or inhaled
O corticosteroids within recommended doses is permitted); other

R non-biologic systemic therapy for psoriasis.

O\'Q 7. Subject is not willing to limit ultraviolet (UV) light exposure (e.g.
< sunbathing and/or the use of tanning devices) during the study.

& 8. Subject has received live vaccine(s) within 6 weeks of
\Q;(\ randomization.

9. Subject has received prior treatment at any time before screening
with any compound (marketed or investigational) targeting IL-17
(i.e. direct inhibitor, receptor blocker, etc.).
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S
\@Q
S
QO
N 17

10.

11.

12.

13.

14.

15.

16.
«&a positive urine pregnancy test at baseline (Week O,

. Subject is pregnant or breast feeding, or planning to become

18.

19.

20.

Subject has received prior treatment at any time before screening
with more than 2 biologic therapies (ustekinumab, tumour
necrosis factor (TNF) targeting therapies, or investigational
therapies).

Subject has received TNF targeting therapies in the 12 weeks
prior to randomization, ustekinumab in the 6 months prior te|
randomization, or investigational biological therapies within“12
weeks, or 5 half lives of randomization, whichever is theéo%ger.

Subject has known sensitivity to any of the %@%ucts or
components to be administered during dosing. \Qf\

Subject has a history or evidence of suicidal @e%tion or behavior
within the 12 months prior to randomizati,o\g%r evidence of severe
depression at screening or baseline [i.s\ everity level 3, 4 or 5
based on an assessment with the elé¢tronic Columbia Suicide

Severity Rating Scale (¢C-SSRS)S

N
Subject has a history of chrgr@c alcohol abuse or chronic drug
abuse, or has used intravqg‘&ls (IV) drugs in the past 2 years.\

. W : o
Women of chlléase g potential who are not willing to use
highly effec 'x@m@t@ods of birth control during treatment and for
12 weekx e%'\t@e last dose of study drug. See Section 10.4,
Appendi 40@3’ the main protocol text for the definition of child
bea@ g&ential and guidance on highly effective methods of
bit¢h Qgrﬁtrol.
&
Qﬁ%ject has a positive serum pregnancy test during screening or

randomization visit), except those surgically sterile or at least 1
year postmenopausal.

pregnant while enrolled in the study and for 12 weeks after the
last dose of study drug.

Male subjects who are not willing to use contraception during
treatment and for 12 weeks after the last dose of study drug. See
Section 10.4, Appendix 4 for definition of permitted methods of
contraception in male subjects.

Subject will not be available for protocol required study visits or
procedures, (e.g. venepuncture) to the best of the subject's and
investigator's knowledge.

Subject has any kind of disorder that, in the opinion of the
investigator, may compromise the ability of the subject to give
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informed consent and/or to comply with all required study

procedures.
21. Subject is either

a. Currently enrolled in  another interventional,

investigational device or drug study.

b. Has been in another investigational device or Sﬁﬁ\g
study(s) in the 30 days prior to consent. 0\9

22. Subject or subject’s immediate family is an employeefgﬁhe study
sponsor (Bond Avillion 2 Development LP), Avilligh'LLP, EMD
Serono, Merck KGaA or any contract rese organization

(CRO) associated with the study. Qo‘

23. Subject or subject’s immediate family is @%rkmg for or employed
by the investigator. 4’0

>

Reference therapy,
dose, and mode of
administration:

A
)

. Placebo, in 2 x 1mL subcutaneous m?gctions given at Week 0, 1, 2,
3,4, 6,8 and 10. (These subjech\mll then receive study drug:
M1095, 120mg, in 2 x ImL g&lﬁcutaneous injections, i.e. ImL study
drug, ImL placeboé?ven@ eek 12, 14, 16, and q4w).

Active therapy, dose
and mode of

administration:
q
K

%\‘»
N
o_,Q’
NS
\QQ
O
\0
&
O
&
Q
<
5P
(@)
60

2. M1095, 30 m 2,&)?mL subcutaneous injections, i.e. ImL study
drug, lmL glven at Week 0, 2, 4, 8, 12 and g4w.
(These s Q/lll also receive placebo, in 2 x ImL subcutaneous

inj ect@§

eekl 3,6,10 and 14).

3. M1095 @ mg, in 2 x ImL subcutaneous injections, i.e. ImL study

drugtmL placebo, given at Week 0, 2, 4, 8, 12 and q4w.
(These subjects will also receive placebo, in 2 x 1mL subcutaneous
3 jections, at Week 1, 3, 6, 10 and 14).

§4 M1095, 120 mg, in 2 x ImL subcutaneous injections, i.e. ImL study

drug, ImL placebo, given at Week 0, 2, 4, 8, 12 and q8w.
(These subjects will also receive placebo, in 2 x ImL subcutaneous
injections, at Week 1, 3, 6, 10, 14, 16, 24, 32 and 40).

. M1095, 120 mg, in 2 x ImL subcutaneous injections, i.e. ImL study
drug, ImL placebo, given at Week 0, 2, 4, 6, 8, 10, 12 and g4w.
(These subjects will also receive placebo, in 2 x ImL subcutaneous
injections, at Week 1, 3 and 14).

. Secukinumab, 300mg, in 2 x ImL (150mg/mL) subcutaneous
injections, given at Week 0, 1, 2, 3, 4, 8, 12 and g4w.
(These subjects will also receive placebo, in 2 x ImL subcutaneous
injections, at Week 6, 10 and 14).
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The 30mg and 60mg M 1095 doses (in arms 2 and 3) will be escalated at
Week 12 in subjects who have not achieved an IGA score of 0 or 1, as
described in Section 6.6.1.

M1095 doses (in arms 1 to 5) may be replaced by placebo at Week 24 as<

described in Section 6.6.2 of the main protocol text. ~0®
XS
Criteria for evaluation: O\%V
Primary Endpoint: . \OQ
e [GA score of 0 or 1 at Week 12, with an IGA reduction of at least 2 points fro\@%aseline.
Secondary Endpoints: KQI\"
e Efficacy: (\O
o PASI75 at Week 12. &
o PASI90 at Week 12. &
o PASI 100 at Week 12. D
o PASI 75, PASI 90 and PASI 100 beyond Week 12 K{b
o

Change from baseline in PASI score and inébtal BSA affected by plaque-type
psoriasis. >
o Shift from baseline in IGA score ca
e Safety: Adverse events, skin evaluatio CPabeﬁtory assessments, vital signs, ECGs, drug
discontinuations, and instruments to % s%&pression and suicidality [electronic Columbia-
Suicide Severity Rating Scale (eggS R\Q) and Personal Health Questionnaire Depression
Scale (PHQ-8)]. X \5@0
Exploratory Endpoints: <& be
e Dermatology Life Quality In ’S}Q(DLQI), Short Form 36 (SF-36) and Euro-Quality of Life
Questionnaire for Psoriasi(& Q-PSO).
* Population PK evaluation.
e Anti-drug antibodies? determination of binding and neutralizing antibodies defined by
percentage of subjects with antibodies and titers of antibody.
e Monitoring ofpré-existing antibodies against M1095.
e IGA and P&@I endpoints in subjects who dose escalate to 120mg M1095 q4w at Week 12.
e IGA a@&’ASI endpoints in subjects with an IGA score of 0 for whom M1095 is withheld at

Wegle24.
X

Statistical Methods
\6\
é_hmple size:

§‘\A total of approximately 300 subjects will be randomized, approximately 50 per treatment group.

R
A P
or N

With this sample size, the study has >99% power to detect a statistically significant difference
between any treatment arm and placebo in the IGA score of 0 or 1 responder rate at Week 12, with a
two-sided, unadjusted type I error of 0.05. These calculations assume IGA score of 0 or 1 rates of
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>88% for study drug and <7% for placebo. As this is a phase 2 study, there will be no adjustments
for multiplicity.

Exploratory analyses between the different dose regimens of M1095 will also be performed. The

PASI 100 response rate offers more discriminatory potential for this. Phase 1 data and response

simulations give a PASI 100 response rate at Week 12 varying from 45 to 72%. With the sample size ¢

of approximately 50 subjects per group, based on these assumed PASI 100 response rates at W

12, the comparison between the highest and lowest M1095 doses has approximately 79% poy{/@&\:’
o)

Analysis sets: ~\OQ

The Intent to Treat (ITT) population includes all subjects randomly allocated to a ‘%%%tment. The

Modified Intent to Treat (MITT) population includes all subjects in the ITT Analysi@,‘%'et who receive

at least one dose of study drug, have a baseline, and at least one post baseline efﬁcacy assessments.

The Per-Protocol (PP) population includes all subjects in the MITT AnalySis Set who have no

important protocol deviations affecting the assessment of efficacy. Mem,gé?ship of the PP Analysis

Set will be confirmed prior to unblinding the data. The ITT, MITRﬁ\nd PP populations will be

analyzed per planned treatment. OK‘b(\

The Safety population is all subjects who receive at least ougcfl\ose of study treatment. The Safety

population will be analyzed per the actual treatment rek;eié@?

Primary analysis: C)O xR

The primary endpoint is achievement of an J@? Ste of 0 or 1 at 12 weeks. The response rate for

the IGA score of 0 or 1 at Week 12 is deﬁ%d %?{\/tlhe proportion of subjects at Week 12 with an IGA
ageli

score of 0 or 1 and with a reduction er& ne IGA of 2 points or more. Baseline IGA score is
the last score prior to the first dose ofstud§ medication. Any missing IGA score of 0 or 1 response
will be imputed as a non-response. \ng\\(\

The primary analysis will be base@@n the ITT Analysis Set. The primary treatment comparisons will
be made using the two-sided @chran-Mantel-Haenszel (CMRH)) test stratified by prior biologic use
(yes/no) and body weight sO&a{?um (<90kg, >90kg.)

Sensitivity analyses: @\\’Q

The primary analysis will be repeated on the MITT and PP Analysis Sets. Furthermore, selected

sensitivity analy§es will be performed on the ITT Analysis Set, including multiple imputation and

last-observatzon carried forward.

O

Secondaf?vo analyses:

Se ary efficacy and QoL endpoints will be compared between treatments at each visit up to Week

48-using the CMH test for binary endpoints and an Analysis of Covariance (ANCOVA) model for
“changes from baseline.

Safety data will be summarized in the Safety Analysis Set by treatment and over time, for each
treatment period separately and overall.
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Exploratory analyses:
Exploratory analyses of efficacy will be made for (i) all subjects who were dose-escalated at Week
12, and (i1) all subjects who had active treatment withheld following an IGA score of 0 at Week 24.

Subgroup analyses: 4
Subgroup analyses of key efficacy and safety data will be performed as appropriate by geo graphiga@

region, prior biological use, weight category, gender and geriatric status. &

LN

)
Interim analyses: : \OQ
An independent Data Monitoring Committee (DMC) will be established to perform©nd review
interim analyses during the study. The DMC will be operational prior to enrolment e first subject

into the study. The composition and operation of the DMC will be described in 2DMC charter. The
charter will also detail how the communication between the DMC and the sp&tfs\or will be firewalled

to preserve the blinding and integrity of the study. Q}\(b
3

The DMC will closely monitor the safety and tolerability data throughqﬁt the trial. No formal analysis
of efficacy is planned during the double-blind, placebo-controlled12-week induction phase.

(\
An unblinded interim analysis of 12-week data will occur at £ * completion of the Week 12 period,
while the study is still ongoing. These data will be Ql%are&@vith firewalled individuals who are not
directly involved in the conduct of the study. QO (\@Q

Q O
A second interim analysis will occur at the p etton of the Week 24 period. All investigators and
subjects will remain blinded to treatment assigiments until the last subject completes the study and
the final database lock occurs. Once %{c econd interim database lock has occurred after Week 24,

the sponsor study team will be unblin p@(b
)
&
>
Q&
N
N4
\\
)
QQ
0%\‘»
\
S
&
NS
\Q@
O
&
&
N
&
S
&
600\}
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N
&
1.2 Schema \\}C\)Q
;\6
)
N\
&\O
INDUCTION MATNTENANCE / ESCALATION RESPDNS.\E}@SESS /DOSE HOLD
@‘
S
(1) Placebo U M1095 120mg H  [.© £M1095 dose has been |
Week0,1,2,3.4,6,8,10 Week 12, 14, 16 & qdw {4~ escalated from 30mg or
@ 60mg at Week 12, stay E:
8 on 120mg gdw. No o -]
g (2) M1095 30mg | | =IGALMI109530mgwk12 & qdw* )’ | |  furtherdose changes. | o ¥ | | ®
=| | = Week 0, 2, 4, 8* =IGA1->M1095 120mg wk12 & qéw* . 2|8
|| & IS + FIGAis 1 or more, I [
§ = > stay on current dose. g E
<9 (3} DALONS ciem: || <ICALMIOS Shng wilPe gtw* || | FIGAis 0, M1095 will ¥ & | | &
g ] Week 0, 2, 4, 8% < | | FIeAl->MI ' o(nth;ku & gdw* < be withheld (placebo % -.%h
= 2 > g will be given). Restart =4
B = o) {‘,/O RXS) L previous dose at qdw z o
g & (4) M1095 120mg = C)& L@@S 120mg B | mevalwhenlGAs1 | = || 8
2 L -
LB Week 0, 2.4, 8* AV Week 12 & g8w* or more. § g
AIE 2 k-
g8 -~ |5
g2 (5) M1095 120mg 1 M1005 120mg L 5 ||
= Week 0,2, 4,6, 8, 10* ng}' Week 12 & gdw* E 5
L= =
4 5|7
(6) Secukinumab 3{}[!1:1%@ 4 Secukinumab 300mg L
Week 0.1. 2.3, 4, 8% Week 12 & gdw*
[ o
R
O
* Prior to W%%ﬂ
M1095 sybyects in Arms 2 and 3 will receive placebo at Week 1, 3, 6, 10 and 14.
M1095stbjects in Arm 4 will receive placebo at Week 1, 3, 6, 10, 14 and 16.
M1 subjects in Atm 5 will receive placebo at Week 1. 3 and 14
i'ﬁlkinumab subjects in Amm 6 will receive placebo at Week 6, 10 and 14.
\QO
@)
&
N\
X
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Visit Screening 1 4 3

10

11

12

4

15

16

17

18

19

20

Early
D/CA

Week N/A 0 1 2

10

12

14

16

20

28

32

36

40

44

48

52

N/A

Day -28 to -1 1 8 15

22

20

43

57

71

85

99

113

19

S

253

281

309

337

365

N/A

Visit Window

i) N/A N/A | #21 +1

+1

+1

+2

+2

42

+2

+2

+2 4

195
o

45

+5

15

15

45

+5

15

N/A

Informed Consent

Demographics

Inc/Exc Criteria

Psoriasis Medical
History

Prior Psoriasis
Treatments

Other Medical History

Adverse Events

w

P

XA

Concomitant
Medications

XA

Skin Evaluation®

XAC

Physical Examination

XA

2 e Eo I et PRTI P P

Vital Signs

pa|oagnd| |

B ARERE

B AR E

B ARERE

2 B e

XA

Laboratory Analysis
Chemistry and X X
Haematology (central)

XA

Laboratory Analysis
Chemistry and
Haematology (central,
fasting)

Urinalysis (local) X X

XA

Serum Pregnancy Test
(central)

Urine Pregnancy Test &
(local)

XE'

XE

XE'

XE

XE

XE'

XE

XE

XE'

XE'

XE'

XE

XE'

XAE

QuantiFERON®-TB

F
Gold Test X

HBV, HCV, HIV Test
(central)
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AN
&
Visit Screening 1 2 | 3 4 5 6 | 7 8 | 9 [ 10| 11| 12] 13 |14] 15 &:‘Q 17 | 18 | 19 | 20 | E2W
% D/C
Week N/A 0 1 2 3 4 6 8 [ 10| 12| 14| 16 | 20| 24 | 28 32\0 36 | 40 | 44 | 48 | 32 N/A
Day 28to -1 1 8 |15 | 22|20 ¥ 57|70 | 85| 90| 113|141 160 1_;,9 @@25 253 | 281 | 309 | 337 | 365 | N/A
7 T N
Visit Window N/A NA | 21 |21 |21 |21 | 2| 22| 22|22 2] 2 .\ﬁ +5 | 25 | 25 | =5 | =5 | =5 | NA
(in days) g
ECG o
standard 12 lead X X OX X X XA
(central) ,fQD
Blood sample for g\'o
Immunogenicity X X X X X 1 X X x | x | x6| xae
(pre-dose) Aﬁ
Blood sample for o
Pharmacokinetics X X X X X d X X X X X XA
(pre-dose) (\(\
BSA X X Xx | x| x I xI x| xIx] xpx]xIxI xXxlx]x[x] x| x]x]|x XA
PASI X X X | x[ x| x[x]x[xI x| x[x|xXx[x]x[x]x[x]xXx]xX XA
IGA X X | x| x| x| x| xIxhxpx[x]x[ x| x]x| x| x[xXxX] X X]| X XA
DLQIH X _ 9" x X X X XA
EQ-PSOE X YV 1O X X X X XA
SF-36H X YA X X X X XA
PHQ-8H X X | o~ X X X | x X [ x] xI x| xI x| x| x XA
<C-SSRSE X XN X X X | X | X [ XXX ]| X[ X]X]|X XA
Chest X-Ray X! 1 Y
Randlom.ization X . <®
(via IRT) A
Study Treatment ~
(allocz'te dviaIRT) X X | x X!ozgl;( X | x | x| ¥ x| x| x| xX|X|xXx|xXx]|x]|X
N
D

A. See Section 8.1.11 - Early Discontinuation Vis'{t\,g?lould be performed as close as possible to 28 days after the last dose of study drug, and prior to the
initiation of any other biological therapy. Theyéason for discontinuation should be discussed with the Medical Monitor. All subjects should have further
follow up by telephone, or if they have oqﬁging SAEs or AEs, by attending the study site approximately 8 weeks (56 days) after the last dose of study
drug to report any new, and follow u d% existing AEs. Subjects that have completed Early Discontinuation from study treatment will continue to be
contacted by telephone as per the q4w Study schedule up to Week 52.

B. AEs to be collected from the timergf consent.

C. On skin evaluation, ifa subje% velops a cutaneous rash that is not typical of a psoriatic picture, the following evaluations should be conducted —
photograph, skin biopsy, as@Q;,kin culture for microbiological assessment. Any such rash should be discussed with the Medical Monitor (see Section
8.4.2 for details). QO

D. Physical examjnatior\x)‘ﬁzcludes subject’s weight. Subject’s height is measured only within the physical examination at Screening.

Q

X

O
AV002 — Final protoco@rsion 3.0, incorporating CZE-1, dated 16 October 2018

0\\; Page 21 of 103

60
NI




O
N
Protocol Number: AV002 CONFIDENTIAL M1095 phase 2b psoriasis study . 0(5\'
N
R
. N . ?
E. If a urine pregnancy test is positive, study treatment must be withheld. A serum pregnancy test (central) should be performed. See %@:tlon 10.4,

Appendix 4 for details. )

F. Quantiferon TB test must be study specific and can be performed either by the central or local laboratory. If a Quantiferon T@est result is
‘indeterminate’ the test must be repeated during the Screening period. If any Quantiferon TB test is ‘positive’ or if the ﬁgsb{ést and the repeat test are
both ‘indeterminate’, the subject must be referred for tuberculosis workup per local guidelines. The subject is eligible foprandomization if (i) they have
a known history of latent TB and have completed a course of treatment or (ii) they have received sufficient treatment@or latent TB to allow concomitant
treatment with a biological therapy as per local guidelines (note these subjects must continue their concomitant lal@\'f TB treatment to completion while
participating in the study, and if these subjects are outside of the screening window (>28 days since consent) w@n they become eligible to participate,
they should be fully re-screened for the study). The subject is not eligible for randomization if either ‘active tiberculosis is present’ or if ‘latent
tuberculosis is present and is untreated per local guidelines.’ >

oo
G. Subjects that test positive for anti-drug antibodies at the last study visit (either Week 52 or Early Discogt\fnuation) may be requested to provide another
sample approximately 6 to 12 months after study completion. *A

H. Patient Reported Outcomes should be conducted at the start of each visit, before other assessmengs.

Chest X-ray within 3 months of consent is considered acceptable. When performed as part of @e Screening visit, the chest X-ray should be the last study

procedure to be completed, as this will prevent unnecessary exposure to radiation if the supject is found to be ineligible following an earlier procedure.

Investigator should follow up the results of the chest X-ray with the Medical Monitor i ically indicated.

J. Subjects randomized to M1095 30mg or 60mg who do not achieve an IGA @e of\@br 1 at Week 12 will be dose escalated to 120mg q4w. All study

drug is allocated via IRT. O N

K. Any subjects randomized to M1095 who did not undergo dose escalatio Q’We@ﬁ% and who achieve an IGA score of 0 at Week 24 will have study drug
0

—

withheld and will receive placebo q4w. Subsequently, if IGA score i r ni@?e, these subjects will re-commence M 1095 at the dose they received prior

to Week 24 on a g4w regimen at the visits scheduled by the proto Jrl,%e end of the treatment period. Dose will not be withheld for a second time,

irrespective of subsequent IGA scores. All study drug is alloca 1a the'IRT.
L. The investigator should carefully consider the subject’s resp at\\ﬁéek 24 and if there has been a worsening of psoriasis compared to baseline then the
investigator should consider discontinuing the subject from the &f@y if they are not receiving adequate benefit from their participation.
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2.0 INTRODUCTION

&
M1095 is a trivalent monomeric nanobody® that neutralizes interleukins IL-17A, IL-17F, and \\0(0
IL-17A/F. A strong scientific and medical rationale exists for the use of M1095 in the treatment ‘bQQ

of autoimmune disease, including psoriasis. R
N
2.1 Study Rationale 5\%
S
Despite several biologic treatment options, the development of new psoriasis th@?ﬁpies is
important. M1095 is a viable investigational treatment of psoriasis with the pq‘i&ﬁtial for a
similar or improved risk/benefit profile compared to available therapies. Thi %a phase 2b
study to evaluate the safety and efficacy of M1095 for the treatment of moderate to severe
plaque-type psoriasis. <®’\\
R4

&

Psoriasis is a skin condition estimated to affect about 2-49 QK)f the population in western
countries with a higher prevalence in Caucasians and appreximately equal frequency in males
and females.! The most common form is psorias&%vu is (plaque-type psoriasis) which is
characterized by lesions which often itch and manifest as raised, inflamed, red skin
covered with silvery, white scales. The digeaSe Can appear anywhere although it is most
common on extensor surfaces such as elbey knees, plus the scalp and lower back. Mild
severity disease can often be mg§ ith” topical treatments. As the disease severity

2.2 Background

increases, phototherapy or systemi er@;‘es such as retinoids, methotrexate, cyclosporine,
apremilast, or biologic immune mo 1{\&3@ agents are required for disease control.
X
The understanding of the patho iology behind psoriatic plaques has expanded markedly
during the past twenty yearscleading to an expansion in the armamentarium for disease
treatment. Cytokines Which@;e known to play a role in psoriasis include, but are not limited
to, TNF-a, IL-12, IL-23{\z%d IL-17.2 Since 2004, several biologic therapies targeting these
cytokines have been loped and approved for the treatment of moderate to severe psoriasis.
The first therapy tazgeting TNF-a was approved in 2004, a therapy targeting IL-12/IL-23 was
approved in 2009) the first therapy targeting IL-17 was approved in 2015, and a therapy
targeting onlyj&-% was approved in 2017. While these therapies have significantly improved
on prior t@h}ments there are still significant unmet needs in psoriasis which drive continued

develog&ent of new therapies.

<
H_@ is a known target for psoriasis treatment and three drugs that target this mechanism are
«ourrently available. Secukinumab is a human immunoglobulin G1 (IgG1) monoclonal antibody
¢ that selectively binds IL-17A, ixekizumab is a humanized IgG4 monoclonal antibody that
\)SQ selectively binds IL-17A, and brodalumab is a human monoclonal IgG2 antibody that
selectively binds to the IL-17 receptor inhibiting interactions with IL-17A, IL-17F, IL-17C,
IL-17A/F and IL-25.°
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M1095 differs from the approved therapies in several important ways which could provide a
therapeutic advantage. First, it is a nanobody vs. an antibody. Nanobodies are a novel class of

proteins that are based on single-domain antibody fragments and therefore are smaller and ;\\OQ
more robust than conventional antibodies.* Second, M1095 specifically targets IL-17A and IL- ~\\0®
17F. Secukinumab and ixekizumab only interact with IL-17A and it has been reported that IL- ‘bQQ

17F also plays a role in psoriasis pathophysiology. Brodalumab does target both IL-17A andc~)(\
IL-17F; however, it also blocks the IL-17 receptor from interacting with several oth@
cytokines (IL-17C and IL-25) which may account for additional untoward effects that arcélot
related to its ability to treat psoriasis. ~\OQ

&

M1095 has been evaluated in subjects with psoriasis in study EMRZOO&?&-OO& “A
Multicenter, Phase 1, Randomized, Double-Blind, Placebo-Controlled Triakito Assess the
Safety, Tolerability, Immunogenicity, Pharmacokinetics, Pharmacodynami¢s and Efficacy of
Multiple Ascending Doses of Subcutaneous M1095 (Anti-IL17A/F N %ody) in Male and
Female Subjects with Moderate to Severe Psoriasis.” The phase 1 sfady demonstrated that
M1095 was generally well tolerated with robust efficacy and a p acokinetic (PK) profile
suitable for long-term dosing on a 4 weekly or 8 weekly schedulé. Furthermore, the efficacy
results were suggestive that M1095 at the proposed doses may be able to deliver an
improvement in Psoriasis Area and Severity Inciex (PASI) 90 and PASI 100 responses
compared to what has been described with currenfly approved IL-17 modulating therapies. A
full description of the results for this study cane foand in the Investigator’s Brochure.

23 Benefit/Risk Assessment C)&

gy
Despite several biologic treatmen ép%o&(,\ new psoriasis therapies are needed. M1095 is a
viable candidate treatment with th ntial for a similar or improved risk/benefit profile
compared to available therapies. Alksubjects in this study will receive M1095 or secukinumab
as those randomized to placebo )gl\lﬂ switch to M1095 at Week 12.

In EMR200574-003, subj%cﬁ received three doses of M1095 at 2-week intervals over one
month. Dose levels of 3831‘ng through 240mg were tested. The study demonstrated that

R
e MI1095 admﬁ?stered up to a dose of 240mg 2w x 3 was generally well tolerated in a

group og@ subjects with moderate to severe psoriasis.
<

&
o AIéC\"and Cmax were dose proportional from 30mg to 240mg with a terminal half life
of11-12 days.
QO
X
(QQ% A dose-response relationship was observed with PASI 75/90/100 responses.
XN
{(\Q;(\The most common AEs (occurring in 2 or more of the 33 subjects treated with M1095) were
¢ pruritus, headache, hypertension, nasopharyngitis, somnolence and bronchitis. Two subjects
oY discontinued due to AEs (an injection site reaction in a subject receiving 120mg and an
«\6\9 elevation in aminotransferases in a subject receiving 240mg) and one SAE occurred (acute
vestibular syndrome, in a subject receiving 30mg, which was deemed unrelated to study drug).
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Subjects in the study were between 18 and 70 years old with moderate to severe psoriasis of at
least 6 months duration, a static Physician’s Global Assessment (sPGA) of >3, >10% body
surface area and a PASI score of >12. PASI 75/90/100 responses at Week 12 (8 weeks after
the last M1095 injection) ranged from 88%/50%/13% to 100%/100%/56%. Achievement of
sPGA scores of 0 and 1 at week 12 ranged from 88% to 100%. A full description of the safety

Q
(5\\0
W

N
%QQ

and efficacy data from this study can be found in the Investigator’s Brochure. R

N

=)
Secukinumab is an IL-17 antagonist that was approved by the Food and Drug Administrm\m
(FDA) and European Medicines Agency (EMA) in 2015 and is indicated for mod@g‘[e to
severe plaque-type psoriasis in adult subjects who are candidates for systemic gherapy or
phototherapy, the same population that will be enrolled in this study. The IQ}’;%T common
adverse reactions (>1%) are nasopharyngitis, diarrhea, and upper respiratorystract infection.
Warnings and precautions include infections, tuberculosis, inﬂammatory\}bf;wel disease, and
hypersensitivity reactions. In the pivotal phase 3 studies ERASURE (Ef@@acy of Response and
Safety of Two Fixed Secukinumab Regimens in Psoriasis) and\FIXTURE (Full Year
Investigative Examination of Secukinumab vs. Etanercept Usin% o Dosing Regimens to
Determine Efficacy in Psoriasis), at the 300mg secukinumab dgse PASI 75 responses ranged
from 76 to 82% and PASI 90 responses ranged from 54 to 59{’&\5 A full description of the safety
and efficacy data for secukinumab can be found in ihe P@cribing Information® or Summary
of Product Characteristics (SmPC).” OQ Q\\

R

O
All subjects in this 52-week study will recq%@ a,%d%e therapy, 1/6 will be exposed to placebo

for 12 weeks followed by M1095, 4/6 q&ndomized to M1095 from the outset and 1/6
will receive secukinumab at the ap V‘ed(@%)se. Based on currently available data subjects
should experience some improve m,gﬁ\eir psoriasis with either M1095 or secukinumab. Of
note, subjects on the lower doses of 95 who do not achieve an IGA score of 0 or 1 at Week
12 will be increased to the highes&ﬁ}se.

The most likely predicted A $'based on the clinical studies conducted to date are infections,
injection site reactions, andigastrointestinal upset. Less common, but more severe AEs which
have been reported with-other IL-17 modulating agents such as hypersensitivity reactions,
more severe infectiog@Qand suicidality will be managed via inclusion/exclusion criteria, careful
and frequent mop\g%ring, and administration of all study drug in the clinic.

In cynomol monkeys, non-clinical toxicology studies lasting 26-weeks and 39-weeks
minima mild reddish discoloration of the skin in the axillary and inguinal regions,
associated with a histopathological diagnosis of superficial perivascular dermatitis, was

observed. These findings improved but did not completely recover during the recovery period
?‘?hese studies. The overall risk associated with these findings in human study subjects is low.
@(’\\I similar findings occur they will be observable on skin evaluation and managed appropriately.

$
00\\’ Subjects will be followed closely (weekly during the first month, biweekly for the second and
o third month and then at least monthly for the remainder of the study) and observed via standard

assessments including queries about AEs, periodic examinations, and laboratory assessments.
Subjects who experience notable study drug related AEs or lab abnormalities will be
discontinued (see Section 7.1).
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In addition to the assessment of an individual’s benefit-risk there will be an independent Data

Monitoring Committee (DMC) that will evaluate study data periodically to ensure there are no

new risks that emerge from the accumulating data.
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OBJECTIVES AND ENDPOINTS

Objectives |

Endpoints

Primary

To evaluate the efficacy of four dose
regimens of M1095 compared to placebo

o IGA score of 0 or 1 at Week 12, with an
IGA reduction from baseline of at least 2 c‘)Q

compared to placebo during a 12-week
treatment period on secondary endpoints:
PASI 75, PASI 90, PASI 100, change in
PASI and shift in IGA.

To assess the dose-regimen efficacy
relationship for M1095 after 12, 24, 36,
and 48 weeks of treatment.

To evaluate the longer-term efficacy of
M1095 at Week 24 and at Weeks 36 an@

Q
¢

on achievement of an IGA score of 0 or 1 points. &
after 12 weeks of treatment in subjects Os\
with moderate to severe chronic plaque- é\oo
type psoriasis. ‘\Q)Q
Secondary B "
e To evaluate the efficacy of M1095 e Efficacy: o

PASI 75 at Week ,§§

PASI 90 at Weg&\ 2.

PASI 100 ak\Week 12.

PASI 75,PASI 90 and PASI 100
beyond\Week 12.

Chagge from baseline in PASI score and
ifnfotal BSA affected by plaque-type

opsoriasis.
;\\o(\o Shift from baseline in IGA score

Ky

M 1095 over 48 weeks via quality of life
{ﬁs ruments evaluated every 12 weeks.
o ?Assessment of the population PK of

48. AV AP category.
. Cf\ )
e To assess the safety and tolerablhgxze \(\oﬁ o Safety:
M1095. Q.((/ @\5\ e Adverse events, skin evaluation,
. \Q@ laboratory assessments, vital signs,
\L_Qs;\ ECGs, drug discontinuations, and
@fé instruments to assess depression and
% suicidality [electronic Columbia-Suicide
B Severity Rating Scale (C-SSRS) and
Qé Personal Health Questionnaire
R Depression Scale (PHQ-8)].
X0 Exploratory
e Assessmentof the quality of life and e Dermatology Life Quality Index (DLQI),
health odtcomes of subjects treated with Short Form 36 (SF-36), and EuroQuality of

Life Questionnaire for Psoriasis (EQ-PSO).
Population PK evaluation.

Anti-drug antibodies: determination of
binding and neutralizing antibodies defined
by percentage of subjects with antibodies
and titers of antibody.

Monitoring of pre-existing antibodies

(,\\QQ various doses and dose regimens of
(Q@ M1095.
o e Assessment of the development of anti-
660 drug antibodies for various doses and
S

dose regimens of M1095.

against M1095.
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Objectives Endpoints
e Assessment of change in efficacy from ¢ IGA and PASI endpoints in subjects who Q
Week 12 to Week 24 in subjects who dose escalate to 120mg M 1095 g4w at é\\o
undergo dose escalation. Week 12. N
e Assessment of M1095 being withheld in | ¢ IGA and PASI endpoints in subjects with ,OQQ
subjects with an IGA score of 0 at Week an IGA score at 0 for whom M1095is
24. withheld at Week 24. &
O
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4.0 STUDY DESIGN

4.1 Overall Design ;\\OQ
>

This is a multi-center phase 2b study in subjects with moderate to severe chronic plaque-type W

psoriasis. Approximately 300 subjects will be enrolled at approximately 60 investigator sites erQ
in North America and Europe. The study will consist of a 4-week screening period (Week -i(‘,(\

to Week 0), a 12 week treatment period which is placebo-controlled (Week 0 to Week 12)z

12 week maintenance/escalation period where all subjects are on active treatment (Wee to

Week 24), a 24 week response assessment/dose hold period where active treatment is S@theld

if subjects being treated with M1095 have an IGA score of 0 at the beginning Q’@ﬁe period
(Week 24 to Week 48) and a final assessment period for safety follow up (Weedb.\?lS to Week

52). The study will be double-blind up to Week 24, with subject- and gf@estigator-blind
maintained throughout. ‘ (5\\0

O
Subjects will be randomized in a 1:1:1:1:1:1 ratio, with approximate&'y\?o subjects randomized
into each of six treatment groups as shown below and in Figure 155

1. Placebo wk 0, 1,2, 3,4, 6, 8, 10/ M1095 120mg wk 1@?&14, 16 and g4w.
M1095 30mg wk 0, 2, 4, 8, 12 and q4w. AP
M1095 60mg wk 0, 2, 4, 8, 12 and qdw. W
M1095 120mg wk 0, 2,4, 8,12 and q8ws> o
M1095 120mg wk 0, 2, 4, 6, 8, 10,/\%/@nd(§21w.
6. Secukinumab 300mg wk 0, 1, 2, 3 "81/& and q4w.
é\

Prior to Wegk 24.: O'

M1095 subjects in Arms 2 and 3 v@i(’reeg?ve placebo at Weeks 1, 3, 6, 10 and 14.
M1095 subjects in Arm 4 will receivg@lacebo at Weeks 1, 3, 6, 10, 14 and 16.
M1095 subjects in Arm 5 will reo&?/e placebo at Weeks 1, 3 and 14.
Secukinumab subjects in Arm g&/ill receive placebo at Weeks 6, 10 and 14.

Subjects randomized to 30,13@ or 60mg M1095 who do not achieve an IGA score of 0 or 1 at
Week 12 will be dose eg}t ated to 120mg g4w starting at Week 12.

Any subjects random&%d to M1095 who did not undergo dose escalation at Week 12 and who
achieve an IGA Qp?e of 0 at Week 24 will have study drug withheld and will receive placebo
qéw. Subsequ&)ét y, if IGA score is 1 or more, these subjects will re-commence M 1095 at the
dose they regéived prior to Week 24 on a q4w regimen at the visits scheduled by the protocol
until the'efid of the treatment period. Dose will not be withheld for a second time, irrespective
of sulz@iment IGA scores.

X
S ofects receiving secukinumab will continue to receive 300mg q4w throughout the study.

ol o

Q)&T he subject blind will be maintained by the use of M1095 and matched placebo. The syringes
\\}Q used for all M1095 and placebo doses will be identical. All subjects will receive two injections
of ImL at each visit. There is also physical protection of the blind. Subjects will be asked to

wear an eye-mask for all injections.

Randomization will be stratified by prior biologic use (yes or no) and weight (<90kg, >90kg).
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4.2 Scientific Rationale for Study Design
The study design is similar to that utilized by several biologics in psoriasis for phase 2 and ;\\OQ
phase 3 studies. The evaluation of M1095 versus placebo at Week 12 is consistent with .\c,'b

regulatory precedents and guidance.® The overall duration of 52 weeks will enable assessment N
of long term efficacy and safety as well as the effect of treatment withdrawal in subjects with \(\{b
an IGA score of 0. All subjects will be eligible for at least 36 weeks of active therapy vsv\@o

placebo subjects converting from placebo to M1095 at Week 12. o
\\

As described in the background and thoroughly covered in the Investigator’s BrochQ@?IL-l7
is a validated target in psoriasis. Furthermore, proof of concept has been obtained via the phase
1 multiple dose study in subjects with psoriasis. Secukinumab is an approveg\ rug that also
targets IL-17. o)

N
Inclusion and exclusion criteria described in Sections 5.1 and 5.2 have been developed to
ensure a well-defined population where efficacy can be determingd, without introducing any
unacceptable risks. The study design incorporates frequent Visioté'%nd evaluations to optimize

assessment of endpoints and collection of safety data. RS
X
4.3 Justification for Dose QA \\O(D
O RN

The M1095 doses selected for the study (30{8& 6Qnrlbg, 120mg) are based on the results from
the phase 1 multiple dose study EMR200 03%in subjects with moderate to severe psoriasis
(Figure 2). All doses in study EMR2 iﬁb3 showed efficacy based on PASI response,
however, the lowest dose of 30 mg @ less efficacious than the highest dose planned for this
study, 120mg. This suggests thaf<the. @oses selected are differentiated and will allow an
understanding of the dose/exposure qé%onse relationship. It is notable that the dosing regimen
employed in the phase 1 study v(ﬁg’ administered at Week 0, 2, and 4 followed by endpoint
evaluation at Week 12. (0{0

In the current phase 2b @t@gy, g2w, g4w and q8w regimens will be evaluated. Simulations

using the efficacy-ex re data from phase 1 suggest that PASI 100 scores at Week 12 will

vary between appreximately 45% to 60% in subjects receiving 30mg M1095 administered at

Week 0, 2, 4, 8 afid 12, and 72% to 85% in subjects receiving 120mg M1095 administered at

Week 0, 2, é_l)e%, 8, 10 and 12. While comparison between each treatment arm will not

necessaril%‘%veal statistically significant differences, exploratory comparisons between the

variousxdése arms will enable exploration of several questions: (1) does the amount of drug

sign'@%ntly affect Week 12 response? (comparison of 30 mg, 60mg and 120 mg where drug

is.ddministered on an identical schedule); (2) does duration and schedule of loading affect

« Week 12 response? (comparison of 120mg administered as 2w x 7 and q2w x 3 followed by

((\Q; g4w x 2); (3) does frequency of administration affect longer term results? (comparison of Week

000 24 response for the different 120mg dose regimens).

O

\6\9 The highest dose planned in this phase 2b study, 120mg, has shown adequate safety when

A administered q2w for three doses in the phase 1 study and appears to be toward the top of the
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dose response curve at 12 weeks compared to a higher 240mg dose. A full description of the
safety and efficacy from the phase 1 study can be found in the Investigator’s Brochure.

Figure 2 — Proportion of Subjects with PASI 75/90/100 at Day 85 (Week 12) in Study

EMR200574-003 O
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4.4 End of Stu@%efmmon

The end of smdy\'q;artlmpatlon for each subject will be after 52 weeks. The end of the overall
study 1s defm@as the date of the last subject’s last visit globally across all countries.

NG
At the ti& of the last subject’s last visit, any SAEs or AESI that are unresolved will be
conmé\a ed ongoing.
&
X
Q
Q
00{(\
60
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5.0 STUDY POPULATION
Prospective approvals of protocol deviations to recruitment and enrollment criteria, also known ;\\OQ
as protocol waivers or exemptions, are not permitted. \\Q(O
R
5.1 Inclusion Criteria \Q‘bQ
O
N
Subjects are eligible to be included in the study only if all the following criteria apply: O‘\%
O
1. Ambulatory male and female subjects between 18 and 75 years of age %@?me of
consent. «Q
oF

2. Subject has had stable moderate to severe plaque-type psoriasis for{q@east 6 months
prior to randomization (e.g., no morphology changes or signiﬁcé@@ flares of disease

activity in the opinion of the investigator). A(&\(b

3. Subject must be considered, in the opinion of the investiga@}ot adequately controlled
by photo, topical or previous systemic treatments and a candidate for systemic biologic
therapy. O

A P

4. Subject has Investigator’s Global Assesgézen @}}A) >3, involved body surface area

(BSA) 210% and PASI >12 at screenjn@’and & baseline.

O
x>
5. Subject is in the opinion of the @t or able to comply with the study procedures.
Q' ®
6. Following verbal and writt%ﬁﬁfg@iation about the study, subject must provide signed
and dated informed consent t \g@re any study related activity is carried out.
X
<
5.2 Exclusion Criteria ‘b@:

Subjects are excluded fromb‘fﬁ study if any of the following criteria apply:
&
1. Subject diag Od with erythrodermic psoriasis, pustular psoriasis, guttate psoriasis, or
other skin eonditions at the time of the screening visit (e.g., eczema) that would

interfer%’i’%th evaluations of psoriasis (Note: psoriatic arthritis is NOT exclusionary.)
<

&
2. Su&ﬁfct has drug-induced psoriasis (i.e. new onset or current exacerbation from beta-
Okal?)cl(ers, calcium channel inhibitors or lithium)
\
X . ..
3. Other medical conditions:

a. At the time of consent, subject has a planned in-patient surgical intervention
between baseline and the Week 52 evaluation.

b. Subject has an active infection or history of infections as follows:
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i. Any active infection for which systemic anti-infectives were used
within 28 days prior to randomization.

ii. A serious infection, defined as requiring hospitalization or intravenous

anti-infectives within 8 weeks prior to randomization.
iii. Any history of bone infection requiring surgical intervention and/of”
intravenous antibiotics. S
\

iv. Recurrent or chronic infections or other active infection that) in the
opinion of the investigator, might cause this study to be dq}ﬁmental to
<

th ject.
e subjec &

O
c. Subject has active tuberculosis. Y

(0{\’0

d. Subject has a positive QuantiFERON®-TB Gol test for tuberculosis at
screening, or if the first test and a repeat test are both indeterminate, unless (i)
subject has a known history of latent TB has completed a course of
treatment or (ii) subject has received sufficiefit treatment for latent TB to allow
concomitant treatment with a biol 'cak{h@rapy as per local guidelines (note
these subjects must continue_¢heir &)ncomitant latent TB treatment to
completion while participatin@t the.study). If these subjects are outside of the
screening window (>28 siice consent) when they become eligible to
participate, they should %&fu@/‘fe-screened for the study.

N

e. Subject has an undQ‘ly'rfgocondition (including, but not limited to metabolic,
hematologic, renal,;\\ atic, pulmonary, neurologic, endocrine, cardiac,
infectious or gastrQL&testinal) which in the opinion of the investigator places the
subject at unacc@ﬁ’[able risk for receiving an immunomodulatory therapy.

f. Subject hQQ’R(I\lown history of inflammatory bowel disease.
)
g. Sub%&?Qwith known chronic liver disease or tests positive for hepatitis B virus
(HBV) infection or has antibodies to hepatitis C virus (HCV) at screening. See
®®§ection 10.5 Appendix 5.

h. Subject has antibodies to human immunodeficiency virus (HIV) at screening.
S See Section 10.5, Appendix 5.

\

X

S
@0 i.  Subject has history of heart failure, myocardial infarction or unstable angina

Q)(’\\ pectoris within the past 12 months prior to randomization.
$
Oc’\} J- Subject has uncontrolled hypertension characterized by two blood pressure
‘66 measurements separated by at least 15 minutes with systolic >160mmHg or
/\‘0\ diastolic >100mmHg.
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k. Subject has clinically significant electrocardiogram (ECG) abnormalities on

centrally read ECG.
OQ
. Subject has any active malignancy, including evidence of cutaneous basal or \\c,(‘}
squamous cell carcinoma or melanoma. @QQ

m. Subject has history of malignancy within 5 years EXCEPT cutaneous squamous;”
or basal cell carcinoma, in situ cervical cancer, or in situ breast ductal carcinéma

which has been treated and considered cured. . \OQ
@)

. . . . D
n. Subject has any concurrent medical condition that, in the oplp@)n of the
investigator, could cause this study to be detrimental to the subé)cgf

4. Subject has laboratory abnormalities at screening, including any @9‘16 following:
S

a. Aspartate aminotransferase (AST) or alanine amlnotﬁ\ﬁsferase (ALT) >2 x the
upper limit of normal (one retest is allowed for aminotransferase

abnormalities.)
: OQ

N
b. Serum direct bilirubin >1.5 mg/dL. -\ \\c,‘b

<2
R 3
c. White blood cell (WBC) cou%@ 08@ 10°/uL.

&
d. Absolute neutrophil coun(?‘l g@,@ 10°/uL.
X
e. Absolute lymphocﬁg{@oug} <0.50 x 10%/uL.

f. Platelet count <10(\)£~@®/ ul.

g. Creatinine cle Kce of <30mL/min (calculated via Cockcroft Gault). A
subsequent 2(%\h0ur urine collection may be performed with the prior approval
of the Me@%al Monitor, and if via urine collection the creatinine clearance is
>30mB@qm the subject is eligible for the study.

AME\I\’\IDMENT FOR CZECH REPUBLIC
Q)Greatinine clearance of <60 mL/min (calculated via Cockcroft Gault). A
N subsequent 24-hour urine collection may be performed with the prior approval
\‘0 of the Medical Monitor, and if via urine collection the creatinine clearance is
\QO >60mL/min the subject is eligible for the study.
&
\f(\o h. Any other laboratory abnormality, which, in the opinion of the investigator, will
< prevent the subject from completing the study or will interfere with the
0\}(0 interpretation of the study results.

& 5. Subject has used topical therapy as follows:
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a. Topical psoriasis treatment within 14 days of randomization, including, but not
limited to, corticosteroids, anthralin, calcipotriene, topical vitamin D
derivatives, topical calcineurin inhibitors, retinoids, tazarotene, as well as
emollients and other non-prescription topical products that contain urea, >3%
salicylic acid, or alpha- or beta-hydroxyl acids, and medicated shampoos (e.g.

those that contain >3% salicylic acid, corticosteroids, coal tar, or vitamin D3 R

analogues). &

S
Exceptions: mild/least potent topical steroids are permitted during sc(@%ning
for use limited to the face, axillae, and/or genitalia but must be disgpoﬂtinued
24 hours prior to the baseline visit (randomization). Q;\l\'

N

b. Bland emollients (without alpha or beta hydroxy acids) \@iﬂ?m 24 hours of
baseline visit randomization. Note that as per Section Qﬁ‘ bland emollients
(without alpha or beta hydroxy acids) may be use@uring the study but
MAY NOT be used within 24 hours prior to an%@ixudy visit.

6. Subject has used the following within 28 days of rancto(ﬁiization: ultraviolet A (UVA)
light therapy (with or without psoralen); ultravio],?b% (UVB) light therapy; excimer
laser; oral retinoids; methotrexate; cyclos exsystemically administered calcineurin
inhibitors; azathioprine; thioguanine; d&rq@%\rea; cyclophosphamide; fumarates;
apremilast; or oral or parenter@ co\@ﬁcosteroids including intramuscular or
intraarticular administration ( ption: otic, nasal, ophthalmic, or inhaled
corticosteroids within recom edcdoses is permitted); other non-biologic systemic

therapy for psoriasis. Q{(x (b&'
i

7. Subject is not willing to limi %traviolet (UV) light exposure (e.g. sunbathing and/or
the use of tanning deviceg)during the study.

N\
8. Subject has receive{gqﬁwe vaccine(s) within 6 weeks of randomization.
| & | .

9. Subject has regotved prior treatment at any time before screening with any compound
(marketed vestigational) targeting IL-17 (i.e. direct inhibitor, receptor blocker,
etc.). <O

) >
9

10. Su(l%iéct has received prior treatment at any time before screening with more than 2
biologic therapies (ustekinumab, tumour necrosis factor (TNF) targeting therapies, or
\Qanestigational therapies).
&
@011. Subject has received TNF targeting therapies in the 12 weeks prior to randomization,
ustekinumab in the 6 months prior to randomization, or investigational biological
therapies within 12 weeks, or within 5 half lives of randomization, whichever is the
longer.

12. Subject has known sensitivity to any of the products or components to be administered
during dosing
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13. Subject has a history or evidence of suicidal ideation or behavior within the 12 months
prior to randomization or evidence of severe depression at screening or baseline [i.e. 0
severity level 3, 4 or 5 based on an assessment with the electronic Columbia Suicide O

Severity Rating Scale (eC-SSRS)]. Q\\O

14. Subject has a history of chronic alcohol abuse or chronic drug abuse, or has used \Q(bQ

intravenous (IV) drugs in the past 2 years. \ \%0

15. Women of child bearing potential who are not willing to use highly effective n@ﬁhods
of birth control during treatment and for 12 weeks after the last dose of stu @ﬁ’ug See
Section 10.4, Appendix 4 for definition of child bearing potential and 1@%ﬁance on
highly effective methods of birth control.

. (\
16. Subject has a positive serum pregnancy test during screeni *br a positive urine

pregnancy test at baseline (Week 0, randomization visit) excegta‘those surgically sterile
or at least 1 year postmenopausal. Qﬁ

17. Subject is pregnant or breast feeding, or planning to &ome pregnant while enrolled
in the study and for 12 weeks after the last dose of (gﬁdy drug.
O
N
18. Male subjects who are not willing to us§’©o<@2nt &eptlon during treatment and for 12
weeks after the last dose of study dm@ eecSection 10.4, Appendix 4 for definition of
permitted methods of contraceptioaf(n ¢ subjects.
&
19. Subject will not be availab @or Otocol required study visits or procedures, (e.g.
venepuncture) to the best o Q siibject's and investigator's knowledge.
O

20. Subject has any kind o %1sorder that, in the opinion of the investigator, may
compromise the ability ¢ the subject to give informed consent and/or to comply with
all required study prgé,edures

21. Subject is eltheéo

a. tly enrolled in another interventional, investigational device or dru

k\l@“éhly lled i her i ional, i igational devi drug
Q)étudy.
&
N
*Q%' has been in another investigational device or drug study(s) in the 30 days prior
Qo\' to consent.
X
. Subject is an employee of the study sponsor (Bond Avillion 2 Development LP),
Q Avillion LLP, EMD Serono, Merck KGaA or any contract research organization (CRO)
@ associated with the study.
O

23. Subject or subject’s immediate family is working for or employed by the investigator.
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5.3 Lifestyle Considerations

5.3.1 Meals and Dietary Restrictions Q};\\OQ
Subjects should be fasting when they attend for the baseline (randomization) visit, and for Q\\O
Weeks 12, 24, 36 and 48. These visits should be conducted in the morning and the subject \0‘7’
should not have had breakfast. %\\C’
S
&
(\

There no specific restrictions on caffeine, alcohol, tobacco, or cannabis/marijuana, @l of which
can be used in moderation during the study. Non-smokers should not start sm%l\(ﬁig during the

5.3.2 Caffeine, Alcohol, Tobacco, and Cannabis/Marijuana

study. ;\}OQ
0

533 Activity A@Q
UV light exposure (e.g. sunbathing and/or the use of tanning deiﬂé?s) must be limited for the
course of the study. (\O

;\}O
5.4 Screen Failures QA .\\Q‘b
Screen failures are defined as subjects who &hsg@%o participate in the study but are not
randomized. A minimal set of screen faj igformation is required to ensure transparent

reporting of screen failure subjects to ?aet éﬁe Consolidated Standards of Reporting Trials
(CONSORT) publishing requireme respond to queries from regulatory authorities.
Minimal information includes denﬁgra}ﬁ%r, screen failure details, eligibility criteria, and any

SAEs. Q,;\\Q

NS
Individuals who do not meet t Kriteria for participation in this study (screen failure) will not
be rescreened. One central laboratory re-test for ALT and AST is permitted within the 28-day
screening period. If treatrffent of latent tuberculosis is instigated and the use of biological
therapy is permitted J]ocal guidelines the subject may be enrolled into the study. In such
cases, if the study ening period has extended beyond 28 days since consent, the subject
should be fully resconsented and re-screened to check they remain eligible for the study.
@Q’G
Q)\‘»
O
O
&
S
O
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6.0 STUDY DRUGS

Study drug is defined as any investigational product, marketed product or placebo, intended to \\OQ
be administered to a study subject according to the study protocol. All study drugs in this study \\c,(‘}
are considered Investigational Medicinal Products (IMP). ‘bQQ

Study drugs must NOT be used for any purpose other than as described in this protocol, a%cbc’
this includes other human studies, animal investigations and in vitro testing. O

Only subjects enrolled in the study may receive study drugs and only authorised 51te(§t>aff may
prepare, supply or administer study drugs. ®+

N
6.1 Study Drugs Administered o°

\}O

Study drugs will be administered by subcutaneous injection. Befgr\e all injections, the
appropriate personnel and requirements to treat severe allergic reactions should be available.
A physician must be available at the time of each injection. o

Treatment Groups ;QOQ

1. Placebo, in 2 x ImL subcutaneous 11’1]60@%5 %’Q’en at Week 0, 1, 2, 3, 4, 6, 8 and 10.
(These subjects will then receive stud 095, 120mg, in 2 x ImL subcutaneous
injections, i.e. ImL study drug, 1 1)@4/ lﬁé\o, given at Week 12, 14, 16, and g4w).

Q
2. M1095,30 mg,in 2 x ImL s@ a.g&us injections, i.e. ImL study drug, ImL placebo,
given at Week 0, 2, 4, 8, 12%and qﬁ’w (These subjects will also receive placebo, in 2 x
ImL subcutaneous 1nJect10n§\(§bWeek 1,3,6,10and 14).

\1:

3. M1095,60 mg,in2x 1 > subcutaneous injections, i.e. ImL study drug, ImL placebo,

given at Week 0, 2, 4,3, 12 and g4w. (These subjects will also receive placebo, in 2 x
ImL subcutaneougiﬁ]ectlons at Week 1, 3, 6, 10 and 14).

4. MI1095, 1200@% in 2 x ImL subcutaneous injections, i.e. ImL study drug, ImL
placebo, ‘?f 7én at Week 0, 2, 4, 8, 12 and q8w. (These subjects will also receive placebo,
mZXé)ha subcutaneous injections, at Week 1, 3, 6, 10, 14, 16, 24, 32 and 40).

5. M#095, 120 mg, in 2 x ImL subcutaneous injections, i.e. ImL study drug, 1mL
Placebo, given at Week 0, 2, 4, 6, 8, 10, 12 and q4w. (These subjects will also receive
x." placebo, in 2 x ImL subcutaneous injections, at Week 1, 3 and 14).

O
\6\ 6. Secukinumab, 300mg, in 2 x ImL (150mg/mL) subcutaneous injections, given at Week
((\Q’ 0,1, 2, 3, 4, 8 12 and g4w. (These subjects will also receive placebo, in 2 x ImL
600\) subcutaneous injections, at Week 6, 10 and 14).
,Qé\% The 30mg and 60mg M 1095 doses (in Arms 2 and 3) will be escalated at Week 12 in subjects

who have not achieved an IGA score of 0 or 1, as described in Section 6.6.1.

Page 38 0f 103
AV002 — Final protocol, Version 3.0, incorporating CZE-1, dated 16 October 2018



Protocol Number: AV002 CONFIDENTIAL M1095 phase 2b psoriasis study

M1095 doses (in Arms 1 to 5) may be replaced by placebo at Week 24 as described in Section
6.6.2.

\
O
. . - N
6.2 Preparation/Handling/Storage/Accountability Q.\\Q’b
Further guidance and information can be found in the Study Drug Manual provided for the é\{bQ
study. &
S

The investigator is responsible for study drug accountability, reconciliation, ancko%cord
maintenance (ie, receipt, reconciliation, and final disposition records). Study drug %O?age and

accountability will be reviewed by the unblinded monitor during routine monitogihyg visits.
\\

o)
Study drug will be provided as subject kits each containing 2 vials (A and Bjof M1095 of the
appropriate strength (60mg or 120mg) to reconstitute the randomized ‘@%e and/or matching
placebo, and subject kits containing commercial secukinumab 2 x 150f1g pre-filled syringes.

M1095 and placebo will be supplied as a lyophilized powder i(l'@ﬁass vials. The 30mg dose
will be reconstituted from a 60mg vial with ImL placebo and.I'mL sterile water for injection
(WFI), the 60mg dose will be reconstituted from a 60m%)1,35&0a1 with 1mL sterile WFI, and the
120mg dose will be reconstituted from a 120mg VQ‘I\w' mL sterile WFI. Secukinumab will
be supplied as commercial pre-filled syringes, Q@r-l@ﬁelled and packaged for the study.

\\
O
All study drug must be stored in a secure é%({i Q}?mentally controlled, and monitored (manual
or automated) area in accordance wit@?g)e labelled storage conditions (2 to 8°C, 36 to 46°F)
with access limited to the investig%@; r}b@ﬁlthorized site staff.

O

The investigator or designee mus%‘q&)nﬁrm appropriate temperature conditions have been
maintained during transit for all gtudy drug received and any discrepancies must be reported
and resolved before the stud}% drug is used.

Investigators and site staﬁﬁgre reminded to check temperatures daily (i.e., manually or by using
alarm systems to alelz%Q? any excursions) and ensure that temperature monitoring device(s) is
(are) working coregetly as required for proper storage of study drug. Any temperature
excursions shouldbe documented and reported to the sponsor, noting any actions taken. Once
a deviation | %dentiﬁed, study drug must be quarantined and not used until the sponsor
provides c@almentation of permission that the study drug can be used.

N
All ,s\tqﬁy drugs will be prepared for injection by an unblinded preparer in syringes with 1mL
volime. The syringes for injection will be provided to the site approved study drug
\éﬁministrator, who is also unblinded (see Section 6.3 for further details). The unblinded

{(\Q; preparer and the unblinded administrator may be the same person.
O
600 Study drug will be administered via subcutaneous injection. All doses are comprised of two
‘é\% injections, each of 1mL, which should be administered at least 5 centimetres apart on any
A quadrant of the abdomen or the upper thigh. The body location for injections should not be

repeated at consecutive study visits. Injections should not be given in areas where the skin is
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tender, bruised, erythematous, or indurated. Areas of the skin affected by psoriasis should be
avoided as injection sites.

For subjects assigned to M1095 or placebo, the site approved unblinded administrator will be
instructed to inject the subject with 1ml of solution from vial A and 1ml of solution from vial

directed. Blinded study personnel should not be in attendance while study drug is bei
prepared or administered. Used syringes should be placed immediately out of sight in a sealed

sharps container. é\o‘\

(\
Subjects should be observed for approximately 2 hours after the first dose of stud.)‘b%rug and 1
hour for subsequent doses. At Week 12 all subjects should be observed for @proximately 2
hours. If a subject experiences symptoms indicative of an acute hypersensngity reaction after
an injection, this should be discussed with the Medical Monitor b@%re the next study
visit/injection. o

Regulatory agencies require accounting for the disposition of alké%dy drugs received by each
clinical site. The investigator is responsible for maintaining information related to drug
disposition which at minimum consists of the date receivedb’ié%te dispensed, quantity dispensed
and the subject to whom the drug was dispensed.OQA Q’\\c’
o R .
At the end of the study, the investigator sh()%w;@cr)cgﬁ*n unused study drug and packaging to the
sponsor’s representative. Local destructi%x ‘a/zg}e permitted with the sponsor’s approval.
Q
O
6.3 Measures to Minimize Bias: domization and Blinding
56 o

All subjects will be centrally assign@%’ randomized study drug using an Interactive Response
Technology System (IRT). Befor@@he study is initiated, the log in information and directions
for the IRT (including the pro\@&s for emergency unblinding) will be provided to each site,
plus a back up telephone n{%@ber and call-in directions.
Study drug will be dlsdqﬁlsed at the study visits as summarized in the SoA (Section 1.3).

N
Any study druggl@t%is prepared but not administered to a subject should not be re-dispensed.

Unblinding Will only occur during the study in the case of subject emergencies where it is
necessary o determine the subject’s treatment assignment to ensure the best course of medical
manag@ment is taken. The IRT will be programmed with blind-breaking instructions. In case
of airemergency, the investigator has the sole responsibility for determining if the unblinding
of a subject’s treatment assignment is warranted. Subject safety must always be the first

o~ consideration in making such a determination. While not required, it is recommended that the
investigator should contact the Medical Monitor prior to unblinding unless this could delay
emergency treatment of the subject. If a subject’s treatment assignment is unblinded, the
sponsor must be notified within 24 hours of breaking the blind. The date and reason that the
blind was broken must be recorded in the source documentation and electronic case record
form (eCRF), as applicable.
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The outer packaging of study kits will appear identical, but as the M1095 and placebo doses
require reconstitution, and secukinumab is provided as commercially available pre-filled
syringes (PFS), it is not possible to blind the study completely. An unblinded study drug
preparer will be responsible for the reconstitution and dispensation of study drug and will
endeavor to ensure that there are no differences in the time taken to dispense each arm of the

study. S
&
Once syringes for injection have been prepared, they will be provided to the study &ug
administrator, who will also be unblinded. é\o*\
(\
The study drug preparer and the study drug administrator may be the same pers%’}@

\\
O
Other than the study drug preparer and administrator, the study team (inclyging the IGA and
PASI assessors) will be completely blinded throughout the study and wi@%e kept physically
separate from the preparation and administration of study medication. 2

D
The subject blind will be maintained by the use of M1095 and n(e@(c\hed placebo. The syringes
used for all M1095 and placebo doses will be identical. All subg@cts will receive two injections
of 1mL at each visit. There is also physical protection of ,g&g blind. Subjects will be asked to

wear an eye-mask for all injections. OQ Q’\\C’

R
An unblinded interim analysis of 12-week @%\6@1 occur at the completion of the 12-week
period, while the study is still ongoing. ‘ be managed by an independent DMC and
statistical analysis group to preserve liiding. This data will be shared with firewalled
individuals who are not directly iné‘ %ﬁ&\ the conduct of the study.

All members of the sponsor’s study t@i&qn will be blinded to subject treatment assignments until
all subjects complete 24 weeks a&&?’ the database is locked, with all queries through Week 24
resolved. After Week 24 data h&%een cleaned and locked, the study statistician and designated
sponsor team members wil djé unblinded to perform analysis of key study endpoints. All other
members of the sponsors. study team, site staff (except the unblinded preparer) and subjects
will remain blinded g@@? the end of study.

An unblinded s@d%y monitor will be assigned by the CRO to visit site and check the
documentati m%aintained by the unblinded study preparer and administrator and all drug
accountability records. The unblinded study monitor will not reveal any study details that could
unblindthe study to the blinded study monitor. In the event of a Quality Assurance audit, the
auditer(s) will also be allowed access to unblinded study drug records at the site(s) to verify
thafrandomization/dispensing has been performed accurately.

X
Q,(\Laboratory personnel performing the bioanalytical PK sample analysis may receive an open

randomization list to enable analysis of relevant samples. In addition, a PK analyst and
modelling/simulation scientist may receive an open randomization list to enable preparation of
modelling/simulation activities. These individuals will not interact with site or CRO personnel.
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6.4 Study Drug Compliance

Site personnel will document the use of study drug appropriately. Compliance for all treatment
groups will be reviewed by the sponsor’s unblinded study monitor utilizing source documents,
dispensing and inventory records, the Accountability Log, and study drug eCRFs. Study drug QQ
syringes will be disposed of immediately after administration in sealed sharps containers and \(\(b
cannot be checked. Accountability will be performed on the packaging and kits utilized fgb
administration before destruction. QO
6.5 Previous and Concomitant Therapy, and Prohibited Medications Q){\@\o

o
Any medication or vaccine (including over-the-counter or presc.ript'QI(f’+medic.mes,
cannabis/marijuana for medicinal use, vitamins, and/or herbal supplements)cthat the subject 1s
receiving at the time of enrollment or receives during the study must be. ygéorded along with:

e Reason for use. 4’0
e Dates of administration including start and end dates. ‘b($
e Dosage information including dose and frequency. &

(\

Therapies taken at/from the time of consent, but stop%@ prior to randomization, will be
considered previous therapies. Q
&R

Therapies taken from the time of randomization \\)@(ﬂ be considered concomitant therapies.

&
The Medical Monitor should be con%i;ﬁed Qf‘/![/here are any questions regarding previous or
concomitant therapy. Q‘ fb

Concomitant therapies that are pr og}ﬁ‘red throughout the course of the study are described in

Table 1 fb&
Table 1 Prohibited %Qﬁcomitant Medications
<
O
Treatment A B \)QQ Washout or minimum period since previous

exposure (before randomization)

o
Any compound @arketed or investigational) targeting IL-

17 (i.e. direc@‘ubitor, receptor blocker, etc.) Subject is excluded from the study

</
Ustekinoxﬁab 6 months
ra\
\
B@gpoglcal immunomodulating agents other than 12 weeks
@steklnumab (e.g.. adalimumab, etanercept, infliximab)
Investigational biological therapies 12 weeks or 5 half lives, whichever is the longer

Other systemic immunomodulating treatments and

systemic treatments for psoriasis (e.g., oral retinoids,

methotrexate, cyclosporine, systemically administered 4 weeks

calcineurin inhibitors, azathioprine, thioguanine,

hydroxyurea, cyclophosphamide, fumarates, apremilast,
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Treatment A B Washout or minimum _ pe_rlod since previous
exposure (before randomization)
or oral or parenteral corticosteroids [CS]® including
intramuscular or intraarticular administration)
Photochemotherapy (e.g., PUVA) 4 weeks
Phototherapy (e.g., UVA with or without psoralen, UVB) | 4 weeks ;\%\
Qo
Excimer laser 4 weeks ‘\oo
Topical psoriasis treatment, including, but not limited to, _\‘}Q’
corticosteroids, anthralin, calcipotriene, topical vitamin D &Q)
derivatives, topical calcineurin inhibitors, retinoids, O
tazarotene, as well as emollients and other non- . O(\
prescription topical products that contain urea, >3% 2 weeks . ré\\
salicylic acid, or alpha- or beta-hydroxyl acids, and Q}K\
medicated shampoos (e.g. those that contain >3% 2\
salicylic acid, corticosteroids, coal tar, or vitamin D3 (\\
analogues)® <
(@)
Live vaccinations 6 weeks ;\OQ
17\
Non-biological investigational treatment or participation in 2 \Uv
any interventional trial C)O w@s or 5 half lives, whichever is the longer

A If a prohibited treatment is used during the stqg/ thgéubject must discontinue the prohibited medication to
K\

continue in the study.

B In case of undue safety risk for the subj
of the investigator, and in consultatj
during the study, the subject must disto e stu

C  Otfic, nasal, ophthalmic, or inhaled @Qg ,tfotrea
I

treatments” and are therefore acc e as co-m

D  Mild/least potent topical steroidica?e
genitalia. These topical sterig? must be stopped

bject should discontinue study treatment at the discretion

%\The Medical Monitor. If the subject receives a live vaccination

dy treatment.

t asthma) are not considered “systemic immunomodulating
edication.

permitted during screening for use limited to the face, axillae, and/or

24 hours prior to the baseline (randomization visit).

Bland emollients (w1t|§(3ﬁ‘t alpha or beta hydroxy acids) may be used during the study but may

not be used within 2{&1 urs of any study wvisit.
6.5.1 Resgle Medicine
%

Rescue 1%@hcat10n 1s not permitted in this stu
6. 6 Q Dose Modification

\6%1

Week 12

dy.

Subjects randomized to placebo will receive M1095 120mg at Week 12, 14, 16 and then q4w.

Subjects randomized to M 1095 30mg or 60mg and who do not achieve an IGA score of 0 or 1
at Week 12 will be dose escalated to receive M1095 120mg q4w.
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Site personnel will enter the IGA score into the IRT prior to the study drug kit being assigned
at Week 12.

&
QD
6.6.2 Week 24 R4
Q
Any subjects on M1095 who did not undergo dose escalation at Week 12 and who achieve an e
IGA score of 0 at Week 24 will have study drug withheld and will receive placebo g4w. %\\’O
LN

Subsequently, if IGA score is 1 or more, these subjects will re-commence M 1095 at tla@gose
they received prior to Week 24 on a qg4w regimen at the visits scheduled by the pro@o\ol until
the end of the treatment period. Dose will not be withheld for a second time, igpgpective of

subsequent IGA scores. &

S
&\(b
Site personnel will enter the IGA score into the IRT prior to the stu@drug kit being assigned
at Week 24, 28, 32, 36, 40 and 44. KQ}Q

O)
At Week 24, the investigator should carefully consider the:\@%j ect’s response and if there has
been a worsening of psoriasis compared to basa:be r\kgéﬁ the investigator should consider

discontinuing the subject from the study if theb@ %Qgreceiving adequate benefit from their

At Week 24, subjects on secukinumab will continue to be treated q4w.

participation. Qo
,{(/0 \\,O
6.7 Treatment after the End of%@e %{ﬂgy

O

The final dose of study drug will bQ&fn@r\l’stered at the Week 44 visit with the final study visit
occurring at Week 52. ;\\Q@

<
Subjects that discontinue s%(é‘sr& treatment during the study should complete Early
Discontinuation, with visits approximately 4 weeks (28 days) and 8 weeks (56 days) after the
last dose of study drug (sQébt%e SoA, Section 1.3, and Sections 7.2 and 8.1.11). Once the Early
Discontinuation visits h@ve been completed, subjects will be contacted by telephone as per the

q4w study scheduleég,Q

QO : : o
After study completion at Week 52, or after completion of the Early Discontinuation visits,
subjects sh be treated as per local guidance and physician recommendation.

X
\\’6
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7.0 DISCONTINUATION OF STUDY DRUG AND SUBJECT
DISCONTINUATION/WITHDRAWAL a
O
)
Subjects should be discontinued from study drug if any of the criteria described in Section 7.1 \\0(‘}
are met. Such subjects will continue to be followed for safety assessments as described in the QQ
) . >
SoA, Section 1.3, and Section 8.1.11. \‘:é\
=)

Subjects may voluntarily withdraw from the study for any reason at any time, or be withg.r@wn
by the investigator or the sponsor as per Section 7.2. The investigator should fggongly
recommend that withdrawn subjects return for follow-up visits approximately 28 days and 56
days after the last dose of study drug to assess their safety and, if willing, to as&e%b duration of
effect (e.g. rebound assessments). The information to be collected is identical to the Early

Discontinuation visit, as described in the SoA (Section 1.3) and Section&g\\{.l 1.
>
3
A subject will be considered lost to follow-up if he or she repeatedly fails to return for

scheduled visits and is unable to be contacted by the studérﬁte. Such subjects will be

considered to have discontinued the study. S
N
Subjects who are prematurely discontinued frorQ%tu(h@?reatment, or who have chosen to
withdraw from the study, or who are lost to fo upsowill not be replaced.
O
7.1 Discontinuation of Study Drug<’ ’leé\\o

Q
See the SoA (Section 1.3) and Secti ?‘ @? for data to be collected at the time of study drug
discontinuation, plus follow-up an@fo&&aluations that need to be completed.
O

S
Study treatment must be disconti \d under the following circumstances (all cases should be
discussed with the Medical ng{ﬁor):
3
e Withdrawal of condent
e Emergence of the following:
o AE idered related to study treatment including:
«Om  Clinically significant systemic hypersensitivity reaction following
%Q,G administration of study drug that does not respond to symptomatic
Q)\\f treatment.
O = Severe (grade 3 or higher Common Terminology Criteria for AEs
\QO (CTCAE) Version 5.0) anaphylaxis (symptomatic bronchospasm, with
R or without urticaria; parenteral intervention indicated; allergy-related

\6\ edema / angioedema; hypotension).

= Severe (grade 3 or higher CTCAE Version 5.0) serum sickness (severe

arthralgia or arthritis; extensive rash, with steroids or intravenous fluids
indicated).

e Note that if a subject experiences symptoms consistent with a

grade 2 serum sickness (moderate arthralgia, fever, rash, or

urticaria, with antihistamine treatment indicated), and causality

Page 45 0f 103
AV002 — Final protocol, Version 3.0, incorporating CZE-1, dated 16 October 2018



Protocol Number: AV002 CONFIDENTIAL M1095 phase 2b psoriasis study

by the study drug cannot be ruled out, the subject should return
to site for an unscheduled visit. There should be a documented
) o . Q
assessment and physical examination concurrent with the event. O
Grade 2 serum sickness does not require discontinuation of \\0(0
study drug, however the Medical Monitor should be informed. QQ
= Any other severe (grade 3 CTCAE Version 5.0) event that does notd(\
resolve with supportive care. &
= Any life threatening (grade 4 CTCAE Version 5.0) event. \

o Any other AE that in the judgment of the investigator, and conmde@ng the
subject’s overall status, prevent the subject from continuing to partlc@ e in the
study (for example, sepsis or serious infection).

o Laboratory findings as follows regardless of CTCAE Version ﬁ)‘() grade:

Total WBC count <2.00 x 10*/uL. N

= Total ANC <1.00 x 10°/uL. Q

= Platelet count <50,000/pL. O

= Elevated transaminases (ALT or AST) %\\} upper limit of normal
(ULN) and associated with total bikifubin >2 x ULN (without
accompanying alkaline phosphatase @\/atlon >2 x ULN suggestive of
cholestasis) — i.e. subject me H)@?& aw criteria.

= Elevated transaminases @r AST) >5 x ULN without clear
alternative etiology (tests’s ﬁgl be repeated within 72 hours to verify
the result prior to di tinhation. )

= Any laboratory atﬁ;on(@ﬁties that in the judgment of the investigator,
taking into ¢ d@ﬁlon the subject’s overall status, prevents the
subject fro ntigr\ﬁing participation in the study.

o Pregnancy (see Secti&p@B.S.S and 10.4, Appendix 4).

o The subject develops a malignancy. (Exception: Subjects may be allowed to
continue if they{@ elop no more than 2 non-melanoma skin cancers (NMSC)
during the st

o Use of prolfibited treatment as per recommendations in Section 6.5.

e Any other protegol deviation that results in a significant risk to the subject’s safety.

e Administrative€ decision by the investigator, the sponsor or it’s designee to stop the
subject’s<§tudy treatment for medical, safety, regulatory, or other reasons consistent
with icable laws, regulations, and good clinical practice (GCP).

o Su&jéct noncompliance (significant violation of protocol requirements or missing two
consecutive visits).

\
In\@dition to these requirements for study treatment discontinuation, the investigator should
«discontinue study treatment for a given subject if, on balance, continuation would be
{(\Q)(\ detrimental to the subject’s well-being. The investigator should carefully consider the subject’s
> response at Week 24 and if there has been a worsening of psoriasis compared to baseline then
O the investigator should consider discontinuing the subject from the study if they are not
receiving adequate benefit from their participation.
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The appropriate personnel from the study site and the sponsor or it’s designee will assess

whether study treatment should be discontinued for any subject whose treatment code has been 0

broken inadvertently for any reason. (b‘\\o
©

Subjects who discontinue study treatment should NOT be considered withdrawn from the QQ\

study. They will continue to be followed up for assessments. See the SoA, Section 1.3 and ¢

Section 8.1.11 for the required assessments of these subjects after study treatmssagt\«‘

discontinuation. §)
O
Subjects should be considered to still be on study unless any of the criteria for study \}éfl‘t?ldrawal
are met (see Section 7.2). oF
S
7.1.1 Temporary Discontinuation (5\\0(\
N

Temporary discontinuations are not permitted in this study. Any @sed doses should be
discussed with the Medical Monitor. ‘b(\ﬁ

N
7.1.2 Rechallenge (\O

(5\'\0

Rechallenge is defined as the re-introduction of st@& drfg following a temporary withdrawal/
dose hold for safety related reasons. C)O ,bQQ

O
Rechallenge is not permitted for any reas&ﬁ%w&)aing after study drug being withheld due to

related/possibly related AEs; in these ciﬁgd’ms‘(a ces the Medical Monitors should be consulted
prior to withholding study drug and{é@ S%E&:ct considered for permanent discontinuation.
>

7.2 Subject Withdrawal fro@@@le Study
A subject may withdraw frog@ﬁfe study at any time at his/her own request, or may be
withdrawn at any time at the;&iscretion of the investigator or the sponsor for safety, behavioral,
compliance, or administor@tlve reasons.
R
If the subject withdpaws consent for disclosure of future information, the sponsor may retain
and continue t@%e any data collected before such a withdrawal of consent.
&
If a subjeét withdraws from the study, he/she may request destruction of any samples taken
and n@)\fested, and the investigator must document this in the site study records.
&
\Ff‘\premature withdrawal occurs for any reason, the investigator must make every effort to

" determine the primary reason for a subject’s premature withdrawal from the study and record

this information on the applicable eCRF. The withdrawn subjects must return for a follow-up
visit approximately 28 days after the last dose of study drug to assess their efficacy, safety,
quality of life (QoL), report any AEs and assess duration of effect (e.g. rebound assessments).
A further visit/telephone call should be conducted approximately 56 days after the last dose of
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study drug to follow up on AEs. The information to be collected is identical to the Early

Discontinuation visit 1 and visit 2, as described in the SoA (Section 1.3) and Section 8.1.11. o
“O
QD
7.3 Lost to Follow Up \0(‘}
N
R
>

A subject will be considered lost to follow-up if he or she repeatedly fails to return for X

scheduled visits and is unable to be contacted by the study site. \%\‘r
)
For subjects who are lost to follow-up, the investigator should show "due dilige@@%“ by

documenting in the source documents steps taken to contact the subject. \Q)Q
4
The following actions must be taken if a subject fails to return to the clinic for ékree)quired study
visit: Xe
e The site must attempt to contact the subject and reschedule tl{c{&hissed visit as soon
as possible. The subject should be counselled on the impowghce of maintaining the
assigned visit schedule and it should be ascertained ngéﬁ’ler the subject wishes to
and/or should continue in the study. o
e Before a subject is deemed lost to follow up, the igb%stigator or designee must make
every effort to regain contact with the subject(Where possible, three telephone calls
and, if necessary, a certified letter to t%)@ub'ﬁ&’s last known mailing address or local
equivalent methods). These conta&;@ tempts should be documented in the subject’s
medical record. C)’\ ,,1;5\\
e Should the subject continu%ﬁx ’b\(qoﬁnreachable, he/she will be considered to have
discontinued from the stl@ ,b\)
&
&
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8.0 STUDY ASSESSMENTS AND PROCEDURES
e Study procedures and their timing are summarized in the SoA (Section 1.3). Study visit ;\\OQ
dates are scheduled relative to Week 0. ~\\c,(‘>
e Protocol waivers or exemptions are not allowed. QQ

e Immediate safety concerns should be discussed with the sponsor immediately upon Qs
occurrence or awareness to determine if the subject should continue or disconti}&up\’
study drug. 9)

e Adherence to the study design requirements, including those specified in %&QSOA
(Section 1.3), is essential and required for study conduct. \Qf\

e All screening evaluations must be completed and reviewed to confirm dhat potential
subjects meet all eligibility criteria. The investigator will maintain a §¢reening log to
record details of all subjects screened and to confirm eligibility (@%cord reasons for
screening failure, as applicable. @(\

e Patient Reported Outcomes (PROs) during any visit should be*conducted before other
tests, procedures, or consultations. @Q

e IGA, BSA and PASI during any visit should be conduc «dafter the PROs (ifapplicable)
and before other tests, procedures and consultatiofis. As far as possible, the same
evaluator should perform the IGA, BSA a nd P ~$]§bat all visits for a particular subject,
especially at Week 0 (randomization), 1@9 and Week 24.

e The maximum amount of blood collegted from each subject over the duration of the
study, including any extra assessméﬁ(s that may be required, will not exceed 565mL,
with a maximum 50mL taken atgﬁy 1$1f. Repeat or unscheduled samples may be taken
for safety reasons or for tech@l \§}§s\les with the samples.

>

8.1 Study Procedures Q,;\\O
8.1.1 Screening @(b\\j‘"

Subjects will attend for ab@breening Visit during the 4 weeks (28 days) prior to Week
O/randomization. This g\designed to assess the inclusion/exclusion criteria and establish

baseline characteris%@?
(%)

The approved oisent form must be signed and dated by the subject and the consenting
investigator pfior to any study related procedures being conducted. AEs will be collected from
the time that'consent is signed.

IGA, BSA and PASI should be performed before any other study procedures, assessments or
cogg\n tations. The following assessments will be performed and information collected:-

&
Q)(,\\ e Demographics
0\\}(\ e Inclusion/Exclusion Criteria
&P e Psoriasis Medical History

e Prior Psoriasis Treatments
e Other Medical History
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IGA

BSA

PASI

Adverse events are to be recorded from the time of consent
Concomitant Medications N
Skin Evaluation

Physical Examination )
Vital Signs Q)-\l\
Laboratory Analysis Chemistry and Haematology (Cg\r@al Laboratory)

Urinalysis (Local) . ,5\,\0
N

Serum Pregnancy Test (Central Laboratory) 4’0&
ECG (Standard 12 Lead, Central ECG Lgb&étory)
QuantiFERON®-TB Gold Test (Locgé\gr Central Laboratory)

o Ifalocal or centr: Qu%gfgferon TB test result is
‘indeterminate ~the S@\ must be repeated during the
screening pefiod.,.

o Ifany iferon TB test is ‘positive’ or if the first test
and th@epc&l&est are both ‘indeterminate’, the subject
m ‘;% .@@srred for tuberculosis workup per local

elines.

o If a{@Quantiferon TB test is “positive’ or if the first test

the repeat test are both ‘indeterminate’, the subject is

(Q‘beligible for randomization if (i) they have a known history

(& of latent TB and have completed a course of treatment or
<\‘2> (1) they have has received sufficient treatment for latent
TB to allow concomitant treatment with a biological

QQQ therapy as per local guidelines (note these subjects must

continue their concomitant latent TB treatment to
completion while participating in the study, and if these
subjects are outside of the screening window (>28 days
since consent) when they become eligible to participate,
they should be fully re-screened for the study).

o If any Quantiferon TB test is ‘positive’ or if the first test
and the repeat test are both ‘indeterminate’, the subject is
not eligible for randomization if either ‘active tuberculosis
is present’ or if ‘latent tuberculosis is present and is
untreated per local guidelines.’

HBV, HCV and HIV Testing (Central Laboratory), Section 10.5,
Appendix 5
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e Chest X-Ray (CXR) — CXR within 3 months of consent is considered
acceptable. When performed as part of the Screening visit, the chest X-
ray should be the last study procedure to be completed, as this will
prevent unnecessary exposure to radiation if the subject is found to be
ineligible following an earlier procedure. Investigator should follow up

N)

;\%

@\OQ
(\

indicated.
8.1.2 Week 0 / Randomization
At Week 0, subjects who meet the inclusion/exclusion criteria will be randomlz%d:}

Fasting blood samples should be obtained, so the visit should be conducted 6{1\%6 morning and
the subject should not have had breakfast. K\{b

R4
Patient reported outcomes (PRO) i.e. DLQI, EQ-PSO, SF-36, PHQ(—\& and eC-SSRS should be
performed before any other study procedures, assessments or cog@hltations.

IGA, BSA and PASI should be conducted after the PROS\\@d before other tests, procedures

and consultations. \\0

OQ
The first dose of study drug should be ac@gﬂls(ﬁ;%d after completion of all other study
procedures. & X
O &
The following assessments will be p rn@g and information collected:-
e Repeat chetk 0&%clusmn/Exclus10n Criteria
e AEs \L‘Q’}\\Q
. Concm&ibant Medications

g

9-:9 SF-36
5 e PHQ-8
Q
32 e eC-SSRS
%
O e IGA
S
o e BSA
O
(,\\6\ e PASI
(QQ’ e Skin Evaluation
N
600 e Physical Examination
e Vital Signs
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e Laboratory Analysis Chemistry and Haematology (Fasting, Central
Laboratory)

e Urinalysis (Local)
e Urine Pregnancy Test (Local) —if positive, study drug must be withheld

and a Serum Pregnancy Test (Central Laboratory) performed 0@0
e Blood Sample for Immunogenicity (must be pre-dose) O‘\%
e Blood Sample for Pharmacokinetics (must be pre-dose) é\oo
e Randomization (via IRT) _\:@Q
e Study Treatment (allocated via IRT) O\Q’
o)
8.1.3 Weeks 1, 3, 6, 10 N

There is a visit window of +1 day for Weeks 1 and 3, and +2 days E\Q?Weeks 6 and 10.

IGA, BSA and PASI should be performed before any other s{\dﬁ’y procedures, assessments or
consultations. O

\Q‘b
Study drug should be administered after compg@g Qﬁall other study procedures.

(\
The following assessments will be perfom\gd a@* information collected:-

K\

e IGA Qioo ,b\’)‘
e BSA Q}\Q@
e PASI &

(be
o AEs ﬁ

Qﬁfﬁ:omltant Medications

OQ%km Evaluation

\oo"o Vital Signs

\}%Q)b e Study Treatment (allocated via IRT)

814 PWeek 2

O
Thege is a visit window of +1 day for the Week 2 visit.

\I§A BSA and PASI should be performed before any other study procedures, assessments or
(QQ’ consultations.

&° Study drug should be administered after completion of all other study procedures.

The following assessments will be performed and information collected:

e IGA
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e BSA

e PASI

e AEs

e (Concomitant Medications

e Skin Evaluation S
. 2

e Vital Signs 9)

e Laboratory Analysis Chemistry and Haematology (Central inl\@?g[ory)
e Blood Sample for Immunogenicity (must be pre-dose) Q)-\l@

e Blood Sample for Pharmacokinetics (must be pre-dos@

e Study Treatment (allocated via IRT) “QOQ

8.1.5 Week 4 ($
There is a visit window of =1 day for the Week 4 visit. (\OK

)

N
Patient reported outcomes (PRO) i.e. PHQ-8, and.QC-S\@% should be performed before any
other study procedures, assessments or consultati s(.bQQ

IGA, BSA and PASI should be conducteg{@@e{ré‘\@(e\ PROs and before other tests, procedures

and consultations. O &
\alf)

O
Study drug should be administered&@%mpletion of all other study procedures.

The following assessments will be éﬁbrmed and information collected:

2
>
e PHQ-
O
* cCBSRS
O
OOQQGA
o% BSA
\\?@6 e PASI
\QQ) e AEs
N
\QO e Concomitant Medications
((\0% e Skin Evaluation
Q)Q’\\' e Physical Examination
0\‘)(0 e Vital Signs
O
o e Laboratory Analysis Chemistry and Haematology (Central Laboratory)

e Urine Pregnancy Test (Local) —if positive, study drug must be withheld
and a Serum Pregnancy Test (Central Laboratory) performed
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¢ Blood Sample for Immunogenicity (must be pre-dose)

¢ Blood Sample for Pharmacokinetics (must be pre-dose) O
QD
e Study Treatment (allocated via IRT) \\Q(b
R
8.1.6 Weeks 8, 44, 52 é\‘bQ
N
There is a visit window of +2 days for Week 8, and +5 days for Weeks 44 and 52. O‘\%
&
Patient reported outcomes (PRO) i.e. PHQ-8, and eC-SSRS should be performed b@?re any
other study procedures, assessments or consultations. _\*_@
<
NN
IGA, BSA and PASI should be conducted after the PROs and before othel‘(\t@sts, procedures
and consultations. ?\}O
R4

Study drug should be administered after completion of all other stu&{y\(bprocedures.
QO

The following assessments will be performed and information collected:

O

e PHQ-S \ &
o cC-SSRS C)OQ S

Q
e IGA /\Q? (5\\0
e BSA VQ Y

AV

e PASI < S

e AFEs-SAEs a@ﬁ)(bAEs will be followed until resolution, stabilization or
the event is©therwise explained or the subject is lost to follow up (see
Section 2 ). AEs not considered serious or as an AESI will be
considered ongoing if they have not resolved by Week 52.

° (O};@ﬁ)comitant Medications

o:\&%kin Evaluation
G\O e Vital Signs
Q@Q) e Laboratory Analysis Chemistry and Haematology (Central Laboratory)
N4 e Urine Pregnancy Test (Local) —if positive, study drug must be withheld
\QO\' and a Serum Pregnancy Test (Central Laboratory) performed
N e Blood Sample for Immunogenicity (must be pre-dose) — subjects
(a\\é\ testing positive at Week 52 may be requested to provide another sample
(QQ) 6 to 12 months after study completion
XS » e Blood Sample for Pharmacokinetics (must be pre-dose)
& e Study Treatment (allocated via IRT) with the exception of Week 52
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o At Week 52, male and female subjects of child bearing potential should
be reminded that they must use highly effective contraception for a
further 4 weeks

8.1.7 Weeks 12, 24, 36, 48
There is a visit window of +2 days for Weeks 12 and 24, and £5 days for Weeks 36 and 48\.6\\’
)

Fasting blood samples should be obtained, so the visit should be conducted in the morgﬁhog and
the subject should not have had breakfast. \Q)(\

4
<
Patient reported outcomes (PRO) i.e. DLQI, EQ-PSO, SF-36, PHQ-8, and eC-SSRS should be
performed before any other study procedures, assessments or consultatioqgo(\

w0
\
IGA, BSA and PASI should be conducted after the PROs and befon@féther tests, procedures
and consultations. ‘b(&
Study drug should be administered after completion of all p&he? study procedures.
X
The following assessments will be performed andQ‘ﬂfog:&?ion collected:-
O R
>
e DLQI QC), O
N
e EQ-PSO ?g) K\/l/
e SF36 (O \;§\°
e PHQS O o0
C-SSRS Qi\\o
[ ] cl - (bg\l_
e IGA A(Q
o BSA"
N
o PASI
X
OC’ AEs
X
%Q)b e Concomitant Medications
‘QQ’Q e Skin Evaluation
Qo\ e Physical Examination
0%\ e Vital Signs
6\6\ e Laboratory Analysis Chemistry and Haematology (Fasting, Central
&QQ’ Laboratory)
boo e Urinalysis (Local)

e Urine Pregnancy Test (Local) —if positive, study drug must be withheld
and a Serum Pregnancy Test (Central Laboratory) performed

e ECG (Standard 12 Lead, Central ECG Laboratory)
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¢ Blood Sample for Immunogenicity (must be pre-dose)

\
“O
)
e Study Treatment (allocated via IRT) with the exception of Week 48 \\0(0
o At Week 24, the investigator should carefully consider the subject’s ,bQQ
response and if there has been a worsening of psoriasis compared toc&™
baseline then the investigator should consider discontinuing the subjest

from the study if they are not receiving adequate benefit fronl\ﬁheir

e Blood Sample for Pharmacokinetics (must be pre-dose)

participation. ©
&
8.1.8  Week 14 &2
&
There is a visit window of +2 days for the Week 14 visit. {Q’QO
>
IGA, BSA and PASI should be performed before any other study ggo%edures, assessments or
consultations. 2
O)
Study drug should be administered after completion of al‘lb’@msgﬂ%r study procedures.
O
Q
The following assessments will be performed acr)@?n@ation collected:-
.
o IGA /\Q/O &P
e BSA vc’ o*\/l’
S
o PASI Q¥ ¥
e AEs s‘\\*\q

<
. Concomiﬁ?ﬁt Medications
e Skin-Bvaluation
X
o Vital Signs
QQQ%aboratory Analysis Chemistry and Haematology (Central Laboratory)
O o  Study Treatment (allocated via IRT)

S
819 Week 16,20, 28, 32,40
Q
N
Thereri8 a visit window of +£2 days for Weeks 16 and 20, and +5 days for Weeks 28, 32 and

40.5"
&
Q,&Patient reported outcomes (PRO) i.e. PHQ-8, and eC-SSRS should be performed before any
0\§Q other study procedures, assessments or consultations.

) IGA, BSA and PASI should be conducted after the PROs and before other tests, procedures
& and consultations.

Study drug should be administered after completion of all other study procedures.
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The following assessments will be performed and information collected:

e PHQ-8 Q}‘\\OQ
e ¢C-SSRS Q'\\O
e IGA \\‘DQ
@)

e BSA \6\\’
e PASI .OQO
e AEs (\%\

xQ
e Concomitant Medications &®+
e Skin Evaluation (\O

;\}O

e Vital Signs f(§®
e Laboratory Analysis Chemistry and Haematqkogy (Central Laboratory)

e Urine Pregnancy Test (Local) —if posmvoq,{@tudy drug must be withheld
and a Serum Pregnancy Test (Centra\glbaboratory) performed
N

e Study Treatment (allocategzdha lg@)

8.1.10  Unscheduled Visit Q (\be
Subjects may return to site for an U &1{(6 \d Visit as clinically indicated. Laboratory
assessments performed at an Unsche Q@mt should be sent to the central laboratory.

N

O

All assessments should be documeg‘e@fﬁ the medical record and entered in the eCRF.

8.1.11 Early Dlscontlnuatloqp

‘b
The Early Discontinuation §ﬁ involves two contacts with the subjects. The subject should

attend the study site as ¢ 088 10 possible to 4 weeks (28 days) after the last dose of study drug,
and prior to the initiatiowof any other biological therapy. The reason for discontinuation should
be discussed with t edical Monitor. All subjects should then have further follow up either
by telephone, or léﬁ’l ey have ongoing SAEs or AEs, by attending the study site approximately
8 weeks (56 d%ﬁ‘s) after the last dose of study drug to report any new, and follow up any existing
AEFEs. RN
Q)

Patie t;}eported outcomes (PRO) i.e. DLQI, EQ-PSO, SF-36, PHQ-8, and eC-SSRS should be
pe\r\}@nned before any other study procedures, assessments or consultations.

\IgA BSA and PASI should be conducted after the PROs and before other tests, procedures
((\ and consultations.
P

O
. \66 The following assessments will be performed and information collected:-
&
Visit 1 — As close as possible to 4 weeks (28 days) after the last dose of study drug, and
prior to the initiation of any other biological therapy.
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e DLQI
e EQ-PSO Q
;\\'O
e SF-36 <4
N
e PHQ-8 Q,QQ
e ¢C-SSRS \)é\
=)
e IGA S
O
e BSA 6\0
(\
¢ PASI g
<
o AFs S
e Concomitant Medications . {8‘\\0(\
e Skin Evaluation A’OK\
e Physical Examination (b(\*
e Vital Signs {\Oﬁ
e Laboratory Analysis Chemliﬁry cBP?aematology (Central Laboratory)

e Urinalysis (Local) QQ

oeﬂ)

e ECG (Standard IQj:egl?Central ECG Laboratory)

e Blood Sample-for {ﬁlmunogemclty — subjects testing positive may be
requested t@’p &Q}%e another sample six to twelve months after study
completion \\Q

e Blood Egg\a’f)le for Pharmacokinetics

e Urine Pregnancy Test}

Visit 2/ Telephone @H — As close as possible to 8 weeks (56 days) after the last dose
of study drug O&\

§QQAES

G\O e Concomitant medication
9" e Maleand female subjects of child bearing potential should be reminded
N : . .
Q that they must use highly effective contraception for a further 4 weeks
\‘0

6\0 Following completion of the Early Discontinuation visits, subjects will continue to be
(Q\\f contacted by telephone q4w as per the study schedule up to Week 52. The following

Q’\\ information will be collected.
<
<
OOQ e AEs
. \66 e Concomitant medication
< e Any new treatments for psoriasis
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8.2 Efficacy Assessments

Efficacy evaluations selected for this study are consistent with those used to evaluate other
therapies for psoriasis.

The IGA and PASI will be administered by site personnel according to the SoA (Section 1.3). o
All assessors of IGA and PASI must be qualified, experienced in evaluating subjects wi%hf’
psoriasis in clinical trials, and have completed study specific training in IGA and PASI ra@ng.
It is recommended that the same assessor conducts the IGA and PASI at all visits{for a
particular subject, but especially at Week 0 (randomization), Week 12, and Week 25){@\

X
8.2.1 Investigator’s Global Assessment (IGA mod 2011) o

S

IGA will be conducted for overall psoriatic disease as indicated in the Schﬁ%ection 1.3).

N
The IGA rating scale for overall psoriatic disease is shown in Sectic&n@.dl, Appendix 6.

Q

The explanations/descriptions of the points on the scale h%(éb been improved to ensure
appropriate differentiation between the points.!” The IGAOQnod 2011 is thought to better
N

correlate with PASI 90 responses. >
=\ N

The IGA mod 2011 used in this study is static, Q@lt lﬁ%rs exclusively to the subject’s disease
state at the time of the assessments, and doe%?t a\t&}npt a comparison with any of the subject’s
previous disease states, whether at baseliér)& r %&1 previous visit.

Ny
The IGA mod 2011 score will initia&&%e{b@%\orded on paper, and then entered in the IRT/eCRF.

8.2.2 Assessment of Total B@l? Surface Area (BSA) and Psoriasis Area and Severity
Index (PASI) ,ba‘l*

The total BSA affected b)%q?\baque-type psoriasis will be estimated from the percentages of
areas affected, includi ead, trunk, upper limbs and lower limbs (see Section 10.6.2,

Appendix 6). QQ
o)\‘r

The PASI combihes assessments of the extent of body-surface area involvement in 4
anatomical re@ons (head, trunk, arms, and legs) and the severity of desquamation, erythema,
and p1aqu%i‘ﬁduration/inﬁltration (thickness) in each region, yielding an overall score of 0 for
no psogﬂa‘?is to 72.0 for the most severe disease.'!* 12 See Section 10.6.2, Appendix 6 for details.

\
Slﬂﬁ’\ects achieving PASI 75, PASI 90, or PASI 100 are defined as having an improvement of

(s\\éi’\least 75%, 90%, or 100%, respectively, in PASI score from baseline.

Q
0\\}(\ The site will initially record assessments on paper, and will then enter the data into the eCRF,
oY which will auto-calculate the PASI score (no manual PASI calculations will be performed by
«‘é\% the site).
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8.3 Quality of Life Instruments
8.3.1 Dermatology Life Quality Index (DLQI)

The Dermatology Life Quality Index (DLQI) 1s a 10-item general dermatology disability index
designed to assess health-related quality of life in adult subjects with skin diseases such as
eczema, psoriasis, acne, and viral warts.!> The measure is self-administered and includ ©
domains of daily activities, leisure, personal relationships, symptoms and feelings, treatmént,
and work/school. The measure 1s widely used: 1t has been tested across 32 chffereg@‘ skin
conditions and is available in 55 languages. The recall period is the last weekg@(md the
instrument requires 1 to 2 minutes for completion. Each item has four respons@é%ategoues
ranging from 0 (not at all) to 3 (vely much). "Not relevant" is also a valid Zesponse and 1s
scored as 0. The DLQI total score 1s a sum of the 10 questions. Scores ran om 0 to 30, and
higher scores indicate greater health-related quality-of-life 1mpamne@Addlt10nally, each
subscale of the DLQI may be analyzed separately. 4’0

The DLQI questionnaire will be completed by the subject as ig@ncated in the SoA (Section
1.3). It will be completed using an electronic tablet device. o

®\§O
8.3.2 Short-Form 36 (SF-36) 3 Q~\\o
O
The SF-36 consists of eight scaled scores, whi lb@r% the weighted sums of the questions in

their section.'* ' Each scale is directly tr onhed into a 0-100 scale on the assumption that
each question carries equal weight. T \ge/zl’ the score the more disability. The higher the

score the less disability. N
Q{o N
The eight sections are: ;\\(\g
NG
\

The &@36 questionnaire will be completed by the subject as indicated in the SoA (Section
s\I‘r will be completed using an electronic tablet device.

\,
@608.3.3 Euro-Quality of Life Questionnaire for Psoriasis (EQ-PSQ)
>
EQ-5D is a generic instrument to assess a subject’s health status. It provides a simple
descriptive profile and a single index value for health status.®
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The instrument essentially consists of 2 pages — the EQ-5D descriptive system and the EQ
visual analogue scale (VAS). The EQ-5D descriptive system comprises the following 5
dimensions: mobility, self-care, usual activities, pain/discomfort and anxiety/depression. Each
dimension has 3 response levels: no problems, some problems, severe problems. The subject
is asked to indicate their health state by ticking in the box against the most appropriate

statement in each of the 5 dimensions. In the EQ-PSO two additional dimensions, skin irritation o

and self confidence, have been added to make the questionnaire more disease specific, for
e 17 N

psoriasis. o

O

The VAS records the subject’s self-rated health on a vertical, VAS where the endpoints are

labelled ‘Best imaginable health state’ and ‘Worst imaginable helath state.” This‘information

can be used as a quantitative measure of health outcome as judged bysthe individual

respondents.

(5\\0
R
The EQ-PSO questionnaire will be completed by the subject as indicg’éd in the SoA (Section
1.3). It will be completed using an electronic tablet device. ‘b(\ﬁ
N
8.4 Safety Assessments (\O
;\}O

Planned time points for all safety assessments are@fovgég in the SoA (Section 1.3).
O

Safety assessments will include collection g& s;}(%kin evaluation, laboratory values, vital
signs, ECGs, drug discontinuations, and{fnstygﬁnents to assess depression and suicidality
[electronic Columbia-Suicide Severi ‘{hg Scale (eC-SSRS) and Personal Health
Questionnaire Depression Scale (PHQQS) 2Blinded data will be reviewed during the study. An
independent Data Monitoring Confmittée (DMC) will have access to unblinded information
and will conduct periodic scheduledifeviews as well as ad hoc reviews as needed.
ng)
8.4.1 Physical Examinatih

A complete physical exaftination will include, at a minimum, assessments of the skin,
cardiovascular, respireé@ry, gastrointestinal and neurological systems. Weight will also be
measured and reco@ .

xO
Height will bggéieasured at screening only.
N
8.4.2 \sQQ)Skin Evaluation

O
Sulge%ts are expected to manifest skin findings associated with psoriasis which may include

le disease, worsening disease, or improving disease.

X
(\
((\Q’ If a subject develops a clinically significant cutaneous rash that is not typical of a psoriatic

picture, then the following evaluations should be conducted:

* Photographs
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o Upper and lower body, front and back, 4 pictures in total. Further close up
pictures (15c¢m x 15cm, 6 inches x 6 inches) should be taken of any areas of

interest. s‘\\oQ
R4
AN
 Skin biopsy Q
R
. ) s X
o Two >4mm punch biopsies, one of normal skin, one within the rash. %\\,0
. S
» Skin culture O
2
Detailed instructions for these evaluations will be provided as Skin Evaluation In_q_@tﬁ\ctions
for the study. <§®

The Medical Monitor should be notified if photographs/skin biopsy/skin e‘@@(t:m are being
conducted and the subject should be treated as indicated while he/she q@{lbtinues study
therapy. %A
X
8.4.3 Vital Signs (\o‘
O
Vital signs will be measured after at least 5 minutes rest:,)‘a'}ld will include temperature (oral,
axillary, core, temporal, or tympanic), sitting OE) é%ng@ ood pressure and heart rate.

. &
8.4.4 Electrocardiograms Q .0
i NS

O &
12-lead ECG will be obtained as outli i&@i’?e SoA (see Section 1.3) using an ECG machine
that automatically calculates the h@ﬁ/rag’}\and measures PR, QRS, QT, and QTc intervals.

At each time point, triplicate ECC%\%re required. Three individual ECG tracings should be
obtained as closely as possible ipb‘s\ﬁccession, but no more than 2 minutes apart. The full set of
triplicates should be complet&(ﬁn less than 4 minutes.

O

>
ECG should also be pergg\'med at any time in the study if clinically indicated.
~
Digital ECGs will be transmitted to a central vendor who will assess ECG measurements for
screening requi&é&ents prior to randomization.
<

&)
The invesgg%tor is to assess ECG measurements for safety and should report any clinically
signiﬁ%{fﬁ findings as adverse events.
<

X
0@
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8.4.5 Clinical Safety Laboratory Assessments
See Section 10.2, Appendix 2 for the list of clinical laboratory tests to be performed by the ;\\OQ
central laboratory and the SoA (Section 1.3) for the timing and frequency. Q\\O(b

X

The investigator must review the laboratory report, document this review, and record any ¢
clinically relevant changes occurring during the study in the AE section of the eCRE:
Laboratory reports must be filed with the source documents. Clinically significant abnofmal
laboratory findings are those which are not associated with the underlying diseas%\%nless
judged by the investigator to be more severe than expected for the subject's condi_&@ﬁ

<

All laboratory tests with values considered clinically significantly @omal during
participation in the study or within eight weeks after the last dose of stuady drug should be
repeated until the values return to normal or baseline or are no long@\\considered clinically
significant by the investigator or Medical Monitor. (\ﬁ

o All protocol-required laboratory assessments,o%? defined in Section 10.2,
Appendix 2, must be conducted in accordalg\@owith the laboratory manual and
the SoA (Section 1.3). 4 .\\g‘b

o If laboratory values from no <%oj?«zﬁ)l specified laboratory assessments
performed at the study site’@ Qcé(b aboratory require a change in subject
management or are considéred (iﬁ'“nically significant by the investigator (e.g.,
SAE or AE or dose 1f:1(@t\ion), then the values must be recorded in the

N
¢CRF. &
8.4.6 Depression and Suicii%i\%isk Monitoring
\

In studies of brodalumab, there&%ve been reports of suicidal ideation or behavior. The sponsor

considers it important to mghitor for such events before and during this clinical study.
&

Subjects being treate@%&this study should be monitored appropriately and observed closely
for suicidal ideation”and behavior or any other unusual changes in behavior. Consideration
should be giveg\% discontinuing study drug in subjects who experience signs of suicidal
ideation or g@avior.

e O . . . .
Families@nd caregivers of study subjects should be instructed to monitor for the emergence of
unugual changes in behavior, as well as the emergence of suicidal ideation and behavior, and
togeport such symptoms immediately to the study investigator.

X
& Baseline assessment of suicidal ideation and behavior and treatment-emergent suicidal ideation
> and behavior will be assessed during the study using the electronic Columbia Suicide Severity
oY Rating Scale (e-C-SSRS). Depression will be assessed using the Patient Health Questionnaire-

&\‘\\% 8 (PHQ-8).

Page 63 of 103
AV002 — Final protocol, Version 3.0, incorporating CZE-1, dated 16 October 2018



Protocol Number: AV002 CONFIDENTIAL M1095 phase 2b psoriasis study

8.4.6.1  Electronic Self Rated Version, Columbia-Suicide Severity Rating Scale
(eC-SSRS) ~\o°
X
The eC-SSRS is a standardized and validated instrument developed for the assessment of the \\Q(b
severity and frequency of suicidal ideation and behavior.!® > 20 Subjects respond to 9
standardized clinical questions that are presented in a uniform fashion. The eC-SSRS defines \(\Q’

five subtypes of suicidal ideation and behavior in addition to self-injurious behavior with 1%9‘»0

suicidal intent. The eC-SSRS takes approximately 3 to 10 minutes to complete. S
O
The eC-SSRS questionnaire will be completed by the subject as indicated in the SoAg‘@Section
1.3). It will be completed using an electronic tablet device. Q).\’.\Q’
\\
o)
8.4.6.2 Patient Health Questionnaire (PHQ-8) ;\\O(\

The PHQ-8 is a validated and widely used eight-item version @q@the Patient Health
Questionnaire depression scale designed to clinically assess subje&t&ﬁor symptoms and signs
of depression.”’> ** The PHQ-8 takes approximately 3 minutc® to complete and will be
completed by the subject as indicated in the SoA (Section l.a.olt will be completed using an
electronic tablet device. ©

~\ ‘\\C)(b

8.5 Adverse Events (AEs) and Serious c;gg% Events (SAEs)

O
The definitions of an AE or SAE can be fe@fg i«gbgection 10.3, Appendix 3.
&

AEs will be reported by the subjec , @%n appropriate, by a caregiver, surrogate, or the
subject's legally authorized represcﬁtat&@ .

O

S
The investigator and any qualiﬁed‘_@\esignees are responsible for detecting, documenting, and
recording events that meet the %ﬁﬁnition of an AE or SAE and remain responsible for following
up AEs that are serious, cogsj ered related to the study intervention or study procedures, or
that caused the subject t({\cﬁscontinue the study drug.

@)

Adverse events O@Q%pecial interest (AESI) include cytopenias, liver function test
changes/enzyme\@ evations, infections, injection-site reactions, allergic/hypersensitivity
reactions, cergbrocardiovascular events, malignancies, depression, Crohn’s disease and
ulcerative colitis. These events are based on Phase 1 data and findings with other IL-17
modulatin® drugs. Additional adverse events may be identified as being of special interest
during@l%e study and prior to the first unblinding. Formal pre-specified evaluations beyond the
digc}mtinuation criteria in Section 7.1 are not planned at this time.

Q

Q)(’\\If a subject reports symptoms consistent with a grade 2 serum sickness while between study
\\}Q visits, and causality by the study drug cannot be ruled out, the subject should return to site for

600 an unscheduled visit if symptoms recur after the next dose. There should be a documented
Q *6\% assessment and physical examination concurrent with the event
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8.5.1 Time Period and Frequency for Collecting AE and SAE Information
AEs will be collected from the signing of the informed consent form (ICF).

Medical conditions that begin before the start of study drug but after obtaining informed
consent will be recorded on the Medical History/Current Medical Conditions section of the\(\
eCRF, not the AE section, unless related to study procedures. 5 %\\’O
All SAEs will be recorded and reported to the sponsor or designee within 24 hours, as ingi‘sated
in Section 10.3, Appendix 3. The investigator will submit any updated SAE data to tl@ponsor
within 24 hours of it being available. Q)_\‘_\.

Investigators are not obligated to actively seek AE or SAE information after(tﬁ% conclusion of
a subject’s study participation. However, if the investigator learns of ‘a,gypSAE, including a
death, at any time after a subject has been discharged from the study, he/she considers the
event to be reasonably related to the study drug or study partlclp%\tq)n the investigator must
promptly notify the sponsor.

K

O
The method of recording, evaluating, and assessing ca@@ahty of AE and SAE and the
procedures for completing and transmitting S/%Es s are provided in Section 10.3,

Appendix 3. C) o @Q

8.5.2 Method of Detecting AEs an;{@&]%?
/l/
N\

Care will be taken not to introduce @?\z@gn detecting AEs and/or SAEs. Open-ended and
non-leading verbal questioning of- bject is the preferred method to inquire about
AE occurrences. é)\\o

8.5.3 Follow-up of AEs &aﬁ SAEs

After the initial AE/SAE r@\ort the investigator is required to proactively follow each subject
at subsequent visits/contacts. SAEs and AEs will be followed until resolution, stabilization,
the event is otherw1@ lained, or the subject is lost to follow-up (as defined in Section 7.3).
AEs not cons1de(\h erious or as an AESI will be considered ongoing if they have not resolved
by Week 52 %1}1 er information on follow-up procedures is given in Section 10.3, Appendix
3.
< . .
8.54 Qo\' Regulatory Reporting Requirements for SAEs
X
pt notification by the investigator to the sponsor of a SAE is essential so that legal

(’\\o ligations and ethical responsibilities towards the safety of subjects and the safety of a study
\\}(\ drug under clinical investigation are met.

The sponsor has a legal responsibility to notify both the local regulatory authority and other
regulatory agencies about the safety of a study drug under clinical investigation. The sponsor
will comply with country-specific regulatory requirements relating to safety reporting to the
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regulatory authority, Institutional Review Boards (IRB)/Independent Ethics Committees

(IEC), and investigators. AEs/SAEs must be followed up and reported as appropriate for at o

least 8 weeks (5 terminal half lives) after the last study dose. ‘ O(S\
N

Investigator safety reports must be prepared for suspected unexpected serious adverse reactions ,bQQ

(SUSAR) according to local regulatory requirements and sponsor policy and forwarded t%(‘,(\

investigators as necessary. 0\9

An investigator who receives an investigator safety report describing a SAE or otherf}%%ciﬁc
safety information (e.g., summary or listing of SAEs) from the sponsor will review and then
file it along with the Investigator’s Brochure and will notify the IRB/IECQ@ appropriate
according to local requirements. (\O

8.5.5 Pregnancy A@K

Details of all pregnancies in female subjects and female partneafs\ of male subjects will be
collected after the start of study treatment and until at least I&Q/eeks (>5 terminal half lives)
after the last study dose. O
A P
If a pregnancy is reported, the investigator shqﬁd @orm the sponsor within 24 hours of
learning of the pregnancy and should follow %&ﬁr(c)@gﬁures outlined in Section 10.4, Appendix
4. ,{(/‘ ,5\\
O &

Abnormal pregnancy outcomes (e. o@&eous abortion, fetal death, stillbirth, congenital
anomalies, ectopic pregnancy) areégﬁsifd%red SAEs and should be reported to the sponsor or
designee within 24 hours. ;\\Q@
8.5.6 Cardiovascular and,gh@ath Events

&
Cardiovascular AEs shoul%c@e reported as AEs/SAEs as described in Sections 8.5 and 10.3,

Appendix 3. O{\

Any subject deaths@j& occur during the study should be considered SAEs and reported as per
Sections 8.5 and<#0.3, Appendix 3. If a death occurs, the investigator may be asked to provide
a copy of any.post-mortem findings including histopathology.

N

8.5.7 \‘OQDisease-Related Events and/or Disease-Related Outcomes Not Qualifying as

\QO AEs or SAEs

&
\IQ\FAES and outcomes should be reported as described in Sections 8.5 and 10.3, Appendix 3.
(\
Q
0\\}(\ 8.6 Overdose and Medication Errors

There is no data regarding overdose of M1095.

Secukinumab doses of up to 30 mg/kg intravenously have been administered in clinical trials

without dose-limiting toxicity. In the event of overdosage, it is recommended that the subject
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be monitored for any signs or symptoms of adverse reactions and appropriate symptomatic

treatment be instituted immediately. 0
O
Medication errors may result, in this study, from the administration of an unassigned treatment \c,(b
to the wrong subject, errors related to storage requirements, or administration of an expired N
product. All overdoses occurring to a study subject are to be captured on the AE page of the \Q(b

eCRFs and on the SAE form when appropriate. In the event of medication dosing error, sih)é

sponsor should be notified immediately. o)
\
O

Medication errors are reportable irrespective of the presence of an associated Q@E/SAE,
including: Q).\’}Q’

\\
e Medication errors involving subject exposure to the study drug. ) O(\O

QS

¢ Potential medication errors or uses outside of what is foreseen in tkg\brotocol that do or do
not involve the participating subject. (&
>

Whether or not the medication error is accompanied by i AE, as determined by the
investigator, the medication error, and, if applicable, any (ﬁ@ociated AE(s) is captured on an

AE eCREF page. QA O
P R
8.7 Pharmacokinetics A .
&’ x°
Pharmacokinetic samples will be colle@& g(lt{%e timepoints specified on the SoA (Section

1.3). Q~<<’Q@§

Samples will be shipped initially to t](@study’s central laboratory and tested by the sponsor or

. AN
sponsor's designee. 2

/%_

o
Serum M1095 levels will be @égssed at trough (i.e. before study drug is given) at the following
visits: Weeks 0, 2, 4, 8 ftﬁ, 24, 36, 44, 48, 52 and Early Discontinuation. M1095 serum
concentrations will be éd}nmarized at these timepoints.
K

Drug concentratiqglqinformation will not be reported to investigative sites or blinded personnel

until the studyQ)h;l\s been unblinded.
o

N
Details of@he analysis will be provided either in the Statistical Analysis Plan (SAP), or in a
separ%@v K Plan, prior to the analysis taking place.
X

%8? Pharmacodynamics
XN

Q . o
(QQ’ Pharmacodynamic parameters are not evaluated in this study.
O

8.9 Genetics

Planned genetic analysis is not performed in this study. Unscheduled genomic biomarkers may
be assessed as described in Section 8.10.
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8.10 Biomarkers
Biomarkers are not routinely evaluated in this study. However, if a subject develops a clinically ;\\OQ
significant cutaneous rash that is not typical of psoriasis, two >4mm punch biopsies, one of Y

normal skin, and one from skin within the rash will be obtained. The biopsies will be prepared ,bQQ
and sent to a specialist laboratory for analysis of genomic biomarkers, specifically thec&™
expression of inflammatory mediators that characterize various immune reactions. \%\\’

o)

S
(\

)
Antibodies to M1095 will be evaluated in serum samples collected at the timep(é}\ks specified
on the SoA (Section 1.3) o

OQ

Samples will be shipped initially to the study’s central laboratory and te\{@d by the sponsor or
sponsor's designee. *\\(‘}
QO
Serum anti-drug antibodies will be assessed at trough (i.e. befgréb study drug is given) at the
following visits: Weeks 0, 2, 4, 8, 12, 24, 36, 44, 48, 52 and@rly Discontinuation.
‘N
.0
Serum samples will be screened for antibodies b(ﬂ(\hn%‘&’) M1095 and the titer of confirmed
positive samples will be reported. Other analyqé? may be performed to verify the stability of
antibodies to M1095 and/or further charag{g@e \Qté\lmmunogenicity of M1095.
>

8.10.1 Immunogenicity Assessments

The detection and characterization of % dféls/ to M1095 will be performed using a validated
assay method by or under the sup 19§>\of the sponsor. All samples collected for detection
of antibodies to study drug will also beigvaluated for M1095 serum concentration (see Section
8.7) to enable interpretation of the agitibody data. Positive samples for anti-drug antibodies will
be evaluated to determine if the éi\jﬁbodies are neutralizing or non-neutralizing.

If a subject’s final anti-er@Qﬁltibody sample is positive (i.e. sample from Week 52 or sample
from an Early Discont'é\uation visit) then the sponsor may request an addition sample be
collected approximasdgf six to twelve months after completion of the study. Subjects will be
informed of this ,i\g"tlhe consent form and will have the option to refuse this additional sample.

With a subjeet’s consent, samples may be stored following the last subject’s last visit for the
study at %d?acility selected by the sponsor to enable further analysis of immune responses to
M109%3~

&
%ib? Health Economics
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9.0 STATISTICAL ANALYSIS

Statistical analysis of this study will be the responsibility of the sponsor or its designee. ;\\OQ

>
QY
. ) . ) . Q
Continuous data will be summarized in terms of the number of observations (n); mean; QQ\
standard deviation and/or standard error of the mean, if applicable; median; minimum; and\0
maximum. %\\O
LN
. . . . . )
Categorical data will be summarized in terms of the number of observations (n), fr@g@ency
count, and percentages. >

(\
xQ
All tests of treatment effects will be conducted at a 2-sided alpha level of 0.05 ug%.\s‘s otherwise
stated. (\O
;\}O

Any change to the data analysis methods described in the protocol wil “?quire an amendment
ONLY if it changes a principal feature of the protocol. Any other a\l\nge to the data analysis
methods described in the protocol, and the justification for r@(mg the change, will be
described in the clinical study report (CSR). Additional expl @%ory analyses of the data will
be conducted as deemed appropriate. Complete details& the planned analyses will be

documented in the SAP. QQA Q~\\Q

9.1 Statistical Hypotheses < (\(bQ
Q .0
<R

The primary endpoint is achievement %,an{ A score of 0 or 1 at Week 12, with an IGA
reduction of at least 2 points from b ir\@ol"he proportion of subjects in the Intent to Treat
(ITT) Analysis Set with an IGA s of8§' or 1 at Week 12 will be used to compare treatment
arms. The following null hypotheses\\@l be tested at Week 12:

<

NS
. H1: M1095 30mg q2w (ﬂi(&, followed by 30mg g4w x 1, is not different from placebo
with respect to achie(\\cg ent of IGA scores of 0 or 1.
>
. H2: M1095 60 \q2w x 3, followed by 60mg g4w x 1, is not different from placebo

with respectg@ chievement of IGA scores of 0 or 1.

O]
. H3: Ml@@S 120mg q2w x 3, followed by 120mg g4w x 1, is not different from placebo
with fespect to achievement of IGA scores of 0 or 1.

(7
. gﬁ M1095 120mg g2w x 6 is not different from placebo with respect to achievement
\\’%\Q of IGA scores of 0 or 1.
(’\\ﬁe primary analysis method will be performed on the ITT Analysis Set and the treatment
& arms will be compared with the Cochran-Mantel-Haenszel test stratified by prior biologic use
(yes/no) and body weight stratum (<90kg, >90kg). Significance for each hypothesis will be
assessed at the 2-sided 5% level. No adjustment for multiple comparisons will be made.

Page 69 of 103
AV002 — Final protocol, Version 3.0, incorporating CZE-1, dated 16 October 2018



Protocol Number: AV002

9.2

CONFIDENTIAL

M1095 phase 2b psoriasis study

Sample Size Determination

A sufficient number of subjects will be screened, so that a total of approximately 300 subjects
will be randomized (approximately 50 per treatment group.)

With this sample size, the study has >99% power to detect a statistically significant difference

between any treatment arm and placebo in the IGA score of 0 or 1 rate at Week 12, with a tw

sided, unadjusted type I error of 0.05. These calculations assume IGA score of 0 or 1 rat%\of

>88% for study drug and <7% for placebo.® As this is a phase 2 study, there willo*b\e no
&

adjustments for multiplicity.

\Q’(\

4
Exploratory analyses between the different dose levels of M1095 will also be péfformed. The
PAST 100 response rate offers more discriminatory potential for this. Phase %(data and response

simulations give a PASI 100 response rate at Week 12 varying from.
sample size of 50 subjects per group, based on these assumed PASI 10

to 72%. With the
sponse rates at Week

12, the comparison between the highest and lowest M1095 dosg&has approximately 79%

power.

Power calculations have been performed with SAS v.9.4

>
OK

N :
¢ Power using the methodology

for a two-group chi square test of equal proportiogzﬂ N

O
Randomization will be stratified by prior bi(@g'fc us(g(yes, no) and weight (<90kg, >90kg).
<Y 5P

A
9.3 Populations for Analyses ?‘C) O{(‘/(b
O

For purposes of analysis, the follo gl gﬁ)\f)ulations are defined:

Population Descriptio\ﬁz,"\\0

S
Enrolled All s%bi@(g:s who sign informed consent
k\ J
Intent to Treat T{\e{b[ntent to Treat (ITT) population includes all subjects randomly
ITT) @located to a treatment. Subjects will be analyzed according to
%\‘r?planned treatment.
<O
Modified In@it The Modified Intent to Treat (MITT) population includes all subjects
To Treat (MITT) | in the ITT Analysis Set who receive at least one dose of study drug,
\‘QQ) have a baseline, and at least one post baseline efficacy assessments.
O Subjects will be analyzed according to planned treatment.
X,
o
(tBQr-Protocol (PP) | The Per-Protocol (PP) population includes all subjects in the MITT
Q)(’\\' Analysis Set who have no important clinical protocol deviations
0((\ affecting the assessment of efficacy. Membership of the PP Analysis
oY Set will be confirmed prior to unblinding the data. Subjects will be
S analyzed according to planned treatment.
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receive at least one dose of M1095 with valid (i.e. not flagged for ~ |x0
exclusion) PK data and no protocol deviation with an impact on PIQ\@\’
The PK population will be analyzed per the actual treatment &)

received. O

Ko

The primary analysis set for efficacy data will be the ITT Analysis Set.

N\
xQ
oF

S

The primary analysis will be repeated on the MITT and PP AnalysiS‘\\S(e\ts. Furthermore,

selected sensitivity analyses will be performed on the ITT Analysis 2, including multiple

imputation and last-observation carried forward. Safety data will be &“ﬁalyzed using the Safety
QO

Analysis Set.

o

o (\
9.4 Statistical Analyses O

¢tails on all planned analyses for this study

>
Q)
This section is a summary of the planned statiﬁé qﬁﬁlyses of the primary and secondary
%\ 1

endpoints. A comprehensive SAP will provide ful

rior to the first interim data analysis. QO 0
P ysis. &7 R

: . O &
The primary analysis is at Week 12 %r;@%e\%@%condary analyses are at Week 24.
O

94.1 Efficacy Analyses

< »
°

Endpoint

Statistical Apalysis Methods

Primary

S

Q)\\?
\‘Q
o)
&
@)
S

Q

The prim@r\endpoint is achievement of an IGA score of 0 or 1 at Week 12.
Respouse rates of IGA score of 0 or 1 at Week 12 will be used to compare the
tre\%moent arms. The response rate of IGA score of 0 or 1 at Week 12 is defined
as)the proportion of subjects at Week 12 with an IGA score of 0 or 1 and with

1%an IGA reduction from baseline of 2 points or more. Baseline IGA score is the

last score prior to the first dose of study medication. Any missing IGA score of
0 or 1 response will be imputed as a non-response.

The primary analysis will be based on the ITT Analysis Set. The primary
treatment comparisons will be made using the two-sided Cochran-Mantel-
Haenszel (CMH) test stratified by prior biologic use and body weight stratum.

Secondary

The key secondary endpoints are the PASI 75, PAST 90 and PASI 100 at Week
12. Secondary efficacy and QoL endpoints will be compared between
randomized treatments in the ITT Analysis Set at each visit up to Week 12 and
at Weeks 24, 36 and 48 using the CMH test for binary endpoints and for the

shift from baseline in IGA and an Analysis of Covariance (ANCOVA) model
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for changes from baseline. The ANCOVA model will include treatment, prior
biologic use and weight stratum as factors and the baseline value as a covariate.

Descriptive summaries will be provided in tabular and graphical formats by
treatment and over time.

Analysis of the primary and key secondary endpoints will also be performce)@l(2
using the MITT and the PP populations. The impact of missing data on efficacy
results will be assessed using multiple imputation, last-observation carried

forward and worst-case imputation methods. é\o‘\

Exploratory Exploratory analyses of efficacy will be made for subjects wh ) were dose-
escalated at Week 12, and (ii) who stopped treatment followglg’ GA score of 0
at Week 24. 5
&

For the primary and secondary endpoints, comparisons will be made ta%placebo (all arms), and
between the M1095 treatment arms. Dose response and dosingcCfrequency response trend
testing will be performed involving selected M1095 arms and-placebo. No formal statistical
testing will be done between M 1095 treatment arms and sec\lgﬁ‘numab as the secukinumab arm

is for reference only. Secukinumab will be compareito p\@\ebo using the same methods as the

. . N
primary analysis. OQ Q)QQ

9.4.2 Subject Demographics/Other eline Characteristics
A0S

LV
All data for background and demoga?% variables will be listed by treatment group and
subject. For these parameters sumléf/y %éftlstics will be provided by treatment group.

Relevant medical history, current sdical conditions, results of laboratory screens, drug tests
and any other relevant informatti.@‘;'lj‘~ will be listed by treatment group and subject.

9.43  Subject Disposjfion
&
All subjects who di Ontinue from the study will be identified, and the extent of their
participation in the@ﬁldy will be reported. If known, a reason for their discontinuation will be
given. G\O
o_,Q’
Subject diép\bsition will be summarized for each treatment period and overall. Reasons for
discong‘ﬁgation from the study will be summarized.
\
9.&‘\ Treatment Compliance

X
o~ Treatment compliance with study drug will be summarized for each treatment period. Subject
compliance with study drug will be assessed at each visit. A subject will be considered overall
compliant for each study period if he/she is missing no more than 20% of the expected doses

and not missing 2 consecutive doses. Proportions of subjects compliant by visit and overall
compliance will be summarized by treatment groups.
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9.4.5 Safety Analyses
\

Safety data will be summarized in the Safety Analysis Set by treatment. AEs will be O
summarized for each treatment period separately and overall. Treatment periods are described \\Q(O
in Section 4.1. No statistical analyses of the safety data are planned. ‘bQQ
9.4.5.1 Vital Signs 6\\’6\

S

All vital signs data will be listed by treatment, subject, and visit/time and if ranges are a\6ﬁ~1able
abnormalities (and relevant orthostatic changes) will be flagged. Summary stat{éﬁcs, for
absolute values and change from baseline, will be provided by treatment and Visg(ﬁ‘fne.

N
9.4.5.2 ECG Evaluations (\O

O

N
All ECG data will be listed by treatment, subject and visit/time, abnomgﬁiﬁties will be flagged.
Summary statistics, for absolute values and change from base{\]j{l%, will be provided by

treatment and visit/time. >
OK
9.4.5.3  Clinical Laboratory Evaluations ;QOQ
A P

All laboratory data will be listed by treatment, subﬁct, ad visit/time and if ranges are available
abnormalities will be flagged. Summary stati%ﬁ& V@@ e provided by treatment and visit/time.

O

N
9.45.4  Adverse Events Q& O{\/\,(b

?\
N
All information obtained on adverqé’e?e@% will be displayed by treatment and subject.

Treatment-Emergent AEs (TEAEs ; Qe AEs that emerge while on study treatment, having been
absent pre-treatment, or that worgen during study treatment relative to the pre-treatment state.
Serious TEAEs including de fh\s, TEAE:s that led to investigational product discontinuation,
and TEAEs by maximuni-severity and relationship to investigational product will be
summarized by the M@Xbal Dictionary for Regulatory Activities (MedDRA) system organ
class and preferred ts@g. The number and percentage of subjects with TEAEs will be tabulated
by body system ag&’preferred term. A subject with multiple AEs within a body system is only
counted once tg\s}fards the total of the body system. A subject with multiple AEs within the
same preferréd term is only counted once towards the total of the preferred term.

(7
AESI @;ﬁ also be presented and summarized. AESI include cytopenias, liver function test
cha%@s/enzyme elevations, infections, injection-site reactions, allergic/hypersensitivity
tions, cerebrocardiovascular events, malignancies, depression, Crohn’s disease and
Qulcerative colitis. Additional adverse events may be identified as being of special interest

0{(\@ during the study and prior to first unblinding.

9.4.5.5  Suicidality and Self-Injurious Behavior

Suicide-related thoughts and behaviors and self-injurious behavior with no suicidal intent,
based on the eC-SSRS, will be listed by subject.
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9.4.5.6  Previous and Concomitant Therapy

Previous and concomitant therapies will be listed by treatment group and subject. Concomitant
medications will be summarized by treatment.

9.4.6 Other Analyses o
0C)
As possible, subgroup analyses of key efficacy and safety data will be performedé\%
geographical region, prior biological use, weight category, gender and geriatric status. \OQ

&
Detailed description of the subgroup variables and detailed analysis methodo @%’? will be
defined in the SAP. Additional subgroup analyses may be performed as deemg{l@lecessary.

9.4.7 PK Analyses ;\\OQ

R4
An exploratory population PK analysis may be performed to model M1095 pharmacokinetics.
The modelling effort should provide guidance about the design of-further studies in terms of
dose and regimen. (\OK
O

Full details of the PK analysis will be provided either in t@AP, or in a separate PK plan prior
to the analysis taking place. The population PK @leyg@will be presented separately from the
main CSR. O (\(‘)

& &P
9.4.8 Immunogenicity Analyses ?\Q& O{@(b

X

Binding and neutralizing antibod<'r<é§/ wsﬁ” be defined by the percentage of subjects with
antibodies and the titers of antibody.\;(%ese data will be summarized.

X

<
9.5 Interim Analyses (b\\j‘"
An unblinded interim anal)§§s‘ of complete 12-week data will occur at the end of the Week 12
period, while the studydé‘still ongoing. This will be managed by an independent DMC and

statistical analysis %Qﬁp to preserve the blinding. This data will be shared with firewalled
individuals who a&@not directly involved in the conduct of the study.
X

A second intefim analysis will occur at the completion of the Week 24 period. All investigators
and subjeets will remain blinded to treatment assignments until the last subject completes the
study a@ﬁ? the final database lock occurs. Once the second interim database lock has occurred
aftex Week 24, the study statistician, statistical programmers, and designated sponsor team
%s)%bers will be unblinded to perform analysis of key study endpoints.

X

Q)(\The study will not be terminated early on the basis of positive efficacy after the first or the

second interim database locks.

Information that may unblind the study during the analyses will not be reported to study sites
or the blinded study team until the study has been unblinded. All investigators and subjects
will remain blinded to treatment assignments until the last subject completes the study and the
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final database lock occurs. Once the second interim database lock has occurred after Week 24,
the sponsor study team will be unblinded. Q
“O
O
The SAP will specify the analyses to be performed and the tables, figures and listings (TFLs) \\0(0
to be generated at each interim analysis. The SAP will be finalized prior to the first unblinding. %QQ

&

9.5.1 Data Monitoring Committee (DMC) O

\6

An independent Data Monitoring Committee (DMC) will be established to closely mopgbro the

safety and tolerability data throughout the study and review interim analyses during éﬁb study.

The DMC will be operational prior to enrolment of the first subject into thq’§tudy. The

composition and operation of the DMC will be described in a DMC charter. ¢ charter will

also detail how the communication between the DMC and the sponsor W'bki\ e firewalled to
N

preserve the blinding and integrity of the study. K\{é\
N
KQ}Q
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SUPPORTING DOCUMENTATION AND OPERATIONAL
CONSIDERATIONS

Appendix 1: Regulatory, Ethical, and Study Oversight Considerations

Regulatory and Ethical Considerations

o

This study will be conducted in accordance with the protocol and with the followi@:

o Consensus ethical principles derived from international guidelines includifg the
Declaration of Helsinki and Council for International Organizations of@}/ledical
Sciences (CIOMS) International Ethical Guidelines .\‘_\'Q’

o Applicable International Council for Harmonization (ICH) Good gﬁgﬁcal Practice
(GCP) Guidelines O

o Applicable laws and regulations . \zb\\

The protocol, protocol amendments, ICF, Investigator Broch‘@}e, and other relevant

documents (e.g., advertisements) must be submitted to an I&B/IEC by the investigator

and reviewed and approved by the IRB/IEC before the %‘m{ay is initiated.

Any amendments to the protocol will require IRB/IE%(approval before implementation

of changes made to the study design, excget fpgz&anges necessary to eliminate an

immediate hazard to study subjects. Q Q\\

The investigator will be responsible fon(tjpe f@f})owing:

o Providing written summaries on/@ s@(u\s of the study to the IRB/IEC annually or
more frequently in accordance w{tﬁ’ the requirements, policies, and procedures
established by the IRB/IEC ®é

o Notifying the IRB/IECQ%/SAZPS or other significant safety findings as required by
IRB/IEC procedures . O

o Providing oversight Q{_&\ﬁe conduct of the study at the site and adherence to
requirements of 21 fﬁode of Federal Regulations (CFR), ICH guidelines, the
IRB/IEC, Europeap(%linical Trials Directive 2001/20/EC, and all other applicable
local regulatig\né\

O
Financia\k(ﬁlsclosure
o

Investigators a@‘%ub-investigators will provide the sponsor with sufficient, accurate financial
information 0@% requested to allow the sponsor to submit complete and accurate financial
certification or disclosure statements to the appropriate regulatory authorities. Investigators are
respongible for providing information on financial interests during the study and for 1 year

aft
N

ompletion of the study.

(‘\\i’((;.ls Informed Consent Process
<

0@

AV002 -

The investigator or his/her representative will explain the nature of the study to the
subject or his/her legally authorized representative and answer all questions regarding
the study.

Subjects must be informed that their participation is voluntary. Subjects or their legally
authorized representative will be required to sign a statement of informed consent that
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meets the requirements of 21 CFR 50, local regulations, ICH guidelines, Health

Insurance Portability and Accountability Act (HIPAA) requirements, where applicable, 0

and the IRB/IEC or study site. O
e The medical record must include a statement that written informed consent was ‘\\0(0

obtained before the subject was enrolled in the study and the date the written consent QQ

was obtained. The authorized person obtaining the informed consent must also sign thed(\

ICF. &
e Subjects must be re-consented to the most current version of the ICF(s) durin%\ﬁii\eir
participation in the study. ©
* Separate ICFs will be used to document agreement for skin evaluationdincluding

assessments of genomic biomarkers) should this be required as per Section 8.4.2, and
to document agreement to collect information from a study subject’s A@}tner in case of
pregnancy. O

e A separate ICF may also be used to document agreement for %1&7 testing, depending
on local requirements. §4

e A separate ICF may also be used to document agreementrﬁr use of a subject expense
reimbursement system, depending on local requirements.

e A copy of the ICF(s) must be provided to the subj eg@@r the subject’s legally authorized

representative. & WO
P Q Q\\
O K
10.1.4 Data Protection Q Q
,{(/ O

e Subjects will be assigned a uniﬁgw ic{éh(%ﬁer by the sponsor. Any subject records or
datasets that are transferred h«{(‘?ponsor will contain the identifier only; subject
names or any informationQw ich’ would make the subject identifiable will not be
transferred. N

e The subject must be info@d that his/her personal study-related data will be used by
the sponsor in accorda@@ with local data protection law. The level of disclosure must
also be explained toéﬁe subject.

e The subject must{b@informed that his/her medical records may be examined by study

monitors, Clinical Quality Assurance auditors or other authorized personnel appointed
by the sponspr, by appropriate IRB/IEC members, and by inspectors from regulatory
authori%e@

<

10.1.5 S‘t%udy Steering Committee
‘QQ)

N
A Study Steering Committee will be utilized for the study. Membership will include an overall
P@ipal Investigator as well as regional lead investigators. The scope of the Study Steering

\é?)mmittee will be described in its applicable Charter.
(\

Q
c}\}(\ 10.1.6 Dissemination of Clinical Study Data

Key design elements of this protocol will be made publicly available via the European Clinical
Trials Database (EudraCT) and www.ClinicalTrials.gov. On study completion and finalization
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of the CSR, the results of this study will be either submitted for publication and/or made
publicly available via the EudraCT database and www.ClinicalTrials.gov.

10.1.7

10.1.8

Data Quality Assurance

acceptable only if the eCRF is unavailable) unless transmitted to the sponsor
designee electronically (e.g., laboratory data). The investigator is responsible for
verifying that data entries are accurate and correct by physically or electrogfically

o N
signing the eCRF. Q){@
The investigator must maintain accurate documentation (source data) thaé%apports the
information entered in the eCRF. >

The investigator must permit study-related monitoring, audits, IR\BQIEC review, and
regulatory agency inspections and provide direct access to sourcZdata documents.
The sponsor or designee is responsible for the data managemeﬁ?of this study including
quality checking of the data. &

Study monitors will perform ongoing source data verification to confirm that data
entered into the eCRF by authorized site personngl are accurate, complete, and
verifiable from source documents; that the safetyand rights of subjects are being
protected; and that the study is being @d@%d in accordance with the currently
approved protocol and any other s%((y a@@ ments, ICH GCP, and all applicable
regulatory requirements. &Y <P

Records and documents, includi si&f&% ICFs, pertaining to the conduct of this study
must be retained by the inv ator-for 15 years after study completion unless local
regulations or institutional ge ici@? require a longer retention period. No records may
be destroyed during the ret period without the written approval of the sponsor.
No records may be transf@&d to another location or party without written notification
to the sponsor. (be

O
Source Docg&fénts
Source docu,@%ts provide evidence for the existence of the subject and substantiate
the integrity of the data collected. Source documents are filed at the investigator’s site.
Data entered in the eCRF that are transcribed from source documents must be
co%si%tent with the source documents or the discrepancies must be explained. The
irtvestigator may need to request previous medical records or transfer records. Also,

\Q current medical records must be available.

332

10.1.9

Definition of what constitutes source data can be found in the Source Data Agreement
agreed with each investigator prior to site initiation.

Study and Site Closure

The sponsor designee reserves the right to close the study site or terminate the study at any
time for any reason at the sole discretion of the sponsor. Study sites will be closed upon study

AV002 -
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completion. A study site is considered closed when all required documents and study supplies
have been collected and a study-site closure visit has been performed.

The investigator may initiate study-site closure at any time, provided there is reasonable cause
and sufficient notice is given in advance of the intended termination.

: . : . Q0
Reasons for the early closure of a study site by the sponsor or investigator may include but a%@C’

not limited to: S
&
e Failure of the investigator to comply with the protocol, the requirements of thst-RB/ IEC
or local health authorities, the sponsor's procedures, or GCP guidelines .\‘_&Q’

¢ Inadequate recruitment of subjects by the investigator O&Q’

e Discontinuation of further study intervention development ;\}O(\
Study recruitment will be stopped at a site when the total requested ng\m%(ber of subjects for the
study has been obtained, irrespective of the specific site’s inclusior{\ﬁ;lmber. Investigators will

be informed when recruitment is to cease. OK%
. ) o .
When study analyses are complete the investigators receive information about the
treatment allocation for the subjects randomised a@:\qei&ﬁespective sites.
O

The sponsor may stop the study prematurely Qgt%)r 8Qn(bsultation with the investigator, e.g., if the
subject recruitment is so slow that the study cannot be completed within a reasonable time
frame. Such premature termination/suspension of the study will be notified to Regulatory
Authorities and IECs/IRBs as requiQrg& Qé@

&
10.1.10  Publication Policy (&\@

e The results of this stg&y may be published or presented at scientific meetings. If this is
foreseen, the inVQg@gator agrees to submit all manuscripts or abstracts to the sponsor
before submission. This allows the sponsor to protect proprietary information and to
provide comments.

e The spansor will comply with the requirements for publication of study results. In
accordance with standard editorial and ethical practice, the sponsor will generally
su@i%rt publication of multicenter studies only in their entirety and not as individual
site data. In this case, a coordinating investigator will be designated by mutual

« Cragreement.

e Authorship will be determined by mutual agreement and in line with International
Committee of Medical Journal Editors authorship requirements.
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10.2 Appendix 2: Clinical Laboratory Tests

The tests detailed in Table 2 will be performed by the central laboratory.

Local laboratory results are only required if central laboratory results are not avai]ébcl’e
in time for either study intervention administration and/or response evaluau(@\ If a
local sample is required, it is important that a sample for central analysis is ob%uned at
the same time. Additionally, if local laboratory values are used to make er a study
intervention decision or response evaluation, the values must be enteredfinto the eCRF.
Protocol-specific requirements for inclusion or exclusion of sub('@(t\s are detailed in
Section 5.0 of the protocol. &\{b

Additional tests may be performed at any time during the s&lﬂy as deemed necessary
by the investigator or required by local regulations. &

e Review of each laboratory report must be documente%ﬁ%r an investigator.

Table 2: Protocol-Required Safety Laboratory é@sess nts
Hematology ¢ Hemoglobin O\< "DQQ
e Hematocrit C) (\
¢ Red Blood C ount
e  White Blogé'oell Q@BC count with differential
Qi@ phocytes
<o sKlonocytes
Neutrophils
Q}S o Bands
(b\\j“ o Eosinophils
(Q o Basophils
‘b(& Platelets
(§\'o ESRA
Chemistry OQQ e Albumin
\OGJ ¢ Alkaline phosphatase
S o ALT
\\}%@ e AST
\QQ) e Total CO2
o e Total bilirubin
%\,Q o Direct bilirubin (if Total bilirubin is out of range)
@0 e Urea
Q)(,\\' e Calcium
&Q e Chloride
bOc’ e Creatinine
& e Glucose
’\\(\ e Potassium
e Total protein
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gi&on), 12, 24, 36 and 48. This must be a FASTING blood

A — Additional tests performed at Weeks O (r
sample. ESR will be performed at the studé~ a kit provided by the central laboratory.

O
u
>
B — Screening only. See Section 10.5, Apper@S for details.

oM
C — Screening only. Sample to be sent{g{\*central or local laboratory.

D — Pregnancy test in serum at Scng@ng only, unless subsequent local urine pregnancy test is positive, in which

case a central laboratory serueréBt should be repeated (See Section 10.4, Appendix 4).
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e Sodium
e Plasma Glucose”
e High sensitivity CRPA ;\\OQ
e Lipids® \\0(0
o Total cholesterol® QQ
A >
o LDL Q
A O
o HDL 6\)
o Total cholesterol to HDL ratio” o\
o Triglycerides? \OQ
Urinalysis e Blood \60(0
«  White blood cells oF
e Glucose 0\
e Protein ‘OQ
XD
e Ketones \\{b
e pH \A(b
S
Serology e Anti-HBVB &‘bo
e Anti-HCVB (\O
o Anti-HIVE r&\\0
¢ QuantiFERON®-TB Gol \C)
_ B
Pregnancy Test e hCG (in serum)P @Q
° i i D
hCG (in unne)/\(\/,Q {5,\\'0(\
"
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Appendix 3: Adverse Events: Definitions and Procedures for Recording,
Evaluating, Follow-up, and Reporting

Definition of an Adverse Event

An AE 1s any untoward medical occurrence in a patient or clinical study subject,
temporally associated with the use of study intervention, whether or not considereéi

related to the study intervention. o)
N

NOTE: An AE can therefore be any unfavorable and unintended sign (inc @"r?lg an
abnormal laboratory finding), symptom, or disease (new or exacerbated) ggmporally

associated with the use of study intervention. (\O\
,‘\}U
&8
Events Meeting the AE Definition AA

((\0

&
Any abnormal laboratory test results (hematology, clmicagcgemistry, or urinalysis) or
other safety assessments (eg, ECG, radiological scag$; vital signs measurements),
including those that worsen from baseline, gonsi ered clinically significant in the
medical and scientific judgment of the in ig@\r (1e, not related to progression of
underlying disease). QO (\’0

Exacerbation of a chronic or inte %’g ‘ra??e-exis‘ring condition including either an
increase in frequency and/or intemsi @é’he condition.

New conditions detected or @ gn@?ed after study intervention administration even
though it may have been prese@@efore the start of the study.

. N L) . .
1gns, symptoms, or the clinical sequelae of a suspecte 1g-drug interaction.
S th l)gl\k 1 lae of d drug-dn

Signs, symptoms, or {\h@(oclinical sequelae of a suspected overdose of either study
intervention or a cqriéomitant medication. All overdoses occurring to a study subject
are to be cap on the AE page of the eCRFs and on the SAE form when
appropriate. ication errors involving the study intervention are also reportable
rrespectiveCof the presence of an associated AE/SAE and should be captured on an
AE eCléé(\epa ge.

"La(@;%f efficacy"” or "failure of expected pharmacological action" per se will not be
1eported as an AE or SAE. Such mstances will be captured i the efficacy assessments.

« However, the signs, symptoms, and/or clinical sequelae resulting from lack of efficacy

will be reported as AE or SAE if they fulfil the definition of an AE or SAE.
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Events NOT Meeting the AE Definition

e Any clinically significant abnormal laboratory findings or other abnormal safety
assessments which are associated with the underlying disease, unless judged by the
investigator to be more severe than expected for the subject’s condition.

disease/disorder being studied, unless more severe than expected for the subject s P
condition. Q

e  Medical or surgical procedure (eg, endoscopy, appendectomy): the condition tgﬁto'leads
to the procedure is the AE. Q;\~

e Situations in which an untoward medical occurrence did not occul(\gomal and/or
convenience admission to a hospital). &
N

e Anticipated day-to-day fluctuations of pre-existing disease(s) olfzﬁondmon(s) present

or detected at the start of the study that do not worsen. S

O\
Definition of a Serious Adverse Event \OQ

>
O
Q
If an event i1s not an AE per definition above@%e Q cannot be an SAE even if serious
conditions are met (eg, hospitalization for 51% y@?[oms of the disease under study)

A SAE is defined as any untoward ngdl@ occurrence that, at any dose:

(</V >
a. Results in death <& 0,
b. Ts life-threateni >
. Islife-threatening &

The term 'life-threatening' in‘the definition of 'serious' refers to an event in which the
subject was at risk of de Yat the time of the event. It does not refer to an event, which
hypothetically might h@@e caused death, if 1t were more severe.

c. Requires l%ﬁl\?wnt hospitalization or prolongation of existing hospitalization

In general, h@ltallzanon signifies that the subject has been detained (usually involving at
least an overnight stay) at the hospital or emergency ward for observation and/or treatment
that would not have been appropriate in the physician’s office or outpatient setting.
Comgplications that occur during hospitalization are AEs. If a complication prolongs
s};’)italizaticnn or fulfills any other serious criteria, the event is serious. When in doubt as
<t whether “hospitalization” occurred or was necessary, the AE should be considered

Hospitalization for elective treatment of a pre-existing condition that did not worsen from
baseline 1s not considered an AE.

d. Results in persistent disability/incapacity
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e The term disability means a substantial disruption of a person’s ability to conduct
normal life functions.

e Medical or scientific judgment should be exercised in deciding whether %\]Q:l reporting
is appropriate in other situations such as important medical events @ut may not be
immediately life- thleatenmg or result in death or hospitalization : lﬁt may jeopardize
the subject or may require medical or surgical intervention to pré¥ent one of the other
outcomes listed in the above definition. These events shouldSusually be considered
Serious. O&(b

Examples of such events include invasive or mahgna Qancers mtensive treatment in

an emergency room or at home for allergi Q%hospasm blood dyscrasias or
convulsions that do not result in hospltall nQ‘ér development of drug dependency

drug abuse.
or drug abuse Q “O(\

\

e  This definition is not intended to mclude experiences of relatively minor medical >

significance such as uncomplicated headache, nausea, vomiting, diarrhea, influenza, Q\

and accidental trauma (eg, sprained ankle) which may interfere with or prevent N

everyday life functions but do not constitute a substantial disruption. OC\)Q

[£5)
N
e. Is a congenital anomaly/birth defect OQO
L (\”\'

f.  Other situations: .\:@

Recording and Follow-Up of AE and/ ABQ
/)Q/ A\)

AE and SAE Recording . \QQ

<
e When an AE/SAE occm‘%‘:ﬁ' is the responsibility of the investigator to review all
documentation (eg, h @tal progress notes, laboratory reports, and diagnostics
reports) related to th

o The mvestlgator@l then record all relevant AE/SAE information in the CRF.

e [tis not ac§f9\t\ﬁble for the investigator to send photocopies of the subject’s medical
records tQ) e sponsor or their designee in lieu of completion of the AE/SAE CRF

page. \\}%

° T]{‘@e may be instances when copies of medical records for certain cases are requested
by either the sponsor or their designee. In this case, all subject identifiers, with the

57 exception of the subject number, will be redacted on the copies of the medical records
before submission.

e The investigator will attempt to establish a diagnosis of the event based on signs,
symptoms, and/or other clinical information. Whenever possible, the diagnosis (not
the individual signs/symptoms) will be documented as the AE/SAE.

Assessment of Intensity
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The investigator will make an assessment of intensity as per CTCAE guidelines®® and
assign it to one of the following grades.

Grade refers to the severity of the AE. The CTCAE displays Grades 1 through 5 with
unique clinical descriptions of severity for each AE based on this general guideline:

Grade 1 - Mild; asymptomatic or mild symptoms; clinical or diagnostic observations

only; intervention not indicated. QOK
O
N
Grade 2 - Moderate; minimal, local or noninvasive mtervention indicated; lhnitin\gﬁ%ge-
appropriate instrumental ADL.A oF
N
()

Grade 3 - Severe or medically significant but not immediately life-threa e\oﬁlg;
hospitalization or prolongation of hospitalization indicated; disablingé}@nitmg self care

ADL?E 4
D
Grade 4 - Life-threatening consequences; urgent intervention @d?cated.
S
Grade 5 - Death related to AE. A . Q‘b
S L
Not all grades are appropriate for all AEs. T &fg@?some AEs are listed with fewer than
five options for grade selection. &((, (5‘\\0
O &

s e 3

Activities of Daily Living (ADL) Qv ,@O

A - Instrumental ADL refer to pr@%ﬁng}meals, shopping for groceries or clothes, using
the telephone, managing money, etes

B - Self care ADL refer to bathigg) dressing and undressing, feeding self, using the toilet,
taking medications, and not b&&ldden.

q

3
S

Assessment of Ca@ﬁity

e The inve%@%tor is obligated to assess the relationship between study intervention and
each ogbqi[rence of each AE/SAE.

° A&‘Q]?ossibility" of a relationship conveys that there are facts, evidence, and/or
ents to suggest a causal relationship, rather than a relationship cannot be ruled
9" out.
O

Q){\\' e  The mvestigator will use clinical judgment to determine the relationship.

e Alternative causes, such as underlying disease(s), concomitant therapy, and other risk
factors, as well as the temporal relationship of the event to study intervention
administration will be considered and mvestigated.
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e  The study is blinded, so the investigator will also consult the Investigator’s Brochure
(IB) for M1095 and the Product Information for Cosentyx in his/her causality
assessment.

e For each AE/SAE, the investigator must document in the medical notes that he/she
has reviewed the AE/SAE and has provided an assessment of causality.

e There may be situations in which an SAE has occurred and the investigator has
minimal information to include in the initial report to the sponsor’s designe®.
However, it is very important that the investigator always make an assessmeft of
causality for every event before the initial transmission of SAE data. \Qf\

e The investigator may change his/her opinion of causality in light QiQ;E)HOW—Up
information and send a SAE follow-up report with the updated causality assessment.

S
e The causality assessment is one of the criteria used when dete\ﬁ}'jning regulatory

reporting requirements. AA(O

>
&

Follow-up of AEs and SAEs ‘ o’;QO\
. . . . v
e The mvestigator is obligated to perform c@%rr?e for the conduct of supplemental
measurements and/or evaluations as m&ggdllx\ﬁ? icated or as requested by the sponsor
or their designee to elucidate the natuge and/or causality of the AE or SAE as fully as
possible. This may include _&d 't'(ﬂnal laboratory tests or investigations,
histopathological examjnationgc %@Qultaﬁon with other health care professionals.

e If a subject dies during paﬂ% qgl(%n m the study, the mvestigator will be asked to
provide a copy of any post-\b em findings including histopathology.

e New or updated infonna({@ will be recorded 1n the originally completed CRF.

e  The mvestigator will(ﬁbmit any updated SAE data to the sponsor’s designee within
24 hours of receiptOf the information.

e SAEsand AEgﬁill be followed until resolution, stabilization or the event is
otherwise_e&plained or the subject is lost to follow up (see Section 7.3). AEs not
considered serious or as an AESI will be considered ongoing if they have not
reso by Week 52.

O\‘C
Rep%Qﬁ‘ing of SAEs
,\(\0
| SAE Reporting via the eCRF
$
000 e  The primary mechanism for reporting an SAE to the sponsor’s designee will be the
<O eCRF.
S
&

e  [fthe eCRF is unavailable for more than 24 hours, then the site will use the paper SAE
form (see next section).
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The site will enter the SAE data into the eCRF as soon as it becomes available.

After the study 1s completed at a given site, the eCRF will be taken off-line to prevent
the entry of new data or changes to existing data.

If a site receives a report of a new SAE from a study subject or receives updated data
on a previously reported SAE after the eCRF has been taken off-line, then the site can

report this information on a paper SAE form (see next section) or to the Medicqlc

Monitor/SAE coordinator by telephone. (\O
e Contacts for SAE reporting will be provided to each investigator and can be fg,fﬁlod n

the study’s Safety Management Plan. _\S.Q’

2
5
\OQ
SAE Reporting via Paper SAE Form K\f&
AU'

e  Facsimile transmission of the paper SAE form is the preferredimethod to transmit this

information to the Medical Monitor/SAE coordinator it(") ¢{e713011ing via the eCRF is

unavailable. Q

. . S S

In rare circumstances and m the absence of fagmﬁﬁnle equipment, notification by
telephone is acceptable with a copy of th& p%QQAE form sent by overnight mail or

courier service. Q
o ) &0 o
Initial notification via telephone dde .10t replace the need for the investigator to

complete and sign the paper SA%YD@}ithin the designated reporting time frames.
N

Contacts for SAE reporting \ﬁ% @%rovided to each investigator and can be found in
the study’s Safety Management®Plan.
2

*
&

O{\,
R
&
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10.4 Appendix 4: Contraceptive Guidance and Collection of Pregnancy

Information
&
o U . Y
Contraceptive guidance is given as per the Clinical Trial Facilitation Group recommendations .\\c,(b
related to contraception and pregnancy testing in clinical trials.* ‘bQQ

Women are considered not of child bearing potential if they are surgically sterile or posts”
menopausal defined as 12 months of natural (spontaneous) amenorrhea with an appropéa e
clinical profile (e.g. age appropriate, history of vasomotor symptoms). . \OQ

Highly effective contraception must be used by all female subjects considered woinen of child
bearing potential throughout the study and for 12 weeks following the last dosgx study drug.

O
Highly effective contraception is defined as: Y

R4
i. Total abstinence: When this is in line wit ‘ﬁ?e preferred and usual
lifestyle of the subject. [Periodic abstinence e.g. calendar, ovulation,
symptothermal, post-ovulation methg&i\) and withdrawal are not
acceptable methods of contraceptio%}‘o

ii. Female sterilization: have ~}1 aé}tcfrgical bilateral oophorectomy (with
or without hysterectomyﬁg tibal ligation at least six weeks before
@Iq‘\\c&e of oophorectomy alone, only when the
.#5¢" woman has been confirmed by follow up

taking study treatme
reproductive statL@&o

N
hormone level @?ég&@%nt | |
iii. Male partner” sterilization (with the appropriate post-vasectomy
documentati absence of sperm in the ejaculate). (For female
subjects oerﬁe study, the vasectomized male partner should be the sole
partner (Q?’that subject).

iv. Usequﬁr established oral, intravaginal, transdermal, injectable or
i@lantable hormonal methods of contraception associated with
Qihhibition of ovulation,

PN

«Ov. Intrauterine device (IUD) or intrauterine hormone-releasing system
O 1US
Q (IUS).
0@
Male s bg'[g’cts must also use contraception throughout the study and for 12 weeks following
the 1 ose of study drug. The following methods of contraception are permitted for male

st@ subjects.

(‘\\6\ i. Condom
Q
\}(Q ii.  Sterilization (with the appropriate post-vasectomy documentation of
600 absence of sperm in the ejaculate).
&@\% iii. Contraception taken by female partners if considered women of child

bearing potential.
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At each study visit, female and male subjects will be reminded that they must follow the
study’s contraceptive guidance. This includes the final study visit, either Week 52 or the

Early Discontinuation — Visit 2, when subjects will be reminded that they must follow the ;\\OQ
study’s contraceptive guidance for at least 4 more weeks, and that they should inform the ~\\0®
investigator immediately should they or their partner become pregnant in this time. ‘bQQ

. &
Pregnancy Testing &

e  Women of child bearing potential should only be included in the study after a con@%ed
menstrual period and a negative highly sensitive serum pregnancy test, performe'gpoy the
study’s central laboratory as part of study screening. _\:@(\

e Local pregnancy testing should be performed at the baseline (randomizat'&n% visit, and at
Weeks 4, 8, 12, 16, 20, 24, 28, 32, 36, 40, 44, 48, and 52, plus the Eagly Discontinuation
Visit. Pregnancy testing will also be performed whenever a menst al cycle is missed or
when pregnancy is otherwise suspected. A urine dipstick test willBe performed locally by

the study site personnel. {b(\ﬁ

e If at any stage, a local pregnancy test is positive, a highl §énsitive serum pregnancy test
should be performed via the study’s central laboratory::©
~\ ‘\\C)(b
Collection of Pregnancy Information: Q<2 beQ

. . \\
Male subjects with partners who become K@%@

e The investigator will attempt to e@%/regnancy information on any male subject’s
female partner who becomes a(tb hile the male subject is in this study.

e  After obtaining the necessary s;'\@%d informed consent from the pregnant female partner
directly, the investigator wilkg€cord pregnancy information on the appropriate form and
submit it to the sponsor’s gnee within 24 hours of learning of the partner’s pregnancy.
The female partner willdalso be followed to determine the outcome of the pregnancy.
Information on the isfdtus of the mother and child will be forwarded to the sponsor.
Generally, the fo@w-up will be no longer than 6 to 8 weeks following the estimated
delivery date. %b termination of the pregnancy will be reported regardless of fetal status
(presence ox@bsence of anomalies) or indication for the procedure.

Female sulQ))jb%ts who become pregnant

o Tl@.?nvestigator will collect pregnancy information on any female subject who becomes
Yregnant while participating in this study. Information will be recorded on the appropriate
w form and submitted to the sponsor within 24 hours of learning of a subject's pregnancy.

& The subject will be followed to determine the outcome of the pregnancy. The investigator
Q

will collect follow-up information on the subject and the neonate and the information will
be forwarded to the sponsor. Generally, follow-up will not be required for longer than 6
to 8 weeks beyond the estimated delivery date. Any termination of pregnancy will be
reported, regardless of fetal status (presence or absence of anomalies) or indication for the
procedure.
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e Any female subject who becomes pregnant while participating in the study will

discontinue study drug. Q
O
While pregnancy itself is not considered to be an AE or SAE, any pregnancy complication or ) 0(5\’\
elective termination of a pregnancy will be reported as an AE or SAE. A spontaneous abortion Q\\

is always considered to be an SAE and will be reported as such. Any post-study pregnancy xR
related SAE considered reasonably related to the study intervention by the investigator will beC
reported to the sponsor as described in Section 8.5.4. While the investigator is not obligated o
actively seek this information in former study subjects, he or she may learn of an SAE‘tg@ough

spontaneous reporting. o
S
3
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10.5 Appendix 5: HIV, Hepatitis B and Hepatitis C Virus Screening

Subjects must undergo screening for human immunodeficiency virus (HIV), hepatitis B and O
hepatitis C viruses. At a minimum, this includes testing for anti-HIV (HIV antibodies), HBsAg
(HBV surface antigen), anti-HBs (HBV surface antibody), anti-HBc total (HBV core antibody ‘bQQ

total) and anti-HCV (HCV antibodies). X
N
1. Subjects who test positive for either anti-HIV or anti-HCV are NOT ELIGIBLE foé%l?e
study. o)
&
(\

2. The following HBV test results mean the subject is ELIGIBLE for the stud .\’.\Q’

e Subjects who test negative for all HBV screening tests (i.e. HBsAg,fnti-HBs, anti-
HBc). \

e Subjects who test negative for HBV surface antigen and anti- @O(HBSAg -ve, anti-
HBc -ve) but positive for anti-HBs (anti-HBs +ve). R4
e Subjects who test negative for HBV surface antigen (I{Bs%@*—ve) but positive for anti-
HBs and anti-HBc (anti-HBs and anti-HBc +ve). o
(\

O
3. The following HBV test results mean the subj eg{ 1s ELIGIBLE for the study.

e Subjects who test positive for HBV sur@e \gen (HBsAg +ve), regardless of the
results of the other HBV tests. o 2
.
<’ &P

4. The following HBV test results @s (\ﬂndergo FURTHER TESTING for HBV
deoxyribonucleic acid (DNA). Qv ,@O
e Subjects who test positive f@?anti—HBc (anti-HBc +ve).

o Ifthe HBV DNA test\{sqae gative, the subject is ELIGIBLE for the study.

o If the HBV DNA teSt'is positive, or cannot be performed, the subject is NOT

\
ELIGIBLE for@e study.
\

)
\Q) HBYV tests
— Eligibility
HBsAg \QQ Anti-HBs Anti-HBc total HBY DNA
ve of Ve Ve N/A Eligible
AN
> —
ve & +ve -ve N/A Eligible
\s@% +ve +ve N/A Eligible
QU It It N/A Not Eligibl
25 Hve any resu any resu ot Eligible
((\0 -ve -ve +ve -ve Eligible
-ve -ve +ve +ve or Not Done Not Eligible

Confirmatory testing may be performed for any samples testing positive for anti-HIV,
HBsAg, or anti-HCV.
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10.6 Appendix 6: Measures of Psoriasis Area and Severity

The IGA and PASI will be administered by site personnel according to the SoA (Section 1.3). (;}\
All assessors of IGA and PASI must be qualified, experienced in evaluating subjects with N
psoriasis in clinical trials, and have completed study specific training in IGA and PASI rating. ,bQQ
It 1s recommended that the same assessor conducts the IGA and PASI at all visits for as®
particular subject, but especially at Week 0 (randomization), Week 12, and Week 24. \9\)

)

10.6.1 Investigator’s Global Assessment (IGA mod 2011) (\9\

The IGA rating scale for overall psoriatic disease is shown in Table 3. O\Q’

The explanations/descriptions of the points on the scale have been imprp‘s‘géa(\to ensure
appropriate differentiation between the points.!° The IGA mod 2011 is;fliought to better
correlate with PASI 90 responses. (\A

>

The IGA mod 2011 used i this study is static, 1.e. it refers ex&fﬂswely to the subject’s
disease state at the time of the assessments, and does not %f&npt a comparison with any of
the subject’s previous disease states, whether at %@Aelié%%r at a previous Visit.

>
The IGA mod 2011 score will initially be r S{e\\@%n paper, and then entered in the

IRT/eCRF. Q’\ 42
\gliite)
Table 3: The IGA rating scale Q/Q 3
&
Score Short description (‘;1\3 Detailed description
0 Clear f& No signs of psoriasis. Post-inflammatory
A(Q hyperpigmentation maybe present.
\(bo
1 Al Kl:lear Normal to pink coloration of lesions; no thickening;
%OQ no to minimal focal scaling.
N
2 [72) Mild Pink to light red coloration; just detectable to mild
\}% thickening; predominantly fine scaling.
<
Q
QO\' Moderate Dull bright red, clearly distinguishable erythema;
%Q clearly distinguishable to moderate thickening;
((\\} moderate scaling.
X
QO
Q
(Q 4 Severe Bright to deep dark red coloration; severe
c}> thickening with hard edges; severe / coarse scaling
bo covering almost all or all lesions.
Note: Involvement of nails is not part of the
assessment.
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Based on this scale, a subject will be eligible to participate in the study if the subject has an

IGA score at baseline of 3 or 4. Q};\\OQ
“O
Q
Based on this scale, a subject will be considered as an IGA 0 or 1 responder if the subject QQ\
achieves a score of 0 or 1. C\)Q(b
10.6.2 Total Body Surface Area (BSA) and Psoriasis Area and Severity Index ;\%\\’
(PASI) °
O

S
The total BSA affected by plaque-type psoriasis will be estimated from the pe@tages of
areas affected, including head, trunk, upper limbs and lower limbs (see below for PASI
assessment). (\é

\O

The site will initially record assessments on paper and will then enter tb@aata into the eCRF,
which will auto-calculate the PASI score (no manual PASI calculati&n&fbwill be required by the
site). X

OK
Rounding should occur (e.g. 9.49% = 9 and 9.5% = 10)_eXcept in any instance where the

percentage is just above 0 (i.e. 0.25% should round Lup tpoiz}}lot down to 0).
N

A PASI score will be derived as indicated in @ler&?& 12 The head, trunk, upper limbs and
lower limbs are assessed separately for er (?hickening (plaque elevation, induration),
and scaling (desquamation). The averageﬁie%:& of severity of each sign in each of the four
body regions is assigned a score of W@ rea covered by lesions on each body region is
estimated as a percentage of the @ agg\a of that particular body region. Further practical
details help the assessment: S
e®

e The neck is assessed as(gﬁ of the head.

e The axillae and g{gg‘i\ére assessed as part of the trunk.
$
@)
o The buttocksoQQ assessed as part of the lower limbs.
o

e When s&égng the severity of erythema, scales should not be removed.
Q)QOJ
Q
o

<
X
\\’%
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Table 4: The PASI scoring system
Body Erythema (E) Thickening Scaling Area score
region (plaque elevation, (desquamation, D) (based on true
induration, I) area %, A)
Head (H)t O=none O0=none O=none 0=0% J
1=slight 1=slight 1=slight 1=19% \%
2=moderate 2=moderate 2=moderate 2 =10-29% 9)
3=severe 3=severe 3=severe 3 =30-49% - \Q
4=very severe 4=very severe 4=very severe 4 = 50-69%- <
5 TO
0%
Trunk (T)% O=none O=none O=none \% 0%
1=slight 1=slight 1=slight 1=1-9%
2=moderate 2=moderate 2=moderate 2 =10-29%
3=severe 3=severe 3=severe 3 =30-49%
4=very severe 4=very severe 4=very seveié'b 4 = 50-69%
5=70-89%
;\\00 6 = 90-100%
&
Upper O=none 0=none @) one 0=0%
limbs (U) 1=slight 1=slight C) Qo =slight 1=1-9%
2=moderate 2=moderate (</ \o 2=moderate 2 =10-29%
3=severe 3=severe ‘b 3=severe 3 =30-49%
4=very severe 4=very isgére 61’ 4=very severe 4 = 50-69%
QY ® 5 = 70-89%
ng ,00 6 = 90-100%
&
Lower O=none ne O=none 0=0%
limbs (L)§ 1=slight r&sllght 1=slight 1=1-9%
2=moderate (02—moderate 2=moderate 2=10-29%
3=severe 3=severe 3=severe 3 =30-49%
4=very sevz('éb 4=very severe 4=very severe 4 = 50-69%
5=70-89%
\\,-QQ 6 = 90-100%

T Neck is assesse@;és part of the Head (H) body region.
T Axillae and gr;

Q
&'the head and neck, upper limbs, trunk and lower limbs correspond to approximately

Beca

are assessed as part of the Trunk (T) body region.
§ Buttocks a&e&ssessed as part of the Lower limbs (L) body region.

10\%}20%, 30% and 40% of the body surface area, respectively, the PASI score 1s calculated

Q

\lq%\ng the formula:

The keys for the letters are provided in Table 4.

PASI scores can range from a lower value of 0, corresponding to no signs of psoriasis, up to a

theoretic maximum of 72.0.
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The investigator is only responsible for collecting the components or scoring signs and total
regional area. PASI calculations, including changes over time will be calculated via the PASI
Score eCRF.

Based on PASI, to be eligible a subject must have a score of 12 or more at baseline.

Based on total BSA, to be eligible, a subject must have 10% or more total BSA involved %t)

baseline. O

\
O
Definitions of efficacy variables based on PASI 6\

The following definitions are used in this study, see Committee for Medicinal gfbducts for
Human Use (CHMP) guidelines for psoriasis.® \

e PASI 75 response: subjects achieving > 75% improvement (reduc@&l) in PASI score
compared to baseline are defined as PASI 75 responders &\{b

e PASI 90 response: subjects achieving > 90% 1mpr0vement ré%uctlon) in PASI score
e PASI 100 response / remission: complete clearing of pidbiasw (PASI=0)
e Relapse: when the achieved maximal PASI 1mprovegge<1>1t from baseline is reduced by

>50% x>
A P
'L
o QfoQ
&4
o &
QV o)
<’ &
<& @
O
QO
N2
>
&
D
0
<
o
QQ
%\\r
N
g
Q)\‘;
o\\o
,\0
2
O
\6\
60
0@
®
60
&
,Q(\\
Page 95 0f 103

AV002 - Final protocol, Version 3.0, incorporating CZE-1, dated 16 October 2018



Protocol Number: AV002 CONFIDENTIAL M1095 phase 2b psoriasis study

10.7 Appendix 7: Abbreviations

AE
AESI
ALT
ANC
ANCOVA
AST
AUC
BSA
Cmax
CFR
CIOMS
CMH
CONSORT
CRO
CRP

CS

CSR
CTCAE
CXR
D/C
DLQI
DMC
DNA
ECG
eCRF
eC-SSRS
EMA
EQ-POS
ESR
EudraCT
FDA
FSH

HBV g
hCG &

L

SHIPAA

HIV
ICF
ICH
IEC
IGA

xO

O
%)
GCP \\?

Adverse Event O
Adverse Event of Special Interest R4

. . AN
Alanine Aminotransferase QQ
Absolute Neutrophil Count \be
Analysis of Covariance %\‘ro
Aspartate Aminotransferase S
Area Under the Curve \OQ
Body Surface Area S
Maximum Concentration Q)~\3
Code of Federal Regulations >
Council for International Organizations of Medical. Q&ences
Cochran-Mantel-Haenszel fb
Consolidated Standards of Reporting Trials 4’0
Contract Research Organization Q
C-Reactive Protein \Q}
Corticosteroids OQ
Clinical Study Report \3
Common Terminology Cr&?na @ Adverse Events

Chest X-Ray

Discontinuation (\
Dermatology Llfe@a]{t? Index
Data Momtorn@%og@mttee
Deoxyrlboanelc@de
Electrocardio

Electronic Case Record Form
Electron{@%olumbia Suicide Severity Rating Scale
Euro Medicines Agency
ELL{@ uality of Life Questionnaire for Psoriasis
Q§I§Sfthrocy‘te Sedimentation Rate
<European Clinical Trials Database
Food and Drug Administration
Follicle Stimulating Hormone
Good Clinical Practice
Hepatitis B Virus
Human Chorionic Gonadotropin
Hepatitis C Virus
High Density Lipoprotein
Health Insurance Portability and Accountability Act
Human Immunodeficiency Virus
Informed Consent Form
International Council for Harmonization
Independent Ethics Committee
Investigator’s Global Assessment
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IgG Immunoglobulin G
IL Interleukin Q
IMP Investigational Medicinal Product O
IRB Institutional Review Board ‘\\0@
IRT Interactive Response Technology ‘DQQ
ITT Intent to Treat R
IUD Intrauterine Device &
IJs Intrauterine System Os\
1A% Intravenous \Oo
LDL Low Density Lipoprotein Qf\%
MedDRA Medical Dictionary for Regulatory Activities Q;\}
MITT Modified Intent to Treat >
PASI Psoriasis Area and Severity Index ;\}o(\
PFS Pre-Filled Syringe R4
PHQ-8 Patient Health Questionnaire-8 £
PK Pharmacokinetics (b(&
PP Per Protocol o
PRO Patient Reported Outcomes O
PUVA Photochemotherapy (Psoralell\s an@)‘ﬁ\VA)
QoL Quality of Life OQ Q
Q2w Every 2 weeks O (\’DQ
qdw Every 4 weeks Q/O O
qQ8w Every 8 weeks () 6\?
RBC Red Blood Ce Q
SAE Serious Ad E)?ent
SAP Statistical Ana&ﬁs Plan
SF-36 Short-Fo
SmPC Summary@f Product Characteristics
SoA Schedule of Activities
sPGA Statie Physician’s Global Assessment
SUSAR Q%D pected Unexpected Serious Adverse Reaction
TB uberculosis
TEAE «O ~ Treatment Emergent Adverse Event
TNF @6 Tumour Necrosis Factor
ULN N Upper Limit of Normal
uv \‘QQ’ Ultraviolet
UVAL Ultraviolet A (longwave)
U@ Ultraviolet B (shortwave)

,\@xs Visual Analogue Scale

o WBC White Blood Cell
0\)50 WFI Water for Injection
60
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Appendix 8: Protocol Amendment History

M1095 phase 2b psoriasis study

Amendment
No.

Protocol
version no.

Date issued

Details of changes made

02

3.0
inc. CZE-1

16-Oct-2018

5 S
R
S

Change of office address for s\g\y
Avillion LLP QO
Clarification of eligibility ;O
regarding tuberculosis, a
permission of re-scre@}’ﬁng if
subjects become el@ible after
instigating trea‘\t'@l%nt of latent TB
Creatinine rance may be
measured Via 24-hour urine
collectjon, in addition to
calctlation via Cockcroft-Gault

R CZECH REPUBLIC ONLY

\\Q%XCIusion criterion 4g amended to

exclude subjects with a calculated
creatinine clearance (via Cockcroft
Gault) of <60mL/min

Exclusion criterion 13 amended to
include suicidal behavior
Clarification of chronic drug abuse
and IV drugs

Exclusion criterion 15 amended to
clarify the requirement for highly
effective contraceptive methods in
women of child bearing potential
New exclusion criterion (18) to
capture requirements for male
contraception

Clarification of PASI endpoints
Addition of total BSA to secondary
endpoints

Clarification of IGA endpoints
Urine pregnancy test every 4
weeks

Updates to systemic and topical
prior and prohibited treatments for
psoriasis
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X

N

xR

Consideration of subject’s response
at Week 24 and benefit from
participating in study

Clarification that male sterilization
is a permitted form of
contraception in male subjects
Clarification on use of
cannabis/marijuana
Clarification on release ofa_,\o
randomization codes f
analysis &Q;
Efficacy assessmefts to be
recorded on paper, and clarification
of who wil],zﬁerform assessments
and rou T}lg rules

Correction of the null hypothesis

H4 And clarification of the other

1l hypotheses

g
&>
LN
S

Q%Q{bUpdate to the statistical methods

for the secondary endpoints
Clarification of visits for which
treatment comparisons will be
made

Clarification of unblinding at Week
24 to allow analysis of key study
endpoints

Update to use CTCAE Version 5.0
Addition of a separate ICF, per
local requirements, to agree to the
use of a subject expense
reimbursement system.
Clarification at Week 52 regarding
contraception for the next 4 weeks
Clarification of requirement to
capture overdose/medication errors
on AE eCRF

Typos and consistency in wording

CZE-1

2.0

31-Aug-2018

Exclusion criterion 4g amended to
exclude subjects with a calculated

creatinine clearance (via Cockcroft
Gault) of <60mL/min

Exclusion criterion 15 amended to

clarify the requirement for highly
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effective contraceptive methods in
women of child bearing potential
New exclusion criterion (18) to
capture requirements for male
contraception
Clarification that male sterilization
is a permitted form of 90
contraception in male subj ecgo

X®)

01 2.0

03-Apr-2018

&

www.ClinicalTrials.gov, T
number added Q;\l\
Co-ordinating Investigators added
Clarify the met@&i used to blind
injections to:study subjects

ECG per& ed during Screening,
and notfat Week 0

HIVctest added at Screening

rify the reconstitution of 30mg

\Q 0S¢

&
Q

ESR performed at study site using
a kit provided by central laboratory
Clarify that there will be separate
ICFs for skin evaluation and
pregnant partners, and that there
may be a separate ICF for HIV
testing
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12.0 SIGNATURE OF INVESTIGATOR

PROTOCOL TITLE: A phase 2b randomized, double-blind, placebo controlled, multi-center ;\\0Q
12-week study with an additional 40-week follow-up assessment of efficacy, safety and N
tolerability of M1095 in subjects with moderate to severe chronic plaque-type psoriasis. R

Q0

O
PROTOCOL NO:  AV002 Os\e\"

This protocol is a confidential communication of Bond Avillion 2 Development LP. I@%?lﬁnn
that I have read this protocol, I understand it, and I will work according to this prg\)g@col. I will
also work consistently with the ethical principles that have their origin in thg«lg’eclaration of
Helsinki and that are consistent with good clinical practices and the a@flicable laws and
regulations. Acceptance of this document constitutes my agreemen(\’fhx'at no unpublished
information contained herein will be published or disclosed with%u% prior written approval

from Bond Avillion 2 Development LP. K(b(\

®)
—
Instructions to the investigator: Please SIGN and DATE thi&@gna@ page. PRINT your name, title, and the
name/address of the center in which the study will be cop@cteg@etum the signed copy to the CRO.

() (\’0“
& 59
I have read this protocol in its entirety :t;fd? ag(ée to conduct the study accordingly:
&
<2
O
e
(b\\b
<
Signature (b(\\\ Title
&
)
R
PN

. xS

Printed Nam%b Date
\\}%
\.\QQ)
O

&

&
O

N\

Name/Address of Center
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